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HIGHLIGHTS OF PRESCRIBING INFORMATION

These HIGHLIGHTS do not include all the information needed to
use ULORIC safely and effectively. See full prescribing
information for ULORIC.

ULORIC (febuxostat) tablet for oral use

Initial U.S. Approval: 2009

Warnings and Precautions
Hepatic Effects (5.3) 11/2012

ULORIC is a xanthine oxidase (XO) inhibitor indicated for the chronic
management of hyperuricemia in patients with gout. (1)

ULORIC is not recommended for the treatment of asymptomatic
hyperuricemia. (1)

e ULORIC is recommended at 40 mg or 80 mg once daily. The
recommended starting dose of ULORIC is 40 mg once daily. For
patients who do not achieve a serum uric acid (sUA) less than 6
mg/dL after 2 weeks with 40 mg, ULORIC 80 mg is recommended.
2.1)

e ULORIC can be administered without regard to food or antacid
use. (2.1)

e No dose adjustment is necessary when administering ULORIC to
patients with mild to moderate renal or hepatic impairment. (2.2)

Tablet: 40 mg, 80 mg. (3)

CONTRAINDICATIONS

ULORIC is contraindicated in patients being treated with azathioprine
or mercaptopurine. (4)

e Gout Flare: An increase in gout flares is frequently observed during

initiation of anti-hyperuricemic agents, including ULORIC. If a gout
flare occurs during treatment, ULORIC need not be discontinued.
Prophylactic therapy (i.e., non-steroidal anti-inflammatory drug

RECENT MAJOR CHANGES------=sssnmemmammanmann

[NSAID] or colchicine upon initiation of treatment) may be
beneficial for up to six months. (2.4, 5.1)

e Cardiovascular Events: A higher rate of cardiovascular
thromboembolic events was observed in patients treated with
ULORIC than allopurinol in clinical trials. Monitor for signs and
symptoms of Ml and stroke. (5.2)

« Hepatic Effects: Postmarketing reports of hepatic failure,
sometimes fatal. Causality cannot be excluded. If liver injury is
detected, promptly interrupt ULORIC and assess patient for
probable cause, then treat cause if possible, to resolution or
stabilization. Do not restart ULORIC if liver injury is confirmed and
no alternate etiology can be found. (5.3)

ADVERSE REACTIONS

Adverse reactions occurring in at least 1% of ULORIC-treated
patients, and at least 0.5% greater than placebo, are liver function
abnormalities, nausea, arthralgia, and rash. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Takeda
Pharmaceuticals at 1-877-TAKEDA-7 (1-877-825-3327) or FDA at
1-800-FDA-1088 or www.fda.gov/imedwatch.

DRUG INTERACTIONS --==--m=mmmmmmmemmemeeeean

Concomitant administration of ULORIC with XO substrate drugs,
azathioprine or mercaptopurine could increase plasma concentrations
of these drugs resulting in severe toxicity. (7)

e There is insufficient data in patients with severe renal impairment.
No studies have been conducted in patients with severe hepatic
impairment. Caution should be exercised in these patients. (8.6,
8.7)

* No studies have been conducted in patients with secondary
hyperuricemia (including patients being treated for Lesch-Nyhan
syndrome or malignant disease, or in organ transplant recipients);
therefore, ULORIC is not recommended for use in these patients.
(8.8)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
Approved Patient Labeling.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
ULORIC is a xanthine oxidase (XO) inhibitor indicated for the chronic management of hyperuricemia
in patients with gout.

ULORIC is not recommended for the treatment of asymptomatic hyperuricemia.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dose
For treatment of hyperuricemia in patients with gout, ULORIC is recommended at 40 mg or 80 mg
once daily.

The recommended starting dose of ULORIC is 40 mg once daily. For patients who do not achieve a
serum uric acid (sUA) less than 6 mg/dL after two weeks with 40 mg, ULORIC 80 mg is
recommended.

ULORIC can be taken without regard to food or antacid use [see Clinical Pharmacology (12.3)].

2.2 Special Populations

No dose adjustment is necessary when administering ULORIC in patients with mild to moderate
renal impairment [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)]. The
recommended starting dose of ULORIC is 40 mg once daily. For patients who do not achieve a sUA
less than 6 mg/dL after two weeks with 40 mg, ULORIC 80 mg is recommended.

No dose adjustment is necessary in patients with mild to moderate hepatic impairment [see Use in
Specific Populations (8.7) and Clinical Pharmacology (12.3)].

2.3 Uric Acid Level

Testing for the target serum uric acid level of less than 6 mg/dL may be performed as early as two
weeks after initiating ULORIC therapy.

2.4 Gout Flares

Gout flares may occur after initiation of ULORIC due to changing serum uric acid levels resulting in
mobilization of urate from tissue deposits. Flare prophylaxis with a non-steroidal anti-inflammatory
drug (NSAID) or colchicine is recommended upon initiation of ULORIC. Prophylactic therapy may
be beneficial for up to six months [see Clinical Studies (14.1)].

If a gout flare occurs during ULORIC treatment, ULORIC need not be discontinued. The gout flare
should be managed concurrently, as appropriate for the individual patient [see Warnings and
Precautions (5.1)].

3 DOSAGE FORMS AND STRENGTHS

¢ 40 mg tablets, light green to green, round, debossed with “TAP” and “40”

e 80 mg tablets, light green to green, teardrop shaped, debossed with “TAP” and “80”

4 CONTRAINDICATIONS

ULORIC is contraindicated in patients being treated with azathioprine or mercaptopurine [see Drug
Interactions (7)].
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5 WARNINGS AND PRECAUTIONS

5.1 Gout Flare

After initiation of ULORIC, an increase in gout flares is frequently observed. This increase is due to
reduction in serum uric acid levels, resulting in mobilization of urate from tissue deposits.

In order to prevent gout flares when ULORIC is initiated, concurrent prophylactic treatment with an
NSAID or colchicine is recommended [see Dosage and Administration (2.4)].

5.2 Cardiovascular Events

In the randomized controlled studies, there was a higher rate of cardiovascular thromboembolic
events (cardiovascular deaths, non-fatal myocardial infarctions, and non-fatal strokes) in patients
treated with ULORIC (0.74 per 100 P-Y [95% Confidence Interval (Cl) 0.36-1.37]) than allopurinol
(0.60 per 100 P-Y [95% CI 0.16-1.53]) [see Adverse Reactions (6.1)]. A causal relationship with
ULORIC has not been established. Monitor for signs and symptoms of myocardial infarction (MI)
and stroke.

5.3 Hepatic Effects

There have been postmarketing reports of fatal and non-fatal hepatic failure in patients taking
ULORIC, although the reports contain insufficient information necessary to establish the probable
cause. During randomized controlled studies, transaminase elevations greater than three times the
upper limit of normal (ULN) were observed (AST: 2%, 2%, and ALT: 3%, 2% in ULORIC and
allopurinol-treated patients, respectively). No dose-effect relationship for these transaminase
elevations was noted [see Clinical Pharmacology (12.3)].

Obtain a liver test panel (serum alanine aminotransferase [ALT], aspartate aminotransferase [AST],
alkaline phosphatase, and total bilirubin) as a baseline before initiating ULORIC.

Measure liver tests promptly in patients who report symptoms that may indicate liver injury,
including fatigue, anorexia, right upper abdominal discomfort, dark urine or jaundice. In this clinical
context, if the patient is found to have abnormal liver tests (ALT greater than three times the upper
limit of the reference range), ULORIC treatment should be interrupted and investigation done to
establish the probable cause. ULORIC should not be restarted in these patients without another
explanation for the liver test abnormalities.

Patients who have serum ALT greater than three times the reference range with serum total bilirubin
greater than two times the reference range without alternative etiologies are at risk for severe drug-
induced liver injury and should not be restarted on ULORIC. For patients with lesser elevations of
serum ALT or bilirubin and with an alternate probable cause, treatment with ULORIC can be used
with caution.

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of
another drug and may not reflect the rates observed in practice.

A total of 2757 subjects with hyperuricemia and gout were treated with ULORIC 40 mg or 80 mg
daily in clinical studies. For ULORIC 40 mg, 559 patients were treated for >6 months. For ULORIC
80 mg, 1377 subjects were treated for >6 months, 674 patients were treated for >1 year and 515
patients were treated for >2 years.
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Most Common Adverse Reactions

In three randomized, controlled clinical studies (Studies 1, 2 and 3), which were six to 12 months in
duration, the following adverse reactions were reported by the treating physician as related to study
drug. Table 1 summarizes adverse reactions reported at a rate of at least 1% in ULORIC treatment
groups and at least 0.5% greater than placebo.

Table 1: Adverse Reactions Occurring in >1% of ULORIC-Treated Patients and at Least 0.5%
Greater than Seen in Patients Receiving Placebo in Controlled Studies
Placebo ULORIC allopurinol*
40 mg daily 80 mg daily

Adverse Reactions (N=134) (N=757) (N=1279) (N=1277)
Liver Function 4.2%
Abnormalities 0.7% 6.6% 4.6% ’
Nausea 0.7% 1.1% 1.3% 0.8%
Arthralgia 0% 1.1% 0.7% 0.7%
Rash 0.7% 0.5% 1.6% 1.6%

*Of the subjects who received allopurinol, 10 received 100 mg, 145 received 200 mg, and 1122 received
300 mg, based on level of renal impairment.

The most common adverse reaction leading to discontinuation from therapy was liver function
abnormalities in 1.8% of ULORIC 40 mg, 1.2% of ULORIC 80 mg, and in 0.9% of allopurinol-treated
subjects.

In addition to the adverse reactions presented in Table 1, dizziness was reported in more than 1%
of ULORIC-treated subjects although not at a rate more than 0.5% greater than placebo.

Less Common Adverse Reactions

In Phase 2 and 3 clinical studies the following adverse reactions occurred in less than 1% of
subjects and in more than one subject treated with doses ranging from 40 mg to 240 mg of
ULORIC. This list also includes adverse reactions (less than 1% of subjects) associated with organ
systems from Warnings and Precautions.

Blood and Lymphatic System Disorders: anemia, idiopathic thrombocytopenic purpura,
leukocytosis/leukopenia, neutropenia, pancytopenia, splenomegaly, thrombocytopenia.

Cardiac Disorders: angina pectoris, atrial fibrillation/flutter, cardiac murmur, ECG abnormal,
palpitations, sinus bradycardia, tachycardia.

Ear and Labyrinth Disorders: deafness, tinnitus, vertigo.
Eye Disorders: vision blurred.

Gastrointestinal Disorders: abdominal distention, abdominal pain, constipation, dry mouth,
dyspepsia, flatulence, frequent stools, gastritis, gastroesophageal reflux disease, gastrointestinal
discomfort, gingival pain, haematemesis, hyperchlorhydria, hematochezia, mouth ulceration,
pancreatitis, peptic ulcer, vomiting.

General Disorders and Administration Site Conditions: asthenia, chest pain/discomfort, edema,
fatigue, feeling abnormal, gait disturbance, influenza-like symptoms, mass, pain, thirst.

Hepatobiliary Disorders: cholelithiasis/cholecystitis, hepatic steatosis, hepatitis, hepatomegaly.
Immune System Disorder: hypersensitivity.
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Infections and Infestations: herpes zoster.
Procedural Complications: contusion.

Metabolism and Nutrition Disorders: anorexia, appetite decreased/increased, dehydration, diabetes
mellitus, hypercholesterolemia, hyperglycemia, hyperlipidemia, hypertriglyceridemia, hypokalemia,
weight decreased/increased.

Musculoskeletal and Connective Tissue Disorders: arthritis, joint stiffness, joint swelling, muscle
spasms/twitching/tightness/weakness, musculoskeletal pain/stiffness, myalgia.

Nervous System Disorders: altered taste, balance disorder, cerebrovascular accident, Guillain-Barré
syndrome, headache, hemiparesis, hypoesthesia, hyposmia, lacunar infarction, lethargy, mental
impairment, migraine, paresthesia, somnolence, transient ischemic attack, tremor.

Psychiatric Disorders: agitation, anxiety, depression, insomnia, irritability, libido decreased,
nervousness, panic attack, personality change.

Renal and Urinary Disorders: hematuria, nephrolithiasis, pollakiuria, proteinuria, renal failure, renal
insufficiency, urgency, incontinence.

Reproductive System and Breast Changes: breast pain, erectile dysfunction, gynecomastia.

Respiratory, Thoracic and Mediastinal Disorders: bronchitis, cough, dyspnea, epistaxis, nasal
dryness, paranasal sinus hypersecretion, pharyngeal edema, respiratory tract congestion, sneezing,
throat irritation, upper respiratory tract infection.

Skin and Subcutaneous Tissue Disorders: alopecia, angio-edema, dermatitis, dermographism,
ecchymosis, eczema, hair color changes, hair growth abnormal, hyperhidrosis, peeling skin,
petechiae, photosensitivity, pruritus, purpura, skin discoloration/altered pigmentation, skin lesion,
skin odor abnormal, urticaria.

Vascular Disorders: flushing, hot flush, hypertension, hypotension.

Laboratory Parameters: activated partial thromboplastin time prolonged, creatine increased,
bicarbonate decreased, sodium increased, EEG abnormal, glucose increased, cholesterol
increased, triglycerides increased, amylase increased, potassium increased, TSH increased,
platelet count decreased, hematocrit decreased, hemoglobin decreased, MCV increased, RBC
decreased, creatinine increased, blood urea increased, BUN/creatinine ratio increased, creatine
phosphokinase (CPK) increased, alkaline phosphatase increased, LDH increased, PSA increased,
urine output increased/decreased, lymphocyte count decreased, neutrophil count decreased, WBC
increased/decreased, coagulation test abnormal, low density lipoprotein (LDL) increased,
prothrombin time prolonged, urinary casts, urine positive for white blood cells and protein.

Cardiovascular Safety

Cardiovascular events and deaths were adjudicated to one of the pre-defined endpoints from the
Anti-Platelet Trialists’ Collaborations (APTC) (cardiovascular death, non-fatal myocardial infarction,
and non-fatal stroke) in the randomized controlled and long-term extension studies. In the Phase 3
randomized controlled studies, the incidences of adjudicated APTC events per 100 patient-years of
exposure were: Placebo 0 (95% CI1 0.00-6.16), ULORIC 40 mg 0 (95% CI 0.00-1.08), ULORIC 80
mg 1.09 (95% CI 0.44-2.24), and allopurinol 0.60 (95% CI1 0.16-1.53).

In the long-term extension studies, the incidences of adjudicated APTC events were: ULORIC 80
mg 0.97 (95% CI 0.57-1.56), and allopurinol 0.58 (95% CI 0.02-3.24).
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Overall, a higher rate of APTC events was observed in ULORIC than in allopurinol-treated patients.
A causal relationship with ULORIC has not been established. Monitor for signs and symptoms of Ml
and stroke.

6.2 Postmarketing Experience

Adverse reactions have been identified during postapproval use of ULORIC. Because these reactions
are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate
their frequency or establish a causal relationship.

Hepatobiliary Disorders: hepatic failure (some fatal), jaundice, serious cases of abnormal liver function
test results, liver disorder.

Immune System Disorders: anaphylaxis, anaphylactic reaction.
Musculoskeletal and Connective Tissue Disorders: rhabdomyolysis.
Psychiatric Disorders: psychotic behavior including aggressive thoughts.
Renal and Urinary Disorders: tubulointerstitial nephritis.

Skin and Subcutaneous Tissue Disorders: generalized rash, Stevens Johnson Syndrome,
hypersensitivity skin reactions.

7 DRUG INTERACTIONS

7.1 Xanthine Oxidase Substrate Drugs

ULORIC is an XO inhibitor. Based on a drug interaction study in healthy subjects, febuxostat altered
the metabolism of theophylline (a substrate of XO) in humans [see Clinical Pharmacology (12.3)].
Therefore, use with caution when coadministering ULORIC with theophylline.

Drug interaction studies of ULORIC with other drugs that are metabolized by XO (e.g.,
mercaptopurine and azathioprine) have not been conducted. Inhibition of XO by ULORIC may
cause increased plasma concentrations of these drugs leading to toxicity [see Clinical
Pharmacology (12.3)]. ULORIC is contraindicated in patients being treated with azathioprine or
mercaptopurine [see Contraindications (4)].

7.2 Cytotoxic Chemotherapy Drugs

Drug interaction studies of ULORIC with cytotoxic chemotherapy have not been conducted. No data
are available regarding the safety of ULORIC during cytotoxic chemotherapy.

7.3 In Vivo Drug Interaction Studies

Based on drug interaction studies in healthy subjects, ULORIC does not have clinically significant
interactions with colchicine, naproxen, indomethacin, hydrochlorothiazide, warfarin or desipramine
[see Clinical Pharmacology (12.3)]. Therefore, ULORIC may be used concomitantly with these
medications.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

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

Febuxostat was not teratogenic in rats and rabbits at oral doses up to 48 mg/kg (40 and 51 times
the human plasma exposure at 80 mg/day for equal body surface area, respectively) during
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organogenesis. However, increased neonatal mortality and a reduction in the neonatal body weight
gain were observed when pregnant rats were treated with oral doses up to 48 mg/kg (40 times the
human plasma exposure at 80 mg/day) during organogenesis and through lactation period.

8.3 Nursing Mothers

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 exercised when ULORIC
is administered to a nursing woman.

8.4 Pediatric Use
Safety and effectiveness in pediatric patients under 18 years of age have not been established.

8.5 Geriatric Use

No dose adjustment is necessary in elderly patients. Of the total number of subjects in clinical
studies of ULORIC, 16% were 65 and over, while 4% were 75 and over. Comparing subjects in
different age groups, no clinically significant differences in safety or effectiveness were observed but
greater sensitivity of some older individuals cannot be ruled out. The Cnax and AUC,4 of febuxostat
following multiple oral doses of ULORIC in geriatric subjects (265 years) were similar to those in
younger subjects (18 to 40 years) [see Clinical Pharmacology (12.3)].

8.6 Renal Impairment

No dose adjustment is necessary in patients with mild or moderate renal impairment (Cl., 30 to 89
mL/min). The recommended starting dose of ULORIC is 40 mg once daily. For patients who do not
achieve a sUA less than 6 mg/dL after two weeks with 40 mg, ULORIC 80 mg is recommended.

There are insufficient data in patients with severe renal impairment (Cl.; less than 30 mL/min);
therefore, caution should be exercised in these patients [see Clinical Pharmacology (12.3)].

8.7 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 [see Clinical Pharmacology
(12.3)].

8.8 Secondary Hyperuricemia

No studies have been conducted in patients with secondary hyperuricemia (including organ
transplant recipients); ULORIC is not recommended for use in patients whom the rate of urate
formation is greatly increased (e.g., malignant disease and its treatment, Lesch-Nyhan syndrome).
The concentration of xanthine in urine could, in rare cases, rise sufficiently to allow deposition in the
urinary tract.

10 OVERDOSAGE

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

ULORIC (febuxostat) is a xanthine oxidase inhibitor. The active ingredient in ULORIC is 2-[3-cyano-
4-(2-methylpropoxy) phenyl]-4-methylthiazole-5-carboxylic acid, with a molecular weight of 316.38.
The empirical formula is C16H1sN203S.

The chemical structure is:

CH,
)\/0
HyC
NC =N, o
S/ ’
CO,H

Febuxostat is a non-hygroscopic, white crystalline powder that is freely soluble in
dimethylformamide; soluble in dimethylsulfoxide; sparingly soluble in ethanol; slightly soluble in
methanol and acetonitrile; and practically insoluble in water. The melting range is 205°C to 208°C.

ULORIC tablets for oral use contain the active ingredient, febuxostat, and are available in two
dosage strengths, 40 mg and 80 mg. Inactive ingredients include lactose monohydrate,
microcrystalline cellulose, hydroxypropyl cellulose, sodium croscarmellose, silicon dioxide and
magnesium stearate. ULORIC tablets are coated with Opadry Il, green.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

ULORIC, a xanthine oxidase inhibitor, achieves its therapeutic effect by decreasing serum uric acid.
ULORIC is not expected to inhibit other enzymes involved in purine and pyrimidine synthesis and
metabolism at therapeutic concentrations.

12.2 Pharmacodynamics

Effect on Uric Acid and Xanthine Concentrations: In healthy subjects, ULORIC resulted in a dose
dependent decrease in 24-hour mean serum uric acid concentrations and an increase in 24-hour
mean serum xanthine concentrations. In addition, there was a decrease in the total daily urinary uric
acid excretion. Also, there was an increase in total daily urinary xanthine excretion. Percent
reduction in 24-hour mean serum uric acid concentrations was between 40% and 55% at the
exposure levels of 40 mg and 80 mg daily doses.

Effect on Cardiac Repolarization: The effect of ULORIC on cardiac repolarization as assessed by
the QTc interval was evaluated in normal healthy subjects and in patients with gout. ULORIC in
doses up to 300 mg daily, at steady-state, did not demonstrate an effect on the QTc interval.

12.3 Pharmacokinetics

In healthy subjects, maximum plasma concentrations (Cmax) and AUC of febuxostat increased in a
dose proportional manner following single and multiple doses of 10 mg to 120 mg. There is no
accumulation when therapeutic doses are administered every 24 hours. Febuxostat has an
apparent mean terminal elimination half-life (t1,2) of approximately 5 to 8 hours. Febuxostat
pharmacokinetic parameters for patients with hyperuricemia and gout estimated by population
pharmacokinetic analyses were similar to those estimated in healthy subjects.
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Absorption: The absorption of radiolabeled febuxostat following oral dose administration was
estimated to be at least 49% (based on total radioactivity recovered in urine). Maximum plasma
concentrations of febuxostat occurred between 1 and 1.5 hours post-dose. After multiple oral 40 mg
and 80 mg once daily doses, Cnax is approximately 1.6 £ 0.6 mcg/mL (N=30), and 2.6 + 1.7 mcg/mL
(N=227), respectively. Absolute bioavailability of the febuxostat tablet has not been studied.

Following multiple 80 mg once daily doses with a high fat meal, there was a 49% decrease in Cmax
and an 18% decrease in AUC, respectively. However, no clinically significant change in the percent
decrease in serum uric acid concentration was observed (58% fed vs. 51% fasting). Thus, ULORIC
may be taken without regard to food.

Concomitant ingestion of an antacid containing magnesium hydroxide and aluminum hydroxide with
an 80 mg single dose of ULORIC has been shown to delay absorption of febuxostat (approximately
one hour) and to cause a 31% decrease in Cmax and a 15% decrease in AUC... As AUC rather than
Cmax Was related to drug effect, change observed in AUC was not considered clinically significant.
Therefore, ULORIC may be taken without regard to antacid use.

Distribution: The mean apparent steady state volume of distribution (Vss/F) of febuxostat was
approximately 50 L (CV ~40%). The plasma protein binding of febuxostat is approximately 99.2%,
(primarily to albumin), and is constant over the concentration range achieved with 40 mg and 80 mg
doses.

Metabolism: Febuxostat is extensively metabolized by both conjugation via uridine diphosphate
glucuronosyltransferase (UGT) enzymes including UGT1A1, UGT1A3, UGT1A9, and UGT2B7 and
oxidation via cytochrome P450 (CYP) enzymes including CYP1A2, 2C8 and 2C9 and non-P450
enzymes. The relative contribution of each enzyme isoform in the metabolism of febuxostat is not
clear. The oxidation of the isobutyl side chain leads to the formation of four pharmacologically active
hydroxy metabolites, all of which occur in plasma of humans at a much lower extent than
febuxostat.

In urine and feces, acyl glucuronide metabolites of febuxostat (~35% of the dose), and oxidative
metabolites, 67M-1 (~10% of the dose), 67M-2 (~11% of the dose), and 67M-4, a secondary
metabolite from 67M-1 (~14% of the dose), appeared to be the major metabolites of febuxostat in
Vivo.

Elimination: Febuxostat is eliminated by both hepatic and renal pathways. Following an 80 mg oral
dose of “C-labeled febuxostat, approximately 49% of the dose was recovered in the urine as
unchanged febuxostat (3%), the acyl glucuronide of the drug (30%), its known oxidative metabolites
and their conjugates (13%), and other unknown metabolites (3%). In addition to the urinary
excretion, approximately 45% of the dose was recovered in the feces as the unchanged febuxostat
(12%), the acyl glucuronide of the drug (1%), its known oxidative metabolites and their conjugates
(25%), and other unknown metabolites (7%).

The apparent mean terminal elimination half-life (t1,) of febuxostat was approximately 5 to 8 hours.

Special Populations

Pediatric Use: The pharmacokinetics of ULORIC in patients under the age of 18 years have not
been studied.

Geriatric Use: The Cnax and AUC of febuxostat and its metabolites following multiple oral doses of
ULORIC in geriatric subjects (265 years) were similar to those in younger subjects (18 to 40 years).
In addition, the percent decrease in serum uric acid concentration was similar between elderly and
younger subjects. No dose adjustment is necessary in geriatric patients [see Use in Specific
Populations (8.5)].
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Renal Impairment: Following multiple 80 mg doses of ULORIC in healthy subjects with mild (Clc 50
to 80 mL/min), moderate (Cl¢- 30 to 49 mL/min) or severe renal impairment (Cle 10 to 29 mL/min),
the Cnax of febuxostat did not change relative to subjects with normal renal function (Cl.; greater
than 80 mL/min). AUC and half-life of febuxostat increased in subjects with renal impairment in
comparison to subjects with normal renal function, but values were similar among three renal
impairment groups. Mean febuxostat AUC values were up to 1.8 times higher in subjects with renal
impairment compared to those with normal renal function. Mean Cnax and AUC values for three
active metabolites increased up to 2- and 4-fold, respectively. However, the percent decrease in
serum uric acid concentration for subjects with renal impairment was comparable to those with
normal renal function (58% in normal renal function group and 55% in the severe renal function

group).

No dose adjustment is necessary in patients with mild to moderate renal impairment [see Dosage
and Administration (2) and Use in Specific Populations (8.6)]. The recommended starting dose of
ULORIC is 40 mg once daily. For patients who do not achieve a sUA less than 6 mg/dL after two
weeks with 40 mg, ULORIC 80 mg is recommended. There is insufficient data in patients with
severe renal impairment; caution should be exercised in those patients [see Use in Specific
Populations (8.6)].

ULORIC has not been studied in end stage renal impairment patients who are on dialysis.

Hepatic Impairment: Following multiple 80 mg doses of ULORIC in patients with mild (Child-Pugh
Class A) or moderate (Child-Pugh Class B) hepatic impairment, an average of 20% to 30% increase
was observed for both Crmax and AUC,4 (total and unbound) in hepatic impairment groups compared
to subjects with normal hepatic function. In addition, the percent decrease in serum uric acid
concentration was comparable between different hepatic groups (62% in healthy group, 49% in mild
hepatic impairment group, and 48% in moderate hepatic impairment group). No dose adjustment is
necessary in patients with mild or moderate hepatic impairment. No studies have been conducted in
subjects with severe hepatic impairment (Child-Pugh Class C); caution should be exercised in those
patients [see Use in Specific Populations (8.7)].

Gender: Following multiple oral doses of ULORIC, the Crax and AUC,4 of febuxostat were 30% and
14% higher in females than in males, respectively. However, weight-corrected Cnax and AUC were
similar between the genders. In addition, the percent decrease in serum uric acid concentrations
was similar between genders. No dose adjustment is necessary based on gender.

Race: No specific pharmacokinetic study was conducted to investigate the effects of race.

Drug-Drug Interactions

Effect of ULORIC on Other Drugs

Xanthine Oxidase Substrate Drugs-Azathioprine, Mercaptopurine, and Theophylline: Febuxostat is
an XO inhibitor. A drug-drug interaction study evaluating the effect of ULORIC upon the
pharmacokinetics of theophylline (an XO substrate) in healthy subjects showed that
coadministration of febuxostat with theophylline resulted in an approximately 400-fold increase in
the amount of 1-methylxanthine, one of the major metabolites of theophylline, excreted in the urine.
Since the long-term safety of exposure to 1-methylxanthine in humans is unknown, use with caution
when coadministering febuxostat with theophylline.

Drug interaction studies of ULORIC with other drugs that are metabolized by XO (e.g.,
mercaptopurine and azathioprine) have not been conducted. Inhibition of XO by ULORIC may
cause increased plasma concentrations of these drugs leading to toxicity. ULORIC is
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contraindicated in patients being treated with azathioprine or mercaptopurine [see Contraindications
(4) and Drug Interactions (7)].

Azathioprine and mercaptopurine undergo metabolism via three major metabolic pathways, one of
which is mediated by XO. Although ULORIC drug interaction studies with azathioprine and
mercaptopurine have not been conducted, concomitant administration of allopurinol [a xanthine
oxidase inhibitor] with azathioprine or mercaptopurine has been reported to substantially increase
plasma concentrations of these drugs. Because ULORIC is a xanthine oxidase inhibitor, it could
inhibit the XO-mediated metabolism of azathioprine and mercaptopurine leading to increased
plasma concentrations of azathioprine or mercaptopurine that could result in severe toxicity.

P450 Substrate Drugs: In vitro studies have shown that febuxostat does not inhibit P450 enzymes
CYP1A2, 2C9, 2C19, 2D6, or 3A4 and it also does not induce CYP1A2, 2B6, 2C9, 2C19, or 3A4 at
clinically relevant concentrations. As such, pharmacokinetic interactions between ULORIC and
drugs metabolized by these CYP enzymes are unlikely.

Effect of Other Drugs on ULORIC

Febuxostat is metabolized by conjugation and oxidation via multiple metabolizing enzymes. The
relative contribution of each enzyme isoform is not clear. Drug interactions between ULORIC and a
drug that inhibits or induces one particular enzyme isoform is in general not expected.

In Vivo Druq Interaction Studies

Theophylline: No dose adjustment is necessary for theophylline when coadministered with ULORIC.
Administration of ULORIC (80 mg once daily) with theophylline resulted in an increase of 6% in Cmax
and 6.5% in AUC of theophylline. These changes were not considered statistically significant.
However, the study also showed an approximately 400-fold increase in the amount of 1-
methylxanthine (one of the major theophylline metabolites) excreted in urine as a result of XO
inhibition by ULORIC. The safety of long-term exposure to 1-methylxanthine has not been
evaluated. This should be taken into consideration when deciding to coadminister Uloric and
theophylline.

Colchicine: No dose adjustment is necessary for either ULORIC or colchicine when the two drugs
are coadministered. Administration of ULORIC (40 mg once daily) with colchicine (0.6 mg twice
daily) resulted in an increase of 12% in Cmax and 7% in AUC,4 of febuxostat. In addition,
administration of colchicine (0.6 mg twice daily) with ULORIC (120 mg daily) resulted in a less than
11% change in Cnax or AUC of colchicine for both AM and PM doses. These changes were not
considered clinically significant.

Naproxen: No dose adjustment is necessary for ULORIC or naproxen when the two drugs are
coadministered. Administration of ULORIC (80 mg once daily) with naproxen (500 mg twice daily)
resulted in a 28% increase in Crhaxand a 40% increase in AUC of febuxostat. The increases were
not considered clinically significant. In addition, there were no significant changes in the Cyax Or
AUC of naproxen (less than 2%).

Indomethacin: No dose adjustment is necessary for either ULORIC or indomethacin when these two
drugs are coadministered. Administration of ULORIC (80 mg once daily) with indomethacin (50 mg
twice daily) did not result in any significant changes in Crmax or AUC of febuxostat or indomethacin
(less than 7%).

Hydrochlorothiazide: No dose adjustment is necessary for ULORIC when coadministered with
hydrochlorothiazide. Administration of ULORIC (80 mg) with hydrochlorothiazide (50 mg) did not
result in any clinically significant changes in Cnax or AUC of febuxostat (less than 4%), and serum
uric acid concentrations were not substantially affected.
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Warfarin: No dose adjustment is necessary for warfarin when coadministered with ULORIC.
Administration of ULORIC (80 mg once daily) with warfarin had no effect on the pharmacokinetics of
warfarin in healthy subjects. INR and Factor VII activity were also not affected by the
coadministration of ULORIC.

Desipramine: Coadministration of drugs that are CYP2D6 substrates (such as desipramine) with
ULORIC are not expected to require dose adjustment. Febuxostat was shown to be a weak inhibitor
of CYP2DG6 in vitro and in vivo. Administration of ULORIC (120 mg once daily) with desipramine (25
mg) resulted in an increase in Cnax (16%) and AUC (22%) of desipramine, which was associated
with a 17% decrease in the 2-hydroxydesipramine to desipramine metabolic ratio (based on AUC).

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis: Two-year carcinogenicity studies were conducted in F344 rats and B6C3F1 mice.
Increased transitional cell papilloma and carcinoma of urinary bladder was observed at 24 mg/kg
(25 times the human plasma exposure at maximum recommended human dose of 80 mg/day) and
18.75 mg/kg (12.5 times the human plasma exposure at 80 mg/day) in male rats and female mice,
respectively. The urinary bladder neoplasms were secondary to calculus formation in the kidney and
urinary bladder.

Mutagenesis: Febuxostat showed a positive mutagenic response in a chromosomal aberration
assay in a Chinese hamster lung fibroblast cell line with and without metabolic activation in vitro.
Febuxostat was negative in the in vitro Ames assay and chromosomal aberration test in human
peripheral lymphocytes, and L5178Y mouse lymphoma cell line, and in vivo tests in mouse
micronucleus, rat unscheduled DNA synthesis and rat bone marrow cells.

Impairment of Fertility: Febuxostat at oral doses up to 48 mg/kg/day (approximately 35 times the
human plasma exposure at 80 mg/day) had no effect on fertility and reproductive performance of
male and female rats.

13.2 Animal Toxicology

A 12-month toxicity study in beagle dogs showed deposition of xanthine crystals and calculi in
kidneys at 15 mg/kg (approximately four times the human plasma exposure at 80 mg/day). A similar
effect of calculus formation was noted in rats in a six-month study due to deposition of xanthine
crystals at 48 mg/kg (approximately 35 times the human plasma exposure at 80 mg/day).

14 CLINICAL STUDIES

A serum uric acid level of less than 6 mg/dL is the goal of anti-hyperuricemic therapy and has been
established as appropriate for the treatment of gout.

14.1 Management of Hyperuricemia in Gout

The efficacy of ULORIC was demonstrated in three randomized, double-blind, controlled trials in
patients with hyperuricemia and gout. Hyperuricemia was defined as a baseline serum uric acid
level 28 mg/dL.

Study 1 randomized patients to: ULORIC 40 mg daily, ULORIC 80 mg daily, or allopurinol (300 mg
daily for patients with estimated creatinine clearance (Cl) 260 mL/min or 200 mg daily for patients
with estimated Cl. 230 mL/min and <59 mL/min). The duration of Study 1 was six months.

Study 2 randomized patients to: placebo, ULORIC 80 mg daily, ULORIC 120 mg daily, ULORIC 240
mg daily or allopurinol (300 mg daily for patients with a baseline serum creatinine <1.5 mg/dL or 100
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mg daily for patients with a baseline serum creatinine greater than 1.5 mg/dL and <2 mg/dL). The
duration of Study 2 was six months.

Study 3, a 1-year study, randomized patients to: ULORIC 80 mg daily, ULORIC 120 mg daily, or
allopurinol 300 mg daily. Subjects who completed Study 2 and Study 3 were eligible to enroll in a
phase 3 long-term extension study in which subjects received treatment with ULORIC for over three
years.

In all three studies, subjects received naproxen 250 mg twice daily or colchicine 0.6 mg once or
twice daily for gout flare prophylaxis. In Study 1 the duration of prophylaxis was six months; in Study
2 and Study 3 the duration of prophylaxis was eight weeks.

The efficacy of ULORIC was also evaluated in a 4 week dose ranging study which randomized
patients to: placebo, ULORIC 40 mg daily, ULORIC 80 mg daily, or ULORIC 120 mg daily. Subjects
who completed this study were eligible to enroll in a long-term extension study in which subjects
received treatment with ULORIC for up to five years.

Patients in these studies were representative of the patient population for which ULORIC use is
intended. Table 2 summarizes the demographics and baseline characteristics for the subjects
enrolled in the studies.

Table 2: Patient Demographics and Baseline Characteristics in
Study 1, Study 2 and Study 3

Male 95%
Race: Caucasian 80%
African American 10%
Ethnicity: Hispanic or Latino 7%
Alcohol User 67%
Mild to Moderate Renal Insufficiency 59%
(percent with estimated Clg, less than 90 mL/min)
History of Hypertension 49%
History of Hyperlipidemia 38%
BMI =30 kg/m? 63%
Mean BMI 33 kg/m?
Baseline sUA 210 mg/dL 36%
Mean baseline sUA 9.7 mg/dL
Experienced a gout flare in previous year 85%

Serum Uric Acid Level less than 6 mg/dL at Final Visit: ULORIC 80 mg was superior to allopurinol in
lowering serum uric acid to less than 6 mg/dL at the final visit. ULORIC 40 mg daily, although not
superior to allopurinol, was effective in lowering serum uric acid to less than 6 mg/dL at the final visit
(Table 3).
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Table 3: Proportion of Patients with Serum Uric Acid Levels
less than 6 mg/dL at Final Visit
Difference in Proportion
(95% ClI)
ULORIC ULORIC
ULORIC ULORIC 40 mg 80 mg
Study* 40 mg daily | 80 mg daily | allopurinol | Placebo Vs Vs
allopurinol allopurinol
Study 1 45% 67% 42% 3% 25%
(6 months) (-2%, 8%) (20%, 30%)
(N=2268)
Study 2 72% 39% 1% 33%
(6 months) (26%, 42%)
(N=643)
Study 3 74% 36% 38%
(12 months) (30%, 46%)
(N=491)

*Randomization was balanced between treatment groups, except in Study 2 in which twice as many
patients were randomized to each of the active treatment groups compared to placebo.

In 76% of ULORIC 80 mg patients, reduction in serum uric acid levels to less than 6 mg/dL was
noted by the Week 2 visit. Average serum uric acid levels were maintained at 6 mg/dL or below
throughout treatment in 83% of these patients.

In all treatment groups, fewer subjects with higher baseline serum urate levels (=10 mg/dL) and/or
tophi achieved the goal of lowering serum uric acid to less than 6 mg/dL at the final visit; however, a
higher proportion achieved a serum uric acid less than 6 mg/dL with ULORIC 80 mg than with

ULORIC 40 mg or allopurinol.

Study 1 evaluated efficacy in patients with mild to moderate renal impairment (i.e., baseline
estimated Cl less than 90 mL/min). The results in this sub-group of patients are shown in Table 4.

Table 4: Proportion of Patients with Serum Uric Acid Levels
less than 6 mg/dL in Patients with

Mild or Moderate Renal Impairment at Final Visit

Difference in Proportion

(95% Cl)
ULORIC ULORIC allopurinol*® U‘:__(?rilgc U8L(§)r§|gc
40 mg daily 80 mg daily | 300 mg daily VS Vs
(N=479) (N=503) (N=501) allopurinol allopurinol
50% 72% 42% 7% 29%
(1%, 14%) (23%, 35%)

Reference ID: 3211542
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16 HOW SUPPLIED/STORAGE AND HANDLING

ULORIC 40 mg tablets are light green to green in color, round, debossed with “TAP” on one side
and "40" on the other side and supplied as:

NDC Number Size

64764-918-11 Hospital Unit Dose Pack of 100 Tablets
64764-918-30 Bottle of 30 Tablets

64764-918-90 Bottle of 90 Tablets

64764-918-18 Bottle of 500 Tablets

ULORIC 80 mg tablets are light green to green in color, teardrop shaped, debossed with “TAP” on
one side and "80" on the other side and supplied as:

NDC Number Size

64764-677-11 Hospital Unit Dose Pack of 100 Tablets
64764-677-30 Bottle of 30 Tablets

64764-677-13 Bottle of 100 Tablets

64764-677-19 Bottle of 1000 Tablets

Protect from light. Store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F)[See USP
Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
See FDA-Approved Patient Labeling (Patient Information)

17.1 General Information

Patients should be advised of the potential benefits and risks of ULORIC. Patients should be
informed about the potential for gout flares, elevated liver enzymes and adverse cardiovascular
events after initiation of ULORIC therapy.

Concomitant prophylaxis with an NSAID or colchicine for gout flares should be considered.

Patients should be instructed to inform their healthcare professional if they develop a rash, chest
pain, shortness of breath or neurologic symptoms suggesting a stroke. Patients should be instructed
to inform their healthcare professional of any other medications they are currently taking with
ULORIC, including over-the-counter medications.
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Patient Information

ULORIC (U-"lor—ik)

(febuxostat) tablets

Read the Patient Information that comes with ULORIC before you start taking it and each time you
get a refill. There may be new information. This information does not take the place of talking with
your healthcare provider about your medical condition or your treatment.

What is ULORIC?

ULORIC is a prescription medicine called a xanthine oxidase (XO) inhibitor, used to lower blood uric
acid levels in adults with gout.

It is not known if ULORIC is safe and effective in children under 18 years of age.
Who should not take ULORIC?
Do not take ULORIC if you:

o take azathioprine (Azasan, Imuran)
e take mercaptopurine (Purinethol)

It is not known if ULORIC is safe and effective in children under 18 years of age.

What should I tell my healthcare provider before taking ULORIC?

Before taking ULORIC tell your healthcare provider about all of your medical conditions, including if
you:

¢ have liver or kidney problems

¢ have a history of heart disease or stroke

e are pregnant or plan to become pregnant. It is not known if ULORIC will harm your unborn baby.
Talk with your healthcare provider if you are pregnant or plan to become pregnant.

e are breastfeeding or plan to breastfeed. It is not known if ULORIC passes into your breast milk.
You and your healthcare provider should decide if you should take ULORIC while breastfeeding.

Tell your healthcare provider about all the medicines you take, including prescription and non-
prescription medicines, vitamins, and herbal supplements. ULORIC may affect the way other
medicines work, and other medicines may affect how ULORIC works.

Know the medicines you take. Keep a list of them and show it to your healthcare provider and
pharmacist when you get a new medicine.

How should | take ULORIC?

o Take ULORIC exactly as your healthcare provider tells you to take it.
o ULORIC can be taken with or without food.

e ULORIC can be taken with antacids.

¢ Your gout may flare up when you start taking ULORIC, do not stop taking your ULORIC even if
you have a flare. Your healthcare provider may give you other medicines to help prevent your
gout flares.
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e Your healthcare provider may do certain tests while you take ULORIC.

What are the possible side effects of ULORIC?

Heart problems. A small number of heart attacks, strokes and heart-related deaths were seen in
clinical studies. It is not certain that ULORIC caused these events.

The most common side effects of ULORIC include:

liver problems
nausea

gout flares
joint pain
e rash

Tell your healthcare provider if you develop a rash, have any side effect that bothers you, or that
does not go away. These are not all of the possible side effects of ULORIC. For more information,
ask your healthcare provider or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to the FDA at
1-800-FDA-1088.

How should | store ULORIC?

Store ULORIC between 59°F and 86°F (15°C to 30°C).

Keep ULORIC out of the light.

Keep ULORIC and all medicines out of the reach of children.

General information about the safe and effective use of ULORIC.

Medicines are sometimes prescribed for purposes other than those listed in a patient information
leaflet. Do not use ULORIC for a condition for which it was not prescribed. Do not give ULORIC to
other people, even if they have the same symptoms that you have. It may harm them.

This patient information leaflet summarizes the most important information about ULORIC. If you
would like more information about ULORIC talk with your healthcare provider. You can ask your
healthcare provider or pharmacist for information about ULORIC that is written for health
professionals. For more information go to www.uloric.com, or call 1-877-825-3327.

What are the ingredients in ULORIC?

Active Ingredient: febuxostat

Inactive ingredients include: lactose monohydrate, microcrystalline cellulose, hydroxypropyl
cellulose, sodium croscarmellose, silicon dioxide, magnesium stearate, and Opadry Il, green

Distributed by:

Takeda Pharmaceuticals America, Inc.
Deerfield, IL 60015

Revised: November 2012

ULORIC is a registered trademark of Teijin Pharma Limited registered in the U.S. Patent and
Trademark Office and used under license by Takeda Pharmaceuticals America, Inc.
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All other trademarks are the property of their respective owners.
©2009, 2012 Takeda Pharmaceuticals America, Inc.
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77U 78 10 mg, 20 mg, 40 mg

1.6 SEIZIT DEEHMRILEFICB 5 &k

RITE
6.1

6

O EFAPPE L MITHEE SNLDIRR 2 S 55813, ULORIC (2 X 16K &1H
HICHATL2ZLNTE S,

N

PR O Fhi S XRFEPICIE D 72D, B 2 Y OB TR D EIEA
DFBUBELE % | DI OEFR R CORBUBEE & BT 5 2 S 13TE T,
F 72 FFRSHE N EREOBKR TR DD HBUHE Z KL TV D LIER L 20,
BRIRGRBR Tl /i RIE MUE M OV RV BR 5 2757 44 12%F L. ULORIC 40 mg X
1280 mg & 1 B 1[5 L7, ULORIC 40 mg %5 Tix. #5rE 559 446 #
A LA ED$ 5 %5215 7=, ULORIC 80 mg £ 5-TiX g8 1377 47236 » ALLE,
674 403 1 LA E, 515408 2 L LB 252157,

-
—

b —RECERD &7 BIVEA

3 ODMAEL L RIERRER (55 1. 2 KO3 3B 126 » AnD 12 » HEO
BB WM CERE S 7203, TRRHRE EAIC & 0 IBBREREORIEMR & LT TR
DS S 7z, ULORIC £ 5T 1%L EiE Siv, T OMEEN T 7B AREEL D
0.5%LL Lo TefEMZR1ICE LD D,

&1 LEBSIREERD ULORIC 5 BE R TRIEEMN 192U LT,
ZTOHEENTSRFEEELY 0.5%LL L&, o 1-EI1EA

El{ER

TSR ULORIC 7a7) /=)
40 mgl H 1 [H] 80mgl H 1[H]

(N=757) (N=1279)

(N=134) (N=1277)

PR RERR A L

0.7% 6.6% 4.6% 4.2%

hY
VN

0.7% 1.1% 1.3% 0.8%

PaiA

0% 1.1% 0.7% 0.7%

Z

%Ex

0.7% 0.5% 1.6% 1.6%

*ras Y ) — R GHBRE I B E OB IO X 10 447° 100 mg, 145 4723 200 mg &
N 1122 475 300 mg % 5- %% 1) 7=,

P G- RIS E o T fe b — 0 72 BIWE IR RER A 225 C. ULORIC 40 mg $%
HRET 1.8%, ULORIC 80 mg ¢ 5-HET 1.2% KT a7 7 — L 5HET 0.9%
ThHol,

# 1 OEWEA O, ULORIC ¥ 5-HED 1%% 8 2 2 9B (S EMED V2780
e, T RRHEEDEIT 0.5%E B R0 T2,

—HREI TRV EIEM
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

o5 11 KA R OV THT AR G R AR B C B D 1% R5% 1278 541, ULORIC % 40 mg
~240 mg OFPH THE SN2 48E D 2 4 L4 B S = BIERIZLL T 0@
D ThDH, BT, EEROERA LOEEICHIEE REEORIWEM (#5
FHO 1%AKMm) baEEh D,

iR O Y 2 NF R i, R PRI RO PESRBER . FIMEREIE, A
M ERIBAE, AP ERIBE . PLILERIBUDAE, AE, I/ MR iE

DAFIEZ - BOE, DB, OB, DHEE ., DERIRE . BE. MR
k. SR

H#5  OVKEE A R, HS, (RS F

AR« AR

B igpEE : B, e, R, DR, R R, S5, PEERERn,
BR, BEEYRMEEE, BHATE, EPRE, thin, SRR, mEE,
APEPESS . BEAR. THILMETRE, NEm:

PEEF R OB S PrieE - MERE. Mods . W R, VRIE, R, BRI,
WATRRE, A 7 V= o WEREERE, IR, . 0B

HFEE FE A NBAE R ONHEEZR . BT, IR, FFIER
SEREAIE A L IMEUE

JEERIE R ONFAEHIE Wl s

B G OHE « 415

AR ONRZENE 2 - BARARIR, BABHE, BT, Bk, HRKE., ma L X
T r—/VISE, @ifkE, ARME, &Y 27U 'Y RiSE, K2 U v A ME,
(RERED . AREH N

B R R % Rl 27 - B ge . POt e, BASIEAR, e, M,
R, BT, AEASTR. BB RS EEE, A R

PHRE RIS Wb, PR E . MM R E, T v - S L—JEMERE, B,
RA R, SRS, REROR, T g, wEIR, RSrhAorkREREE . FoE
A, BRI, AR, PR MR, IR

FERPRER B REE. D O, ARNIRE, SRIE, U B R—EaR, shiRtim s,
=y 7 FE AL

BR OURBSEZ - MR, BREAME. SR, EAR, B2, BlEre, RE
e, Ak

IEFRR OAEIEE L. BIERRE e, LM bz

IFRZ. IR Ol 2 - RAE 30, Wk, PR IR, S, ek, &l
oS THIEEIE, SOE D oifi, < LA, WAMRRIME, F5GE e
SEIER OV TRl 2% - DLBAE ., /B VIR, RO, FEREFORE ., BRIR Hi.,
2, BEEA, BENERT. ZIHE. BUEHEE, ORI, SeHbEaEoE,
T OEEIE, BB, RSEC AREE, RIGHRE, KGR R, SR
I EREE AL, IETY . A, Kif)E
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77U 78 10 mg, 20 mg, 40 mg

1.6 SEIZIT DEEHMRILEFICB 5 &k

6.2

B2 - ISMEALER Y ha R T AF VR IER., 7 LT F o8N, ERER
WA F RY U AN, EEG BE . 7 R UM, 3 L AT e —u 8, b
U7 Ukl REN, 77 —8#I0, Z U o280, TSH 80, /MR EED
~v ~7 Uy MEd ~EZ B EURED, MCV I, RBC B, 7 L7 F=
HEIN, M RFEREIN, MAREEE T LT T =M, Z LT F =0k
ARFF—E8 (CPK) HN, 7B VKRAT7 7 X —EHAN, LDH ¥, PSA B
n, REEEIN, JRERAD, Vo ERERA . A R EREGED . WBC I, WBC
B, GEERRA SR IKHE Y AREA (LDL) #80, 7'm be v BRI R,
PRAFE, R A MLERBSPE. FREE A R

DMLAE o D22 A

HE(E A5 R K R HIIERRBRICHB N T, DILERA N RO %
APTC (Anti-Platelet Trialists’ Collaborations. PUIL/IMIEIE b T A 7 V% ATkt 52
T oM ICXAPTEOFMIERE (L ERIREBIC X B, FEESERL
FEZE R OFEBFERIIMZET) DWW LT, 55 T EEVE X (b i BR ©
%, 1 EMOIRE R 100 424720 O APTC FROBIRIL, 7T ARBETO
(95%5#EIX [ 0.00~6.16) ., ULORIC 40 mg T 0 (95%{5#E X [ 0.00~1.08) .
ULORIC 80 mg C 1.09 (95%{Z#HX 4] 0.44~2.24) K OXT 10 7Y J —)LT0.60(95%
1EHEIX ] 0.16~1.53) ThH-o7T=,

FHIE R Cld, APTC S5O BI5 T ULORIC 80 mg T 0.97 (95%f= #H X
0.57~1.56), 727V 7 —/L"T0.58 (95%[EHHX M 0.02~3.24) ThH -7,
LU T, ULORIC 5HETIET a7/ — & HEE LD APTC FHEOFILEN
/o 7=, ULORIC & ORI FBMRITHEL S TRV, DDFHFEIE (MD) K OV
R OGN NIER DT = Y o T %4TH Z &,

TR AAE

ULORIC DOAGEEMEHIZIHE W TRTEAMEE SN TS, T DRIEHIE,
YA ZORH72EMN DO AR ETH L0, LT L, WICREHEZ
HEE L0, REBREMN LIZY TE Db Tldiau,

HPHE R FPAE (BOER 25 de), BVE, BB RATHRER AR R 1T
i

FEREE . T 7 4 T7Xv—, TF7 4 7% —i&

TSR OV el 22 AR e

PP . B 72 BB % B TR i M T )

B VRSS2 - PRANE TRV PR R

SETR OB TR« REMRIE, AT 4 —T VAV a Y VIEERE, i
PE R & SO
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77U 78 10 mg, 20 mg, 40 mg

1.6 SEIZIT DEEHMRILEFICB 5 &k

7

FHAAEH

7.1

7.2

7.3

XY F oA A =PI L REE DA

ULORIC (ZF V> F o AF & —F¥ (XO) WEHTH D, BEEIRERE %55
LR EAERRBRICHESE, 727XV R Z vy Ik MZBWTT A7
14Uy (XO ORE) ORMELEET D LHKFERE (12.3) #50], Lizino
T, ULORIC DT 47 4 V) > & OPFAFGITEEREICITH Z &,

ULORIC & XO IZ kW RE@ 2 Mth3EH] (Bl : A BT TV o BROTHF
F7V ) L OFYFE AEAEMRERITE R S TV 72y, ULORIC (2 X% XO i
FILED, ZnHOmMBETREN EF L, BEEECIGENH D LMK
(12.3) £/, ULORIC (X, 7V F ATV EFANDT VTV Ak DR
WEZ T TWHEEICRBWTER LI TWD [(ZE @) 2/H],

AR B L PR IR

ULORIC & .| izt b piESE & oM AAFEHRERITER S T, Ml
AL FRIESENEH O ULORIC #5072 2T T 57 — 2 I3 F bt Ty,
in vivo A A.1/E A #5R

fREEEGE R ) S OF EAERRERICHE-S3%, ULORIC (21X, =T, F7nm
Xty AV RAXYY B RaszuaF TR, V=77 VU IF LT T
IV OMICEERCA B R EERIX R [MAERE (12.3) M), L=k
- C, ULORIC I% FREHEH & O R CTH 2,

Fepll 72 R~ D5

8.1

8.3

8.4

Tt ~D % 5-

WY 7 =Y —C PR A X & LIRS R+ o XL T A v
STz bess et FRERBR 1T S it S T2V, ULORIC X, 759 EORFISMENIEIR
X D fabrtEa LRD L S 558 0AEET 5 2 L,
WERHMDOT v RO THFIC T =T XY ZAF v MEKRK 48 mgkg ([FEE
AR5 80 mg/ B 5 CToO b MIIEHIREEOR 4240 LS5 %) FOk
B L7AER, BHETRO bR oT, L, SEERIL ORIl %@
U, HRT v MIikK 48 mgkg (80 mg/H TO b b~ IMHEHFBRTRED 40 1F) Z5%
D85 U2k R, AR C RO BRI O AR E O BN EHI 23588 H iz,
BIlm~o# s

Tz T7X VALY MITy MLHFRICBITT S, ARAINE MELHFFRICBITT S
DENIRHATH D, < OEAINE MAHIZBITT 5728, ULORIC DO
HIm~OEG1%, HEIZE/MT D &,

INRA~DFE.

18 LA T O/ NRA~DE G- 0022 M O IR S AT,
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

8.5 EEE A~ OG-
EEE ~OF 5, HEFEIIARECTH 5, ULORIC DEFKHABRICEIT D
BRE D 16%1% 65 LA E. 4%1% 75 LA ECTH o 70, Bie DAEEMBEIRE & ik
Licl 2 A, BaMEXITHAMMEICERRIICERD & 5 HEITEO i ho iz
D, EECH DT ERE N E E D ATRBIEIEBRAN T E 22, mlEERE (65 %
LI E) ~® ULORIC R A% D7 = 7% Y 24 » b @ Cmax M N AUC24
X, BRI (18~405%) LREThoTe LHFAFEHE (12.3) Z/H),

8.6 B RekE S
R ST A B OO B RERE T RS (Cler30~89 mL/%y) ~DHeGHE BRI
RETH D, ULORIC OHELERRLAH &I, mmgalﬁf%é 40 mg % 2
M 5% B sUA 28 6 mg/dL A5 1252 L7254 ULORIC @ 80 mg % 573 HE4E
b,
HEOBREREE R (Cler 23 30 mL/2yAKii) ~OFGIZET 27— X134+
BTHDHD, TNEDBE~OFEIXEEICEMT D 2 & [MLERE (12.3)
YR

8.7 FFHSREAR T B
R T O IR REIS T8 (Child-Pugh 7037 7 2 A XX B) 1Zx§ %
BETIIHERSIRIARETH D, EEOIEEKTHES (Child-Pugh N¥E2 7
A C) ZRGE LEERBRIIEm I N TR, LEen-> T, ZRHL0BRE~D
BeHIXEEICATY 2 & [HAEAE (12.3) B,

8.8 foe FE M i PR I8 LY FR
GIRMEE IR RE (BB L Py F 2 5T) Axtg e L5105
ﬁéﬁ%ciiﬁﬁénﬂ\f;u\ ULORIC #5-13REEAERGEE N X Do TR ik
%(ﬁ IR N DIEHE, Ly v a « TA N IEERER ) I3 E LL 2
Wy FAUCRT RV UF UBREN ERE LREILEICELIREND S,

10 EERS

fEEEWEER#E 1 ULORIC 300 mg £ COMA &4 1 B 18], 7 BREEG- 2R Lok, A EHIR
MU L R mMEOT BT v AR b o iz, FEERER Tld ULORIC O E# 5 0k
X720 T, MERGBFICK LT, sHEM K OSCRIGHR Tl 5 2 &,

11 HELAK « MR

ULORIC (7 =7 %Y AKX v K) X, ¥ ForAx ¥ —BRERTHS, ULORIC OF
BT 2-[3-3 T ) 4-Q-AF N T RF )T = =)V |-4- A F)NF T —)L-5-F LR BT H
V. o FEIE31638 THD, 5T CieHigN,05S TH D,

LFHEERITLL T OE Y Th 5,
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

CHj

fmeU
HaC

M — N
CH
5 }

CO,H

T2 7 X Y ALy M, IR, AGRERER R T, DA TRV LT 2 RIZETRTL
VAT AR XY RIZRORRITRT K, TF ) —MIRR0BETIIL L, AX )=V R OT &
F= MU MZEEFIZ L, KITIEEA BT 720, BRFLFAIEL 205°C 225 208°C Th 5,
ULORIC f& N EEANT . AR D THDH 7 =T ¥ Y A4 v N aEAa L2 & (40 mg & T 80 mg)
TAFARETH D, WL LTT7 7 b—2—/Kf, Hiimtttlron—2, v Rafds 7o
Bl m—R JaAGNAT—RAF Y T A TS A BROATT Y Vg SR
LEEHT D, ULORIC SEANTA/S KT A 11 (fkf) Ta—T7 4 73T 5,

12 ERAREERR

12,1 {ERT
XY oF oA X —RHERTH D ULORIC (%, MIERMBELZIKTFIESL 2
LIZ X VIEEDF AT, ULORIC (XIRERE T, 7V VKUY I VAR
B 5 D MoBEE K OMUHEZTHE L2 D LB b,

122 3%
PRI K Ot T REEA~DOIE - (LR ~D ULORIC # 512 LV | 24 I
PR 0 37 PR AR S 208 P R AFAOICAR N Ly 24 BRI mig & o 5 v
FEMS ER Ule, E72, #1 BIRPIRBHEMEEIMET Lz, S 6ITH 1 BRP X
Yo F P RN U7z, 24 WeEER) Mg R ERIR B O IR T 31X, 40 mg K&
U 80mg D 1 H 1 [HIFG-DIREFE T 40%~55% T > 7=,
DFEMICRT HEM © QTe MIFEIZ X Y 5Hlid 2 LMz %3 % ULORIC
Be G R | REREIE T BB e OV BB & XSGt L7, BR300 mg T
® ULORIC % 1 H 1 [E[# 5 LG R, EFIRIE T QTe ME~DREBIXFTEIES L
o,

123 HEp#E)hE
fREFEHERE 1Z 10 mg~120 mg & HEI R OREEG- LTIEfER, 7= 7%V 24
h OFRIMSEFIRE (Cmax) KO AUC IZHEEBIRGIZHIN L=, 1REE T 24
FEffgEIC e G LI 2 A, ERBITAE LR oTe, 727X Y AKX v O RS
DB BARTE I (11/2) 13, 59 5~8 BEECTH D, EIRBRILIE & OV L&
FHHRIGOEMEHERESHIC L VHEE L7 =7 Y A X v FOEYEhE < Z
A —ZEIE, R OREEE & 2R3 RN T2,
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

IR - ISR 7 = 7% v A2 b OfR O EG% OWIERIX, 49%LL E & HEE
Ente (R ¢%ﬁéntim%%i IZHSL), 72T XY AL Y MFEE 1~
1.5 RERi A2 e RIMAEFIREEIZZE L7, 1 B 180 40 mg &Y 80 mg DA M
B G0 Cmax (354, £ 1.6 = 0.6 pgmL (N=30) X126 = 1.7 ugmL
(N=227) Tholz, 7=7FY ALy MNEFIERGH DM ANA FT XA T8
U7 4 13T S Tnan,

EHE B ZE D 80 mg @ 1 A 1 Fl#EHOKER 5%, Cmax 1% 49%(K T,
AUC T 18%IXF L7z, L2 L. MiERERIR R FRICEIKRIIZE®R D H 221t
IXER o7 (ZEIERFD 51%| ﬁu@&%wobk@onDMCiﬁ$
EEETHZERIRAFRETH D,
m%mv7?VWA&UmMm7w:*?A€ﬁ®%@%% WDMC%ng
HEHG LA LEERE, 727 %Y 24 v S OWINGRIE (] 1 1) 238
me@u%%T&UAUOMDw%%T% @tﬂﬁmxiDAUCQﬁbi%
R L DBHNH Y | AUC IZERO T2 ZITERIRHNC A E L ITB b ho Tz,
L7735 C, ULORIC (ZHIEEIEMEFA 2 EET 52 L < IRAFRETH 5,

DA T =T XY ALy O RN OEEIREEE 3 MAFE (Vss/F) 1354 50L
(CV K9 40%) Tholz, 77 FY ALy NOMBEEBEFKEFITHN 99.2%T
(FEWZT VT 2 ), 40mg X80 mg R TOREHRPHT—E L TW5D,
Cd: 7 =7% Y 2% v M, UGTIALl, UGT1A3, UGTIA9 } O UGT2B7 7¢
oy )=y igp-snrsa ) b7 A7 27— (UGT) BERIZL D
A ONZ, CYPIA2, CYP2C8 LU} CYP2CY 72 XD k7 v 1 P450 (CYP)
BRI N IE PASO IESRIC K DR koM 208 L CRIBICR# SN D, 7 =7 F
VAE sy MUBHNCB T A KBELDT A Y 7 4+ — 2O EREIZT AP TH 5,
AV TFNIEORBEDOREIC LV | 4 O FHTEEO B N a X AGHEY
ﬁéﬁém CHHRBEMITT AT, 727 %Y ZXF v Db TR
2Tk MEPIZAT B,
E*&Uﬁ@¢fi\7If%yx5yh@7ywﬁw7u:Fﬁ%%%(&
H&0OH) 35%) . BRLARETEY 6TM-1 (5 &DK) 10%) . 67M-2 (F 5 &K
11%) . ZKT6TM-1 226 D ZIRAGHEY T o 5 6TM-4 (580K 14%) 7% in vivo
IBITHT7 TRV ALy NOFEERGBIED L Ebid,

7 27X ALy MIFFR OB OmRKIZ L PS5, 14C 1%~
=7 XY ALy 80 mg DFEAFEGH%, REMKTZ =T7F Y24y~ 3%),
KIEDOT N TN v =K (30%)  RIEOBEF OB K O E51K (13%) |
A N2 DO R OREEY (3%) & L TERGEDK 49%03 R Ik S i
Too RAPEMOM, EBEOK 45%NPREMEKT =7V 2% v b (12%), &K
WoOTI AT =F (1%). BEAOBALAHEED K OHAaIK (25%) N
ZDOMAHORBEY (7%) & L CHEMEPITHRM STz,
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

T2 T XY ALy NORNT OV (11/2) 13, £ 5~8 KfE T
HoT,

R 7 2 A

PIEANDEELG: 18 LA T DN A~ DAFES 5% O S B RE DB S 1L 7220,
R~ DG i (65 Ll ) ~0 ULORIC KERAFKEH D7 = 7%
Y A K h® Cmax &N AUC it NZZ ORHTPEDIT ., EEBRE (18~40 %)
R TH -T2, E6IC, MIBRIREOE T RIIEEE & FHEREH T
RN T, B ~OEGRE, A EFTIIAECTH 5 [FERI7RERH~D 5 (8.5)
.,

EHEREIE A BE  (Cler 50~80 mL/4y) . F%E (Cler 30~49 mL/4y) . X
IZEEE (Cler 10~29 mL/%y) DOEHERENRE 2 H T 5 #kBR# ~D ULORIC 80 mg
DREBEGZRICBIT D7 =27 %Y A% > b® Cmax (ZI1E, BHEREN IEH (Cler >80
mL/5y) 7o & i L T BIZRR D Do T, BIHEREREERRE O 7 =
TX Y ALy hD AUC KON IE 7 B REBRE L 0 Mo 7208, 3 B
O FERERE ERER CIMEICZ T A o T, BHEREREWBRE OV 7 = 7% v
24k AUC L, IEH BHSREIERE L0 el 1.8 f5@mh o7z, 3 FEOTEMEAR
BEEW D) Cmax LN AUC 135 %2, 2RO 4 fEE ML, UL, &
BERERE LB O MG REAEIR T I%, EFBHEERET L RS Tho7z (IE
I HERERE 58% vs HE B HEREIEERE 55%) .

B R OV BB R E ~ O RS, AEREIIAETHD [ -
A& (2) KORERIEM~DE L (8.6) £M], ULORIC OHELERAAAH &I,
40mgl H 1R TH D, 40 mg & 2 H[F#x 5% b sUA 2% 6 mg/dL ARl L7220
%4, ULORIC @ 80 mg #5203 fEE S5, R FERE ~D& 5123
TELT—HIEART+DTHLD, ZNDDOBE~ORGIXERERICEMT S Z &
[ReBl 2 e ~DF b (8.6) S,

DT % FEHE T O K IR HERERR 5 FB3T 12 %79~ 5 ULORIC 513 S v Tunany,
HFEERELGC T . P (Child-Pugh 7387 7 A A) XIEHEE (Child-Pugh 43567
7 A B) HHERE(K T B35~ ULORIC 80 mg NI #% 5% . FFHEAEIX TAED Cmax
KON AUC24 (] AUC K OFEREARID AUC) 1XIEH AFHERERFICEE L. 8 20
~30%D LR ZRBDT-, S 6T, MIEREBEAR T 31345 BEAE B O IFHERRIK T #%
B CR%ETH o7 (R 62%. BRETHEARIR TRE 49%, 5 BB RE AR T #%
48%) . WRIE TP EERFHSRE IR TR ~OR RIS, AEFHIIAETH D,
HEAFHEEEIS T A (Child-Pugh %3387 7 A2 C) ~OF5 2T 2 B IT £
INTVRY, LEERn->T, 2O OBFE~OERGIXEEIZITY 2 & il
HH~DFE (8.7) B,

PR . ULORIC ORERAOEEGH%, 7 =7 %Y A% v h® Cmax KON AUC24
EFEMEL D LMETHE 2, 30% KN 14%mho7c, L, REIZOWTHIEL
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

72 Cmax & N AUC TIEB LM ZEE RO -T2, S 5T, MiFREBEL FRIC
DNTHHLMTEITRD o7, YIS X 2 HEREIIRETH D,

NFE 2 NFROENT XD 1EM 2 85 2 FrE O FEh BRI X520 S Tu7g
VY,

M M A

EDMDFERIZSS TS ULORIC DiE#E8

FH T F S —BICL DI BEA T TS 7Y, Ay 7 h 7
JROTHZ 4 V> 72T HY ALy NIFH U F oA 42— (X0)
FREAICTH D, REWREEZNRLE LT A7 4V > (X0 OEE) Oy
REIZXI9" % ULORIC DS Gl L 72 W EAFHRBR CIL, 7= 7% VY X ¥
v NOTHT 4V EOPRBEES T, TA T 4V OFEERBEDD 1 OThH
% 1-AFNFY o F o ORPYRIEEIZHT 400 5 OEEMAFED HTz, & MIB
5 1-AFAXY T Uo~DOEYBREOLEMEICON I RA RS, 727
XYAL Y VT AT 4 ) EPFHEGT 55 ITIRERIITI 2 &,
ULORIC & XO 2RV AE s thFEH (Fl : AN AT TV o BROTHF
F7V ) L OFYFR EAERRER T E R STV 720, ULORIC (2 X% XO R
ok, EREYOMBFERREN EH L, BHELECDHREERD D,
ULORIC (X, 7HF ATV U EHIF ANV T F TV AL DIEREZ T TWD
BEICBWTEREENTWD [ ) KOSEMHEAEER (1) 8],
THFATV L ROANVTT T Y % 3 MO EERFHREE A28 U S b
B, EFDHIHDO—20 X0 IZLVR#END, ULORIC &7 HFAT Y KDY
ANT T ST o EOMAEHRBRITIER SN TWRNA, Tr 7Y ) —L[F
hoF AR —EBHFA] ETHFTFATY L UIANVI T N T O
Bk v EREY O MERRE R K EF3 5 & oWt H 5, ULORIC
EXH o F oA X —BHERTHL-D, THFATIV RO ALT T K
TY D XO WAOREMEREFEL, 7THFATY L UIAND T T Y o
ERRE L EH S, BEOREAE S WRERS D,

P450 12 D (A S SFEH : in viro BERIZE YD, 7 =7 F Y 24 MNIERIR
BICERD S 2R T P450 % (CYPL1A2, 2C9. 2C19, 2D6 i 3A4) %[
FH F£72 CYPIA2, 2B6. 2C9. 2C19 X% 3A4 Z#E% L7a\ 2 &3 &
IZENTW5bH, 2D X9, ULORIC &, EiE CYP FEEIC & 0 R3S 2 38540
& OMNCEEREM AAER R & 5 I3 b,

Z DD HER D ULORIC (24195 #2E

727 XY ALy MIBEEORBEERIC L DA KO X RE s s,
EEEFROT A Y 7 4 — 5O EREIIRNATH D, FFEMRDOT A Y 7 +
— L& MLEXIXFEI T D 3EAI & ULORIC & DM AERIT MRICELD L13E 2
BN,

39



77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

in vivo HH A (E/H#EE

747 V2 ULORIC & OOFHEGIHZ, 747 ¢ U > O &EREIITAZET
&%, ULORIC (80mg ® 1 H 1[E#E) 747 4V Ot HEETIX, 74
7 4 U2 ® Cmax LN AUC 3% % . 6% K TN 6.5%HM L7z, 45 DOZEBITHE
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77U 78 10 mg, 20 mg, 40 mg
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13

14

R

13.1

13.2

PE

T, RN, ARTHRE )~ DR

TEWE  F344 T v kR ONVB6C3F] ~ 7 A5 2 AR MR ER 2 i L7z, HE
7 v RO~ AT~ 24 mgkg (b M RHELEHE 80 mg/H Tot kil
HEFRBRFR R D 25 f%) KUV 18.75 mgkg (80 mg/H TO b b IMAEHIRFEED 12.5
%) ORH%, BEROBAIT ERCHLIAE R OBAT BRSO BTz, Bk
OFEDT, BROBEROMEATERN S ZRNZAELTZ D TH D,
BRI T X A =— AN DR X — iRk 2 72 G R S 3R T
77XV ALy M, invitro (REREMAL S V 378 U CHEO L BAR E R
L7z, 727 F Y AKXy Miinvitro idlig (=— A A3BkR, b MR Y > 3Hiia
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77U 78 10 mg, 20 mg, 40 mg
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R
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77U 78 10 mg, 20 mg, 40 mg
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288
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1. NAME OF THE MEDICINAL PRODUCT

ADENURIC 80 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 80 mg of febuxostat.

Excipient(s) with known effects:
Each tablet contains 76.50 mg of lactose (as monohydrate)

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Pale yellow to yellow, film-coated, capsule shaped tablets, engraved with “80” on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment of chronic hyperuricaemia in conditions where urate deposition has already occurred
(including a history, or presence of, tophus and/or gouty arthritis).

ADENURIC is indicated in adults.

4.2  Posology and method of administration

Posology
The recommended oral dose of ADENURIC is 80 mg once daily without regard to food. If serum uric

acid is > 6 mg/dL (357 umol/L) after 2-4 weeks, ADENURIC 120 mg once daily may be considered.

ADENURIC works sufficiently quickly to allow retesting of the serum uric acid after 2 weeks. The
therapeutic target is to decrease and maintain serum uric acid below 6 mg/dL (357 pmol/L).

Gout flare prophylaxis of at least 6 months is recommended (see section 4.4).

Older people
No dose adjustment is required in the elderly (see section 5.2).

Renal impairment

The efficacy and safety have not been fully evaluated in patients with severe renal impairment
(creatinine clearance <30 mL/min, see section 5.2).

No dose adjustment is necessary in patients with mild or moderate renal impairment.

Hepatic impairment

The efficacy and safety of febuxostat has not been studied in patients with severe hepatic impairment
(Child Pugh Class C).

The recommended dose in patients with mild hepatic impairment is 80 mg. Limited information is
available in patients with moderate hepatic impairment.
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Paediatric population
The safety and the efficacy of ADENURIC in children aged below the age of 18 years have not been
established. No data are available.

Method of administration
Oral use
ADENURIC should be taken by mouth and can be taken with or without food.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1 (see also
section 4.8).

4.4  Special warnings and precautions for use

Cardio-vascular disorders

Treatment with febuxostat in patients with ischaemic heart disease or congestive heart failure is not
recommended.

A numerical greater incidence of investigator-reported cardiovascular APTC events (defined endpoints
from the Anti-Platelet Trialists” Collaboration (APTC) including cardiovascular death, non-fatal
myocardial 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 (PY’s)), but
not in the CONFIRMS study (see section 5.1 for detailed characteristics of the studies). The incidence
of investigator-reported 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 PY's for febuxostat
and allopurinol, respectively. No statistically significant differences were found and no causal
relationship with febuxostat was established. Identified risk factors among these patients were a
medical history of atherosclerotic disease and/or myocardial infarction, or of congestive heart failure.

Medicinal product allergy / hypersensitivity

Rare reports of serious allergic/hypersensitivity reactions, including life-threatening 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 impairment and/or previous
hypersensitivity to allopurinol. Severe hypersensitivity reactions, including Drug Reaction with
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 (see section 4.8). Febuxostat treatment should be immediately
stopped if serious allergic/hypersensitivity 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 (see section 4.8 and 5.1). At treatment initiation with
febuxostat flare prophylaxis for at least 6 months with an NSAID or colchicine is recommended (see
section 4.2).

If a gout flare occurs during febuxostat treatment, it should not be discontinued. The gout flare should
be managed concurrently as appropriate for the individual patient. Continuous treatment with
febuxostat decreases frequency and intensity of gout flares.
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Xanthine deposition

In patients in whom the rate of urate formation is greatly increased (e.g. malignant disease and its
treatment, Lesch-Nyhan syndrome) the absolute concentration of xanthine in urine could, in rare cases,
rise sufficiently to allow deposition in the urinary tract. As there has been no experience with
febuxostat, its use in these populations is not recommended.

Mercaptopurine/azathioprine

Febuxostat use is not recommended in patients concomitantly treated with
mercaptopurine/azathioprine. Where the combination cannot be avoided patients should be closely
monitored. A reduction of dosage of mercaptopurine or azathioprine is recommended in order to avoid
possible haematological effects (see section 4.5).

Organ transplant recipients
As there has been no experience in organ transplant recipients, the use of febuxostat in such patients is
not recommended (see section 5.1).

Theophylline

Co-administration of febuxostat 80 mg and theophylline 400mg single dose in healthy subjects
showed absence of any pharmacokinetic interaction (see section 4.5). Febuxostat 80 mg can be used in
patients concomitantly treated with theophylline 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 (see section 5.1).

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 (see section 5.1).

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.

4.5 Interaction with other medicinal products and other forms of interaction

Mercaptopurine/azathioprine

On the basis of the mechanism of action of febuxostat on XO inhibition concomitant use is not
recommended. Inhibition of XO by febuxostat may cause increased plasma concentrations of these
drugs leading to toxicity (see section 4.4). Drug interaction studies of febuxostat with drugs that are
metabolized by XO have not been performed.

Drug interaction studies of febuxostat with cytotoxic chemotherapy have not been conducted. No data
is available regarding the safety of febuxostat during cytotoxic therapy.

Rosiglitazone/CYP2C8 substrates

Febuxostat was shown to be a weak inhibitor of CYP2C8 in vitro. In a study in healthy subjects,
coadministration of 120 mg febuxostat QD with a single 4 mg oral dose of rosiglitazone had no effect
on the pharmacokinetics of rosiglitazone and its metabolite N-desmethyl rosiglitazone, indicating that
febuxostat is not a CYP2C8 enzyme inhibitor in vivo. Thus, co-administration of febuxostat with
rosiglitazone or other CYP2C8 substrates is not expected to require any dose adjustment for those
compounds.
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Theophylline

An interaction study in healthy subjects has been performed with febuxostat to evaluate whether the
inhibition of XO may cause an increase in the theophylline circulating levels as reported with other
XO inhibitors. The results of the study showed that the 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. No data is available for febuxostat 120 mg.

Naproxen and other inhibitors of glucuronidation

Febuxostat metabolism depends on Uridine Glucuronosyl Transferase (UGT) enzymes. Medicinal
products 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 250 mg
twice daily was associated with an increase in febuxostat exposure (Cax 28%, AUC 41% and ty,
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 recommended 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.

Colchicine/indometacin/hydrochlorothiazide/warfarin
Febuxostat can be co-administered with colchicine or indomethacin with no dose adjustment of
febuxostat or the co-administered active substance being necessary.

No dose adjustment is necessary for febuxostat when administered with hydrochlorothiazide.

No dose adjustment is necessary for warfarin when administered with febuxostat. Administration of
febuxostat (80 mg or 120 mg once daily) with warfarin had no effect on the pharmacokinetics of
warfarin in healthy subjects. INR and Factor VI activity were also not affected by the co-
administration of febuxostat.

Desipramine/CYP2D6 substrates

Febuxostat was shown to be a weak inhibitor of CYP2D6 in vitro. In a study in healthy subjects,
120 mg ADENURIC QD resulted in a mean 22% increase in AUC of desipramine, a CYP2D6
substrate indicating a potential weak inhibitory effect of febuxostat on the CYP2D6 enzyme in vivo.
Thus, co-administration of febuxostat with other CYP2D6 substrates is not expected to require any
dose adjustment for those compounds.

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.

4.6 Fertility, pregnancy and lactation

Pregnancy

Data on a very limited number of exposed pregnancies have not indicated any adverse effects of
febuxostat on pregnancy or on the health of the foetus/new born child. Animal studies do not indicate
direct or indirect harmful effects with respect to pregnancy, embryonal/foetal development or
parturition (see section 5.3). The potential risk for human is unknown. Febuxostat should not be used
during pregnancy.
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Breastfeeding

It is unknown whether febuxostat is excreted in human breast milk. Animal studies have shown
excretion of this active substance in breast milk and an impaired development of suckling pups. A risk
to a suckling infant cannot be excluded. Febuxostat should not be used while breastfeeding.

Fertility
In animals, reproduction studies up to 48 mg/kg/day showed no dose-dependent adverse effects on
fertility (see section 5.3). The effect of ADENURIC on human fertility is unknown.

4.7 Effects on ability to drive and use machines

Somnolence, dizziness, paraesthesia and blurred vision have been reported with the use of Febuxostat.
Patients should exercise caution before driving, using machinery or participating in dangerous
activities until they are reasonably certain that ADENURIC does not adversely affect performance.

4.8 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 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.

Tabulated list of adverse reactions
Common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100) and rare (>1/10,000 to <1/1,000)
adverse reactions occurring in patients treated with febuxostat are listed below.

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.

Table 1: Adverse reactions in combined phase 3, long-term extension studies and post-marketing
experience

Blood and lymphatic system Rare
disorders 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 Common***

disorders 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

Uncommon

Dizziness, paraesthesia, hemiparesis, somnolence, altered taste,
hypoaesthesia, hyposmia
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Ear and labyrinth disorders Rare
Tinnitus
Cardiac disorders Uncommon
Atrial fibrillation, palpitations, ECG abnormal
Vascular disorders Uncommon
Hypertension, flushing, hot flush
Respiratory system disorders Uncommon

Dyspnoea, bronchitis, upper respiratory tract infection, cough

Gastrointestinal disorders

Common

Diarrhoea**, 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 (including various types of rash reported with lower
frequencies, see below)

Uncommon

Dermatitis, urticaria, pruritus, skin discolouration, 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 erythematous, rash morbillifom, alopecia, hyperhidrosis

Musculoskeletal and connective
tissue disorders

Uncommon

Avrthralgia, 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, haematuria, pollakiuria, proteinuria
Rare

Tubulointerstitial nephritis*, micturition urgency

Reproductive system and breast Uncommon
disorder Erectile dysfunction
General disorders and Common
administration site conditions Oedema
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, haemoglobin decrease, blood urea increase,
blood triglycerides increase, blood cholesterol increase,
haematocritic decrease, blood lactate dehydrogenase increased,
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blood potassium increase

Rare

Blood glucose increase, 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 diarrhoea and abnormal liver function tests in the
combined Phase 3 studies are more frequent in patients concomitantly treated with colchicine.
*** See section 5.1 for incidences of gout flares in the individual Phase 3 randomized
controlled 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 post-marketing experience.
Stevens-Johnson Syndrome and Toxic epidermal necrolysis are characterised by progressive skin
rashes associated with blisters or mucosal lesions and eye irritation. Hypersensitivity reactions to
febuxostat can be associated to the following symptoms: skin reactions characterised by infiltrated
maculopapular eruption, generalised or exfoliative rashes, but also skin lesions, facial oedema, fever,
haematologic abnormalities such as thrombocytopenia and eosinophilia, and single or multiple organ
involvement (liver and kidney including tubulointerstitial nephritis) (see section 4.4).

Gout flares were commonly observed soon after the start of treatment and during the first months.
Thereafter, the frequency of gout flare decreases in a time-dependent manner. Gout flare prophylaxis
is recommended (see section 4.2 and 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4,9 Overdose

Patients with an overdose should be managed by symptomatic and supportive care.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antigout preparation, preparations inhibiting uric acid production, ATC
code: MO4AAO3

Mechanism of action

Uric acid is the end product of purine metabolism in humans and is generated in the cascade of
hypoxanthine — xanthine — uric acid. Both steps in the above transformations are catalyzed by
xanthine oxidase (XO). Febuxostat is a 2-arylthiazole derivative that achieves its therapeutic effect of
decreasing serum uric acid by selectively inhibiting XO. Febuxostat is a potent, non-purine selective
inhibitor of XO (NP-SI1XO) with an in vitro inhibition Ki value less than one nanomolar. Febuxostat
has been shown to potently inhibit both the oxidized and reduced forms of XO. At therapeutic
concentrations febuxostat does not inhibit other enzymes involved in purine or pyrimidine
metabolism, namely, guanine deaminase, hypoxanthine guanine phosphoribosyltransferase, orotate
phosphoribosyltransferase, orotidine monophosphate decarboxylase or purine nucleoside
phosphorylase.
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Clinical efficacy and safety

The efficacy of ADENURIC was demonstrated in three Phase 3 pivotal studies (the two pivotal APEX
and FACT studies, and the additional CONFIRMS study described below) that were conducted in
4101 patients with hyperuricaemia and gout. In each phase 3 pivotal study, ADENURIC demonstrated
superior ability to lower and maintain serum uric acid levels compared to allopurinol. The primary
efficacy endpoint in the APEX and FACT studies was the proportion of patients whose last 3 monthly
serum uric acid levels were < 6.0 mg/dL (357 pumol/L). In the additional phase 3 CONFIRMS study,
for which results became available after the marketing authorisation for ADENURIC was first issued,
the primary efficacy endpoint was the proportion of patients whose serum urate level was < 6.0 mg/dL
at the final visit. No patients with organ transplant have been included in these studies (see section
4.2).

APEX Study: The Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat (APEX) was a
Phase 3, randomized, double-blind, multicenter, 28-week study. One thousand and seventy-two (1072)
patients were randomized: placebo (n=134), ADENURIC 80 mg QD (n=267), ADENURIC 120 mg
QD (n=269), ADENURIC 240 mg QD (n=134) or allopurinol (300 mg QD [n=258] for patients with a
baseline serum creatinine <1.5 mg/dL or 100 mg QD [n=10] for patients with a baseline serum
creatinine >1.5 mg/dL and <2.0 mg/dL). Two hundred and forty mg febuxostat (2 times the
recommended highest dose) was used as a safety evaluation dose.

The APEX study showed statistically significant superiority of both the ADENURIC 80 mg QD and
the ADENURIC 120 mg QD treatment arms versus the conventionally used doses of allopurinol
300 mg (n = 258) /100 mg (n = 10) treatment arm in reducing the sUA below 6 mg/dL (357 pmol/L)
(see Table 2 and Figure 1).

FACT Study: The Febuxostat Allopurinol Controlled Trial (FACT) Study was a Phase 3, randomized,
double-blind, multicenter, 52-week study. Seven hundred sixty (760) patients were randomized:
ADENURIC 80 mg QD (n=256), ADENURIC 120 mg QD (n=251), or allopurinol 300 mg QD
(n=253).

The FACT study showed the statistically significant superiority of both ADENURIC 80 mg and
ADENURIC 120 mg QD treatment arms versus the conventionally used dose of allopurinol 300 mg
treatment arm in reducing and maintaining sUA below 6 mg/dL (357 umol/L).

Table 2 summarises the primary efficacy endpoint results:
Table 2

Proportion of Patients with Serum Uric Acid Levels <6.0 mg/dL (357 umol/L)
Last Three Monthly Visits

Allopurinol
Study ADENURIC ADENURIC 300/
80 mg QD 120 mg QD 100 mg QD*
APEX 48% " 65% " * 22%
(28 weeks) (n=262) (n=269) (n=268)
FACT 53%" 62% 21%
(52 weeks) (n=255) (n=250) (n=251)
Combined 51%" 63% " 22%
Results (n=517) (n=519) (n=519)
Tresults from subjects receiving either 100 mg QD (n=10: patients with
serum creatinine >1.5 and <2.0 mg/dL) or 300 mg QD (n=509) were pooled
for analyses.
* p < 0.001 vs allopurinol, * p < 0.001 vs 80 mg

The ability of ADENURIC to lower serum uric acid levels was prompt and persistent. Reduction in
serum uric acid level to <6.0 mg/dL (357 umol/L) was noted by the Week 2 visit and was maintained
throughout treatment. The mean serum uric acid levels over time for each treatment group from the
two pivotal Phase 3 studies are shown in Figure 1.
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Figure 1 Mean Serum Uric Acid Levels in Combined Pivotal Phase 3 Studies
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Note: 509 patients received allopurinol 300 mg QD; 10 patients with serum creatinine >1.5 and <
2.0 mg/dL were dosed with 100 mg QD. (10 patients out of 268 in APEX study).
240 mg febuxostat was used to evaluate the safety of febuxostat at twice the recommended
highest dose.

CONFIRMS Study: The CONFIRMS study was a Phase 3, randomized, controlled, 26-week study to
evaluate the safety and efficacy of febuxostat 40 mg and 80 mg, in comparison with allopurinol

300 mg or 200 mg, in patients with gout and hyperuricaemia. Two thousand and two hundred-sixty
nine (2269) patients were randomized: ADENURIC 40 mg QD (n=757), ADENURIC 80 mg QD
(n=756), or allopurinol 300/200 mg QD (n=756). At least 65% of the patients had mild-moderate renal
impairment (with creatinine clearance of 30-89 mL/min). Prophylaxis against gout flares was
obligatory over the 26-week period.

The proportion of patients with serum urate levels of < 6.0 mg/dL (357 umol/L) at the final visit, was
45% for 40 mg febuxostat, 67% for febuxostat 80 mg and 42% for allopurinol 300/200 mg,
respectively.

Primary endpoint in the sub-group of patients with renal impairment

The APEX Study evaluated efficacy in 40 patients with renal impairment (i.e., baseline serum
creatinine > 1.5 mg/dL and <2.0 mg/dL). For renally impaired subjects who were randomized to
allopurinol, the dose was capped at 100 mg QD. ADENURIC achieved the primary efficacy endpoint
in 44% (80 mg QD), 45% (120 mg QD), and 60% (240 mg QD) of patients compared to 0% in the
allopurinol 100 mg QD and placebo groups.

There were no clinically significant differences in the percent decrease in serum uric acid
concentration in healthy subjects irrespective of their renal function (58% in the normal renal function
group and 55% in the severe renal dysfunction group).

An analysis in patients with gout and renal impairment was prospectively defined in the CONFIRMS
study, and showed that febuxostat was significantly more efficacious in lowering serum urate levels to
< 6 mg/dL compared to allopurinol 300 mg/200 mg in patients who had gout with mild to moderate
renal impairment (65% of patients studied).
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Primary endpoint in the sub group of patients with SUA > 70 mg/dL

Approximately 40% of patients (combined APEX and FACT) had a baseline sUA of > 10 mg/dL. In
this subgroup ADENURIC achieved the primary efficacy endpoint (SUA < 6.0 mg/dL at the last 3
visits) in 41% (80 mg QD), 48% (120 mg QD), and 66% (240 mg QD) of patients compared to 9% in
the allopurinol 300 mg/100 mg QD and 0 % in the placebo groups.

In the CONFIRMS study, the proportion of patients achieving the primary efficacy endpoint (SUA <
6.0 mg/dL at the final visit) for patients with a baseline serum urate level of > 10 mg/dL treated with
febuxostat 40 mg QD was 27% (66/249), with febuxostat 80 mg QD 49% (125/254) and with
allopurinol 300 mg/200 mg QD 31% (72/230), respectively.

Clinical Outcomes: proportion of patients requiring treatment for a gout flare

APEX study: During the 8-week prophylaxis period, a greater proportion of subjects in the febuxostat
120 mg (36%) treatment group required treatment for gout flare compared to febuxostat 80 mg (28%),
allopurinol 300 mg (23%) and placebo (20%). Flares increased following the prophylaxis period and
gradually decreased over time. Between 46% and 55% of subjects received treatment for gout flares
from Week 8 and Week 28. Gout flares during the last 4 weeks of the study (Weeks 24-28) were
observed in 15% (febuxostat 80, 120 mg), 14% (allopurinol 300 mg) and 20% (placebo) of subjects.

FACT study: During the 8-week prophylaxis period, a greater proportion of subjects in the febuxostat
120 mg (36%) treatment group required treatment for a gout flare compared to both the febuxostat

80 mg (22%) and allopurinol 300 mg (21%) treatment groups. After the 8-week prophylaxis period,
the incidences of flares increased and gradually decreased over time (64% and 70% of subjects
received treatment for gout flares from Week 8-52). Gout flares during the last 4 weeks of the study
(Weeks 49-52) were observed in 6-8% (febuxostat 80 mg, 120 mg) and 11% (allopurinol 300 mg) of
subjects.

The proportion of subjects requiring treatment for a gout flare (APEX and FACT Study) was
numerically lower in the groups that achieved an average post-baseline serum urate level <6.0 mg/dL,
<5.0 mg/dL, or <4.0 mg/dL compared to the group that achieved an average post-baseline serum urate
level >6.0 mg/dL during the last 32 weeks of the treatment period (Week 20-Week 24 to Week 49 - 52
intervals).

During the CONFIRMS study, the percentages of patients who required treatment for gout flares (Day
1 through Month 6) were 31% and 25% for the febuxostat 80 mg and allopurinol groups, respectively.
No difference in the proportion of patients requiring treatment for gout flares was observed between
the febuxostat 80 mg and 40 mg groups.

Long-term, open label extension Studies

EXCEL Study (C02-021): The Excel study was a three years Phase 3, open label, multicenter,
randomised, allopurinol-controlled, safety extension study for patients who had completed the pivotal
Phase 3 studies (APEX or FACT). A total of 1,086 patients were enrolled: ADENURIC 80 mg QD
(n=649), Adenuric 120 mg QD (n=292) and allopurinol 300/100 mg QD (n=145). About 69 % of
patients required no treatment change to achieve a final stable treatment. Patients who had 3
consecutive SUA levels >6.0 mg/dL were withdrawn.

Serum urate levels were maintained over time (i.e. 91% and 93% of patients on initial treatment with
febuxostat 80 mg and 120 mg, respectively, had SUA <6 mg/dL at Month 36).

Three years data showed a decrease in the incidence of gout flares with less than 4% of patients
requiring treatment for a flare (i.e. more than 96% of patients did not require treatment for a flare) at
Month 16-24 and at Month 30-36.

46% and 38%, of patients on final stable treatment of febuxostat 80 or 120 mg QD, respectively, had
complete resolution of the primary palpable tophus from baseline to the Final Visit.

FOCUS Study (TMX-01-005) was a 5 years Phase 2, open-label, multicenter, safety extension study
for patients who had completed the febuxostat 4 weeks of double blind dosing in study TMX-00-004.
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116 patients were enrolled and received initially febuxostat 80 mg QD. 62% of patients required no
dose adjustment to maintain SUA <6 mg/dL and 38% of patients required a dose adjustment to achieve
a final stable dose.

The proportion of patients with serum urate levels of <6.0 mg/dL (357 pumol/L) at the final visit was
greater than 80% (81-100%) at each febuxostat dose.

During the phase 3 clinical studies, mild liver function test abnormalities were observed in patients
treated with febuxostat (5.0%). These rates were similar to the rates reported on allopurinol (4.2%)
(see section 4.4). Increased TSH values (>5.5 plU/mL) were observed in patients on long-term
treatment with febuxostat (5.5%) and patients with allopurinol (5.8%) in the long term open label
extension studies (see section 4.4).

5.2 Pharmacokinetic properties

In healthy subjects, maximum plasma concentrations (C.x) and area under the plasma concentration
time curve (AUC) of febuxostat increased in a dose proportional manner following single and multiple
doses of 10 mg to 120 mg. For doses between 120 mg and 300 mg, a greater than dose proportional
increase in AUC is observed for febuxostat. There is no appreciable accumulation when doses of

10 mg to 240 mg are administered every 24 hours. Febuxostat has an apparent mean terminal
elimination half-life (t;,,) of approximately 5 to 8 hours.

Population pharmacokinetic/pharmacodynamic analyses were conducted in 211 patients with
hyperuricaemia and gout, treated with ADENURIC 40-240 mg QD. In general, febuxostat
pharmacokinetic parameters estimated by these analyses are consistent with those obtained from
healthy subjects, indicating that healthy subjects are representative for
pharmacokinetic/pharmacodynamic assessment in the patient population with gout.

Absorption

Febuxostat is rapidly (tnex 0f 1.0-1.5 h) and well absorbed (at least 84%). After single or multiple oral
80 and 120 mg once daily doses, Cpax is approximately 2.8-3.2 pg/mL, and 5.0-5.3 pg/mL,
respectively. Absolute bioavailability of the febuxostat tablet formulation has not been studied.

Following multiple oral 80 mg once daily doses or a single 120 mg dose with a high fat meal, there
was a 49% and 38% decrease in Cy.x and a 18% and 16% decrease in AUC, respectively. However, no
clinically significant change in the percent decrease in serum uric acid concentration was observed
where tested (80 mg multiple dose). Thus, ADENURIC may be taken without regard to food.

Distribution

The apparent steady state volume of distribution (Vs/F) of febuxostat ranges from 29 to 75 L after oral
doses of 10-300 mg. The plasma protein binding of febuxostat is approximately 99.2%, (primarily to
albumin), and is constant over the concentration range achieved with 80 and 120 mg doses. Plasma
protein binding of the active metabolites ranges from about 82% to 91%.

Biotransformation

Febuxostat is extensively metabolized by conjugation via uridine diphosphate glucuronosyltransferase
(UDPGT) enzyme system and oxidation via the cytochrome P450 (CYP) system. Four
pharmacologically active hydroxyl metabolites have been identified, of which three occur in plasma of
humans. In vitro studies with human liver microsomes showed that those oxidative metabolites were
formed primarily by CYP1A1, CYP1A2, CYP2C8 or CYP2C9 and febuxostat glucuronide was
formed mainly by UGT 1A1, 1A8, and 1A9.

Elimination

Febuxostat is eliminated by both hepatic and renal pathways. Following an 80 mg oral dose of **C-
labeled febuxostat, approximately 49% of the dose was recovered in the urine as unchanged febuxostat
(3%), the acyl glucuronide of the active substance (30%), its known oxidative metabolites and their
conjugates (13%), and other unknown metabolites (3%). In addition to the urinary excretion,
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approximately 45% of the dose was recovered in the faeces as the unchanged febuxostat (12%), the
acyl glucuronide of the active substance (1%), its known oxidative metabolites and their conjugates
(25%), and other unknown metabolites (7%).

Renal impairment

Following multiple doses of 80 mg of ADENURIC in patients with mild, moderate or severe renal
impairment, the C,« of febuxostat did not change, relative to subjects with normal renal function. The
mean total AUC of febuxostat increased by approximately 1.8-fold from 7.5 ug-h/mL in the normal
renal function group to 13.2 ug.h/mL in the severe renal dysfunction group. The C..x and AUC of
active metabolites increased up to 2- and 4-fold, respectively. However, no dose adjustment is
necessary in patients with mild or moderate renal impairment.

Hepatic impairment

Following multiple doses of 80 mg of ADENURIC in patients with mild (Child-Pugh Class A) or
moderate (Child-Pugh Class B) hepatic impairment, the C...x and AUC of febuxostat and its
metabolites did not change significantly compared to subjects with normal hepatic function. No
studies have been conducted in patients with severe hepatic impairment (Child-Pugh Class C).

Age
There were no significant changes observed in AUC of febuxostat or its metabolites following
multiple oral doses of ADENURIC in elderly as compared to younger healthy subjects.

Gender

Following multiple oral doses of ADENURIC, the C,, and AUC were 24% and 12% higher in
females than in males, respectively. However, weight-corrected C,,x and AUC were similar between
the genders. No dose adjustment is needed based on gender.

5.3 Preclinical safety data

Effects in non-clinical studies were generally observed at exposures in excess of the maximum human
exposure.

Carcinogenesis, mutagenesis, impairment of fertility

In male rats, a statistically significant increase in urinary bladder tumours (transitional cell papilloma
and carcinoma) was found only in association with xanthine calculi in the high dose group, at
approximately 11 times human exposure. There was no significant increase in any other tumour type
in either male or female mice or rats. These findings are considered a consequence of species specific
purine metabolism and urine composition and of no relevance to clinical use.

A standard battery of test for genotoxicity did not reveal any biologically relevant genotoxic effects
for febuxostat.

Febuxostat at oral doses up to 48 mg/kg/day was found to have no effect on fertility and reproductive
performance of male and female rats.

There was no evidence of impaired fertility, teratogenic effects, or harm to the foetus due to
febuxostat. There was high dose maternal toxicity accompanied by a reduction in weaning index and
reduced development of offspring in rats at approximately 4.3 times human exposure. Teratology
studies, performed in pregnant rats at approximately 4.3 times and pregnant rabbits at approximately
13 times human exposure did not reveal any teratogenic effects.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Lactose monohydrate

Microcrystalline cellulose

Magnesium stearate

Hydroxypropylcellulose

Croscarmellose sodium

Silica, colloidal hydrated

Tablet coating

Opadry I, Yellow, 85F42129 containing:
Polyvinyl alcohol

Titanium dioxide (E171)

Macrogols 3350

Talc

Iron oxide yellow (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

Clear (Aclar/PVC/Aluminium) blister of 14 tablets.
ADENURIC 80 mg is available in pack sizes of 14, 28, 42, 56, 84 and 98 film-coated tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Menarini International Operations Luxembourg S.A.
1, Avenue de la Gare, L-1611 Luxembourg
Luxembourg

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/447/001
EU/1/08/447/002
EU/1/08/447/005
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EU/1/08/447/006

EU/1/08/447/007

EU/1/08/447/008

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 21 April 2008

Date of latest renewal: 20 December 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

ADENURIC 120 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 120 mg of febuxostat.

Excipient(s) with known effects:
Each tablet contains 114.75 mg of lactose (as monohydrate)

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablets).

Pale yellow to yellow, film-coated, capsule shaped tablets, engraved with “120” on one side

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

ADENURIC is indicated for the treatment of chronic hyperuricaemia in conditions where urate
deposition has already occurred (including a history, or presence of, tophus and/or gouty arthritis).

ADENURIC is indicated for the prevention and treatment of hyperuricaemia in adult patients
undergoing chemotherapy for haematologic malignancies at intermediate to high risk of Tumor Lysis
Syndrome (TLS).

ADENURIC is indicated in adults.
4.2  Posology and method of administration

Posology

Gout: The recommended oral dose of ADENURIC is 80 mg once daily without regard to food. If
serum uric acid is > 6 mg/dL (357 pmol/L) after 2-4 weeks, ADENURIC 120 mg once daily may be
considered.

ADENURIC works sufficiently quickly to allow retesting of the serum uric acid after 2 weeks. The
therapeutic target is to decrease and maintain serum uric acid below 6 mg/dL (357umol/L).

Gout flare prophylaxis of at least 6 months is recommended (see section 4.4).

Tumor Lysis Syndrome: The recommended oral dose of ADENURIC is 120 mg once daily without
regard to food.

ADENURIC should be started two days before the beginning of cytotoxic therapy and continued for a
minimum of 7 days; however treatment may be prolonged up to 9 days according to chemotherapy
duration as per clinical judgment.

Older people
No dose adjustment is required in the elderly (see section 5.2).
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Renal impairment

The efficacy and safety have not been fully evaluated in patients with severe renal impairment
(creatinine clearance <30 mL/min, see section 5.2).

No dose adjustment is necessary in patients with mild or moderate renal impairment.

Hepatic impairment

The efficacy and safety of febuxostat has not been studied in patients with severe hepatic impairment
(Child Pugh Class C).

Gout: The recommended dose in patients with mild hepatic impairment is 80 mg. Limited information
is available in patients with moderate hepatic impairment.

Tumour Lysis Syndrome: in the pivotal Phase 111 trial (FLORENCE) only subjects with severe hepatic
insufficiency were excluded from trial participation. No dose adjustment was required for enrolled
patients on the basis of hepatic function.

Paediatric population
The safety and the efficacy of ADENURIC in children aged below the age of 18 years have not been
established. No data are available.

Method of administration
Oral use
ADENURIC should be taken by mouth and can be taken with or without food.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1 (see also
section 4.8).

4.4 Special warnings and precautions for use

Cardio-vascular 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 investigator-reported cardiovascular APTC events
(defined endpoints from the Anti-Platelet Trialists’ Collaboration (APTC) including cardiovascular
death, non-fatal myocardial 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 (see section 5.1 for detailed characteristics of the
studies). The incidence of investigator-reported 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, respectively. No statistically significant differences were found
and no causal relationship with febuxostat was established. Identified risk factors among these patients
were a medical history of atherosclerotic disease and/or myocardial infarction, or of congestive heart
failure.

Prevention and treatment of hyperuricaemia in patients at risk of TLS

Patients undergoing chemotherapy for haematologic malignancies at intermediate to high risk of
Tumor Lysis Syndrome treated with ADENURIC should be under cardiac monitoring as clinically
appropriate.

Medicinal product allergy / hypersensitivity

Rare reports of serious allergic/hypersensitivity reactions, including life-threatening 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 impairment and/or previous
hypersensitivity to allopurinol. Severe hypersensitivity reactions, including Drug Reaction with
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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 (see section 4.8). Febuxostat treatment should be immediately
stopped if serious allergic/hypersensitivity 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 (see sections 4.8 and 5.1). At treatment initiation with
febuxostat flare prophylaxis for at least 6 months with an NSAID or colchicine is recommended (see
section 4.2).

If a gout flare occurs during febuxostat treatment, it should not be discontinued. The gout flare should
be managed concurrently as appropriate 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. malignant disease and its
treatment, Lesch-Nyhan syndrome) the absolute concentration of xanthine in urine could, in rare cases,
rise sufficiently to allow deposition in the urinary tract. This has not been observed in the pivotal
clinical study with ADENURIC in the Tumor Lysis Syndrome. As there has been no experience with
febuxostat, its use in patients with Lesch-Nyhan Syndrome is not recommended.

Mercaptopurine/azathioprine

Febuxostat use is hot recommended in patients concomitantly treated with
mercaptopurine/azathioprine. Where the combination cannot be avoided patients should be closely
monitored. A reduction of dosage of mercaptopurine or azathioprine is recommended in order to avoid
possible haematological effects (see section 4.5).

Organ transplant recipients
As there has been no experience in organ transplant recipients, the use of febuxostat in such patients is
not recommended (see section 5.1).

Theophylline

Co-administration of febuxostat 80 mg and theophylline 400mg single dose in healthy subjects
showed absence of any pharmacokinetic interaction (see section 4.5). Febuxostat 80 mg can be used in
patients concomitantly treated with theophylline 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 (see section 5.1).

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 (see section 5.1).

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.
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4.5 Interaction with other medicinal products and other forms of interaction

Mercaptopurine/azathioprine

On the basis of the mechanism of action of febuxostat on XO inhibition concomitant use is not
recommended. Inhibition of XO by febuxostat may cause increased plasma concentrations of these
drugs leading to toxicity (see section 4.4). Drug interaction studies of febuxostat with drugs that are
metabolized by XO have not been performed.

Drug interaction studies of febuxostat with cytotoxic chemotherapy have not been conducted.

In the Tumor Lysis Syndrome pivotal trial febuxostat 120 mg daily was administered to patients
undergoing several chemotherapy regimens, including monoclonal antibodies. However, drug-drug
and drug-disease interactions were not explored during this study. Therefore, possible interactions
with any concomitantly administered cytotoxic drug cannot be ruled out.

Rosiglitazone/CYP2C8 substrates

Febuxostat was shown to be a weak inhibitor of CYP2C8 in vitro. In a study in healthy subjects,
coadministration of 120 mg febuxostat QD with a single 4 mg oral dose of rosiglitazone had no effect
on the pharmacokinetics of rosiglitazone and its metabolite N-desmethyl rosiglitazone, indicating that
febuxostat is not a CYP2C8 enzyme inhibitor in vivo. Thus, co-administration of febuxostat with
rosiglitazone or other CYP2C8 substrates is not expected to require any dose adjustment for those
compounds.

Theophylline

An interaction study in healthy subjects has been performed with febuxostat to evaluate whether the
inhibition of XO may cause an increase in the theophylline circulating levels as reported with other
XO inhibitors. The results of the study showed that the 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. No data is available for febuxostat 120 mg.

Naproxen and other inhibitors of glucuronidation

Febuxostat metabolism depends on Uridine Glucuronosyl Transferase (UGT) enzymes. Medicinal
products 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 (Cpax 28%, AUC 41% and ty,
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 recommended 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.

Colchicine/indometacin/hydrochlorothiazide/warfarin
Febuxostat can be co-administered with colchicine or indomethacin with no dose adjustment of
febuxostat or the co-administered active substance being necessary.

No dose adjustment is necessary for febuxostat when administered with hydrochlorothiazide.

No dose adjustment is necessary for warfarin when administered with febuxostat. Administration of
febuxostat (80 mg or 120 mg once daily) with warfarin had no effect on the pharmacokinetics of
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warfarin in healthy subjects. INR and Factor VI activity were also not affected by the co-
administration of febuxostat.

Desipramine/CYP2D6 substrates

Febuxostat was shown to be a weak inhibitor of CYP2D6 in vitro. In a study in healthy subjects,
120 mg ADENURIC QD resulted in a mean 22% increase in AUC of desipramine, a CYP2D6
substrate indicating a potential weak inhibitory effect of febuxostat on the CYP2D6 enzyme in vivo.
Thus, co-administration of febuxostat with other CYP2D6 substrates is not expected to require any
dose adjustment for those compounds.

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.

4.6 Fertility, pregnancy and lactation

Pregnancy

Data on a very limited number of exposed pregnancies have not indicated any adverse effects of
febuxostat on pregnancy or on the health of the foetus/new born child. Animal studies do not indicate
direct or indirect harmful effects with respect to pregnancy, embryonal/foetal development or
parturition (see section 5.3). The potential risk for human is unknown. Febuxostat should not be used
during pregnancy.

Breastfeeding

It is unknown whether febuxostat is excreted in human breast milk. Animal studies have shown
excretion of this active substance in breast milk and an impaired development of suckling pups. A risk
to a suckling infant cannot be excluded. Febuxostat should not be used while breastfeeding.

Fertility
In animals, reproduction studies up to 48 mg/kg/day showed no dose-dependent adverse effects on
fertility (see section 5.3). The effect of ADENURIC on human fertility is unknown.

4.7  Effects on ability to drive and use machines

Somnolence, dizziness, paraesthesia and blurred vision have been reported with the use of Febuxostat.
Patients should exercise caution before driving, using machinery or participating in dangerous
activities until they are reasonably certain that ADENURIC does not adversely affect performance.

4.8 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.

Tabulated list of adverse reactions

Common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100) and rare (>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 experience in gout patients.

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
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Table 1: Adverse reactions in combined phase 3, long-term extension studies and post-marketing

experience in gout patients.

Blood and lymphatic system Rare
disorders 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 Common***
disorders 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

Uncommon

Dizziness, paraesthesia, hemiparesis, somnolence, altered taste,
hypoaesthesia, hyposmia

Ear and labyrinth disorders Rare
Tinnitus
Cardiac disorders Uncommon

Atrial fibrillation, palpitations, ECG abnormal, left bundle branch
block (see section Tumor Lysis Syndrome), sinus tachycardia (see
section Tumor Lysis Syndrome)

Vascular disorders

Uncommon
Hypertension, flushing, hot flush, haemorrhage (see section
Tumor Lysis Syndrome)

Respiratory system disorders

Uncommon
Dyspnoea, bronchitis, upper respiratory tract infection, cough

Gastrointestinal disorders

Common

Diarrhoea**, 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 (including various types of rash reported with lower
frequencies, see below)

Uncommon

Dermatitis, urticaria, pruritus, skin discolouration, skin lesion,
petechiae, rash macular, rash maculopapular, rash papular
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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 erythematous, rash morbillifom, alopecia, hyperhidrosis

Musculoskeletal and connective Uncommon

tissue disorders Acrthralgia, 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, haematuria, pollakiuria, proteinuria
Rare

Tubulointerstitial nephritis*, micturition urgency

Reproductive system and breast Uncommon

disorder Erectile dysfunction
General disorders and Common
administration site conditions Oedema
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, haemoglobin 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 diarrhoea and abnormal liver function tests in the
combined Phase 3 studies are more frequent in patients concomitantly treated with colchicine.
*** See section 5.1 for incidences of gout flares in the individual Phase 3 randomized
controlled 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 post-marketing experience.
Stevens-Johnson Syndrome and Toxic epidermal necrolysis are characterised by progressive skin
rashes associated with blisters or mucosal lesions and eye irritation. Hypersensitivity reactions to
febuxostat can be associated to the following symptoms: skin reactions characterised by infiltrated
maculopapular eruption, generalised or exfoliative rashes, but also skin lesions, facial oedema, fever,
haematologic abnormalities such as thrombocytopenia and eosinophilia, and single or multiple organ
involvement (liver and Kidney including tubulointerstitial nephritis) (see section 4.4).

Gout flares were commonly observed soon after the start of treatment and during the first months.

Thereafter, the frequency of gout flare decreases in a time-dependent manner. Gout flare prophylaxis
is recommended (see section 4.2 and 4.4).
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Tumor Lysis Syndrome

Summary of the safety profile

In the randomized, double-blind, Phase 3 pivotal FLORENCE (FLO-01) study comparing febuxostat
with allopurinol (346 patients undergoing chemotherapy for haematologic malignancies and at
intermediate-to-high 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 addition to the
previous experience with ADENURIC in gout, with the exception of the following three adverse
reactions (listed above in table 1).

Cardiac disorders:
Uncommon: Left bundle branch block, sinus tachycardia

Vascular disorders:
Uncommon: haemorrhage

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4.9 Overdose

Patients with an overdose should be managed by symptomatic and supportive care.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antigout preparation, preparations inhibiting uric acid production, ATC
code: MO4AA03

Mechanism of action

Uric acid is the end product of purine metabolism in humans and is generated in the cascade of
hypoxanthine — xanthine — uric acid. Both steps in the above transformations are catalyzed by
xanthine oxidase (XO). Febuxostat is a 2-arylthiazole derivative that achieves its therapeutic effect of
decreasing serum uric acid by selectively inhibiting XO. Febuxostat is a potent, non-purine selective
inhibitor of XO (NP-SI1XO) with an in vitro inhibition Ki value less than one nanomolar. Febuxostat
has been shown to potently inhibit both the oxidized and reduced forms of XO. At therapeutic
concentrations febuxostat does not inhibit other enzymes involved in purine or pyrimidine
metabolism, namely, guanine deaminase, hypoxanthine guanine phosphoribosyltransferase, orotate
phosphoribosyltransferase, orotidine monophosphate decarboxylase or purine nucleoside
phosphorylase.

Clinical efficacy and safety

Gout

The efficacy of ADENURIC was demonstrated in three Phase 3 pivotal studies (the two pivotal APEX
and FACT studies, and the additional CONFIRMS study, described below) that were conducted in
4101 patients with hyperuricaemia and gout. In each phase 3 pivotal study, ADENURIC demonstrated
superior ability to lower and maintain serum uric acid levels compared to allopurinol. The primary
efficacy endpoint in the APEX and FACT studies was the proportion of patients whose last 3 monthly
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serum uric acid levels were < 6.0 mg/dL (357 pumol/L). In the additional phase 3 CONFIRMS study,
for which results became available after the marketing authorisation for ADENURIC was first issued,
the primary efficacy endpoint was the proportion of patients whose serum urate level was < 6.0 mg/dL
at the final visit. No patients with organ transplant have been included in these studies (see section
4.2).

APEX Study: The Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat (APEX) was a
Phase 3, randomized, double-blind, multicenter, 28-week study. One thousand and seventy-two (1072)
patients were randomized: placebo (n=134), ADENURIC 80 mg QD (n=267), ADENURIC 120 mg
QD (n=269), ADENURIC 240 mg QD (n=134) or allopurinol (300 mg QD [n=258] for patients with a
baseline serum creatinine <1.5 mg/dL or 100 mg QD [n=10] for patients with a baseline serum
creatinine >1.5 mg/dL and <2.0 mg/dL). Two hundred and forty mg febuxostat (2 times the
recommended highest dose) was used as a safety evaluation dose.

The APEX study showed statistically significant superiority of both the ADENURIC 80 mg QD and
the ADENURIC 120 mg QD treatment arms versus the conventionally used doses of allopurinol
300 mg (n = 258) /100 mg (n = 10) treatment arm in reducing the sUA below 6 mg/dL (357 pmol/L)
(see Table 2 and Figure 1).

FACT Study: The Febuxostat Allopurinol Controlled Trial (FACT) Study was a Phase 3, randomized,
double-blind, multicenter, 52-week study. Seven hundred sixty (760) patients were randomized:
ADENURIC 80 mg QD (n=256), ADENURIC 120 mg QD (n=251), or allopurinol 300 mg QD
(n=253).

The FACT study showed the statistically significant superiority of both ADENURIC 80 mg and
ADENURIC 120 mg QD treatment arms versus the conventionally used dose of allopurinol 300 mg
treatment arm in reducing and maintaining sSUA below 6 mg/dL (357 umol/L).

Table 2 summarises the primary efficacy endpoint results:
Table 2

Proportion of Patients with Serum Uric Acid Levels <6.0 mg/dL (357 pumol/L)
Last Three Monthly Visits

Allopurinol
Study ADENURIC ADENURIC 300/
80 mg QD 120 mg QD 100 mg QD*
APEX 48%" 65% " * 22%
(28 weeks) (n=262) (n=269) (n=268)
FACT 53%" 62% 21%
(52 weeks) (n=255) (n=250) (n=251)
Combined 51% 63% " 22%
Results (n=517) (n=519) (n=519)
Tresults from subjects receiving either 100 mg QD (n=10: patients with
serum creatinine >1.5 and <2.0 mg/dL) or 300 mg QD (n=509) were pooled
for analyses.
* p < 0.001 vs allopurinol, * p < 0.001 vs 80 mg

The ability of ADENURIC to lower serum uric acid levels was prompt and persistent. Reduction in
serum uric acid level to <6.0 mg/dL (357 umol/L) was noted by the Week 2 visit and was maintained
throughout treatment. The mean serum uric acid levels over time for each treatment group from the
two pivotal Phase 3 studies are shown in Figure 1.
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Figure 1 Mean Serum Uric Acid Levels in Combined Pivotal Phase 3 Studies
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Note: 509 patients received allopurinol 300 mg QD; 10 patients with serum creatinine >1.5 and <
2.0 mg/dL were dosed with 100 mg QD. (10 patients out of 268 in APEX study).
240 mg febuxostat was used to evaluate the safety of febuxostat at twice the recommended
highest dose.

CONFIRMS Study: The CONFIRMS study was a Phase 3, randomized, controlled, 26-week study to
evaluate the safety and efficacy of febuxostat 40 mg and 80 mg, in comparison with allopurinol

300 mg or 200 mg, in patients with gout and hyperuricaemia. Two thousand and two hundred-sixty
nine (2269) patients were randomized: ADENURIC 40 mg QD (n=757), ADENURIC 80 mg QD
(n=756), or allopurinol 300/200 mg QD (n=756). At least 65% of the patients had mild-moderate renal
impairment (with creatinine clearance of 30-89 mL/min). Prophylaxis against gout flares was
obligatory over the 26-week period.

The proportion of patients with serum urate levels of < 6.0 mg/dL (357 pumol/L) at the final visit, was
45% for 40 mg febuxostat, 67% for febuxostat 80 mg and 42% for allopurinol 300/200 mg,
respectively.

Primary endpoint in the sub-group of patients with renal impairment

The APEX Study evaluated efficacy in 40 patients with renal impairment (i.e., baseline serum
creatinine > 1.5 mg/dL and <2.0 mg/dL). For renally impaired subjects who were randomized to
allopurinol, the dose was capped at 100 mg QD. ADENURIC achieved the primary efficacy endpoint
in 44% (80 mg QD), 45% (120 mg QD), and 60% (240 mg QD) of patients compared to 0% in the
allopurinol 100 mg QD and placebo groups.

There were no clinically significant differences in the percent decrease in serum uric acid
concentration in healthy subjects irrespective of their renal function (58% in the normal renal function
group and 55% in the severe renal dysfunction group).

An analysis in patients with gout and renal impairment was prospectively defined in the CONFIRMS
study, and showed that febuxostat was significantly more efficacious in lowering serum urate levels to
< 6 mg/dL compared to allopurinol 300 mg/200 mg in patients who had gout with mild to moderate
renal impairment (65% of patients studied).

Primary endpoint in the sub group of patients with SUA > 10 mg/dL
Approximately 40% of patients (combined APEX and FACT) had a baseline sSUA of > 10 mg/dL. In
this subgroup ADENURIC achieved the primary efficacy endpoint (SUA < 6.0 mg/dL at the last 3
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visits) in 41% (80 mg QD), 48% (120 mg QD), and 66% (240 mg QD) of patients compared to 9% in
the allopurinol 300 mg/100 mg QD and 0 % in the placebo groups.

In the CONFIRMS study, the proportion of patients achieving the primary efficacy endpoint (SUA <
6.0 mg/dL at the final visit) for patients with a baseline serum urate level of > 10 mg/dL treated with
febuxostat 40 mg QD was 27% (66/249), with febuxostat 80 mg QD 49% (125/254) and with
allopurinol 300 mg/200 mg QD 31% (72/230), respectively.

Clinical Outcomes: proportion of patients requiring treatment for a gout flare

Apex study: During the 8-week prophylaxis period, a greater proportion of subjects in the febuxostat
120 mg (36%) treatment group required treatment for gout flare compared to febuxostat 80 mg (28%),
allopurinol 300 mg (23%) and placebo (20%). Flares increased following the prophylaxis period and
gradually decreased over time. Between 46% and 55% of subjects received treatment for gout flares
from Week 8 and Week 28. Gout flares during the last 4 weeks of the study (Weeks 24-28) were
observed in 15% (febuxostat 80, 120 mg), 14% (allopurinol 300 mg) and 20% (placebo) of subjects.

Fact study: During the 8-week prophylaxis period, a greater proportion of subjects in the febuxostat
120 mg (36%) treatment group required treatment for a gout flare compared to both the febuxostat
80 mg (22%) and allopurinol 300 mg (21%) treatment groups. After the 8-week prophylaxis period,
the incidences of flares increased and gradually decreased over time (64% and 70% of subjects
received treatment for gout flares from Week 8-52). Gout flares during the last 4 weeks of the study
(Weeks 49-52) were observed in 6-8% (febuxostat 80 mg, 120 mg) and 11% (allopurinol 300 mg) of
subjects.

The proportion of subjects requiring treatment for a gout flare (APEX and FACT Study) was
numerically lower in the groups that achieved an average post-baseline serum urate level <6.0 mg/dL,
<5.0 mg/dL, or <4.0 mg/dL compared to the group that achieved an average post-baseline serum urate
level >6.0 mg/dL during the last 32 weeks of the treatment period (Week 20-Week 24 to Week 49 - 52
intervals).

During the CONFIRMS study, the percentages of patients who required treatment for gout flares (Day
1 through Month 6) were 31% and 25% for the febuxostat 80 mg and allopurinol groups, respectively.
No difference in the proportion of patients requiring treatment for gout flares was observed between
the febuxostat 80 mg and 40 mg groups.

Long-term, open label extension Studies

EXCEL Study (C02-021): The Excel study was a three years Phase 3, open label, multicenter,
randomised, allopurinol-controlled, safety extension study for patients who had completed the pivotal
Phase 3 studies (APEX or FACT). A total of 1,086 patients were enrolled: ADENURIC 80 mg QD
(n=649), Adenuric 120 mg QD (n=292) and allopurinol 300/100 mg QD (n=145). About 69 % of
patients required no treatment change to achieve a final stable treatment. Patients who had 3
consecutive sUA levels >6.0 mg/dL were withdrawn.

Serum urate levels were maintained over time (i.e. 91% and 93% of patients on initial treatment with
febuxostat 80 mg and 120 mg, respectively, had SUA <6 mg/dL at Month 36).

Three years data showed a decrease in the incidence of gout flares with less than 4% of patients
requiring treatment for a flare (i.e. more than 96% of patients did not require treatment for a flare) at
Month 16-24 and at Month 30-36.

46% and 38%, of patients on final stable treatment of febuxostat 80 or 120 mg QD, respectively, had
complete resolution of the primary palpable tophus from baseline to the Final Visit.

FOCUS Study (TMX-01-005) was a 5 years Phase 2, open-label, multicenter, safety extension study
for patients who had completed the febuxostat 4 weeks of double blind dosing in study TMX-00-004.
116 patients were enrolled and received initially febuxostat 80 mg QD. 62% of patients required no
dose adjustment to maintain SUA <6 mg/dL and 38% of patients required a dose adjustment to achieve
a final stable dose.
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The proportion of patients with serum urate levels of <6.0 mg/dL (357 umol/L) at the final visit was
greater than 80% (81-100%) at each febuxostat dose.

During the phase 3 clinical studies, mild liver function test abnormalities were observed in patients
treated with febuxostat (5.0%). These rates were similar to the rates reported on allopurinol (4.2%)
(see section 4.4). Increased TSH values (>5.5 plU/mL) were observed in patients on long-term
treatment with febuxostat (5.5%) and patients with allopurinol (5.8%) in the long term open label
extension studies (see section 4.4).

Tumor Lysis Syndrome

The efficacy and safety of ADENURIC in the prevention and treatment of Tumor Lysis Syndrome
was evaluated in the FLORENCE (FLO-01) study. ADENURIC showed a superior and faster urate
lowering activity compared to allopurinol.

FLORENCE was a randomized (1:1), double blind, phase 11, pivotal trial comparing ADENURIC 120
mg once daily with allopurinol 200 to 600 mg daily (mean allopurinol daily dose [+ standard
deviation]: 349.7 £ 112.90 mg) in terms of control of serum uric acid level. Eligible patients had to be
candidates for allopurinol treatment or have no access to rasburicase. Primary endpoints were serum
uric acid area under the curve (AUC sUA.g) and change in serum creatinine (sC) level both from
baseline to Day 8.

Overall, 346 patients with haematological malignancies undergoing chemotherapy and at intermediate
/ high risk of Tumor Lysis Syndrome were included. Mean AUC sUA, g (mgxh/dl) was significantly
lower with ADENURIC (514.0 £ 225.71 vs 708.0 £ 234.42; least square means difference: -196.794
[95% confidence interval: -238.600 ; -154.988]; p < .0001). Furthermore, the mean serum uric acid
level was significantly lower with ADENURIC since the first 24 hours of treatment and at any
following time point. No significant difference in mean serum creatinine change (%) occurred
between ADENURIC and allopurinol (-0.83 £ 26.98 vs -4.92 £ 16.70 respectively; least square means
difference: 4.0970 [95% confidence interval: -0.6467 ; 8.8406]; p=0.0903). With regard to secondary
endpoints, no significant difference was detected in terms of incidence of laboratory TLS (8.1% and
9.2% in ADENURIC and allopurinol arm, respectively; relative risk: 0.875 [95% confidence interval:
0.4408 ; 1.7369]; p=0.8488) nor of clinical TLS (1.7% and 1.2% in ADENURIC and allopurinol arm,
respectively; relative risk: 0.994 [95% confidence interval: 0.9691 ; 1.0199]; p=1.0000). Incidence of
overall treatment-emergent signs and symptoms and adverse drug reactions was 67.6% vs 64.7% and
6.4% vs 6.4% with ADENURIC and allopurinol respectively. In the FLORENCE study ADENURIC
demonstrated a superior control of serum uric acid level compared to allopurinol in patients scheduled
to receive the latter drug. No data comparing ADENURIC 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.

5.2 Pharmacokinetic properties

In healthy subjects, maximum plasma concentrations (C.x) and area under the plasma concentration
time curve (AUC) of febuxostat increased in a dose proportional manner following single and multiple
doses of 10 mg to 120 mg. For doses between 120 mg and 300 mg, a greater than dose proportional
increase in AUC is observed for febuxostat. There is no appreciable accumulation when doses of

10 mg to 240 mg are administered every 24 hours. Febuxostat has an apparent mean terminal
elimination half-life (t;,,) of approximately 5 to 8 hours.

Population pharmacokinetic/pharmacodynamic analyses were conducted in 211 patients with
hyperuricaemia and gout, treated with ADENURIC 40-240 mg QD. In general, febuxostat
pharmacokinetic parameters estimated by these analyses are consistent with those obtained from
healthy subjects, indicating that healthy subjects are representative for
pharmacokinetic/pharmacodynamic assessment in the patient population with gout.
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Absorption

Febuxostat is rapidly (tna.x 0f 1.0-1.5 h) and well absorbed (at least 84%). After single or multiple oral
80 and 120 mg once daily doses, Cpax is approximately 2.8-3.2 pg/mL, and 5.0-5.3 pg/mL,
respectively. Absolute bioavailability of the febuxostat tablet formulation has not been studied.

Following multiple oral 80 mg once daily doses or a single 120 mg dose with a high fat meal, there
was a 49% and 38% decrease in C.x and a 18% and 16% decrease in AUC, respectively. However, no
clinically significant change in the percent decrease in serum uric acid concentration was observed
where tested (80 mg multiple dose). Thus, ADENURIC may be taken without regard to food.

Distribution

The apparent steady state volume of distribution (V/F) of febuxostat ranges from 29 to 75 L after oral
doses of 10-300 mg. The plasma protein binding of febuxostat is approximately 99.2%, (primarily to
albumin), and is constant over the concentration range achieved with 80 and 120 mg doses. Plasma
protein binding of the active metabolites ranges from about 82% to 91%.

Biotransformation

Febuxostat is extensively metabolized by conjugation via uridine diphosphate glucuronosyltransferase
(UDPGT) enzyme system and oxidation via the cytochrome P450 (CYP) system. Four
pharmacologically active hydroxyl metabolites have been identified, of which three occur in plasma of
humans. In vitro studies with human liver microsomes showed that those oxidative metabolites were
formed primarily by CYP1A1L, CYP1A2, CYP2C8 or CYP2C9 and febuxostat glucuronide was
formed mainly by UGT 1A1, 1A8, and 1A9.

Elimination

Febuxostat is eliminated by both hepatic and renal pathways. Following an 80 mg oral dose of **C-
labeled febuxostat, approximately 49% of the dose was recovered in the urine as unchanged febuxostat
(3%), the acyl glucuronide of the active substance (30%), its known oxidative metabolites and their
conjugates (13%), and other unknown metabolites (3%). In addition to the urinary excretion,
approximately 45% of the dose was recovered in the faeces as the unchanged febuxostat (12%), the
acyl glucuronide of the active substance (1%), its known oxidative metabolites and their conjugates
(25%), and other unknown metabolites (7%).

Renal impairment

Following multiple doses of 80 mg of ADENURIC in patients with mild, moderate or severe renal
impairment, the C,x of febuxostat did not change, relative to subjects with normal renal function. The
mean total AUC of febuxostat increased by approximately 1.8-fold from 7.5 ug-h/mL in the normal
renal function group to 13.2 ug.h/mL in the severe renal dysfunction group. The C..x and AUC of
active metabolites increased up to 2- and 4-fold, respectively. However, no dose adjustment is
necessary in patients with mild or moderate renal impairment.

Hepatic impairment

Following multiple doses of 80 mg of ADENURIC in patients with mild (Child-Pugh Class A) or
moderate (Child-Pugh Class B) hepatic impairment, the C..x and AUC of febuxostat and its
metabolites did not change significantly compared to subjects with normal hepatic function. No
studies have been conducted in patients with severe hepatic impairment (Child-Pugh Class C).

Age
There were no significant changes observed in AUC of febuxostat or its metabolites following
multiple oral doses of ADENURIC in elderly as compared to younger healthy subjects.

Gender

Following multiple oral doses of ADENURIC, the Cy,.x and AUC were 24% and 12% higher in
females than in males, respectively. However, weight-corrected Cp,,« and AUC were similar between
the genders. No dose adjustment is needed based on gender.
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5.3  Preclinical safety data

Effects in non-clinical studies were generally observed at exposures in excess of the maximum human
exposure.

Carcinogenesis, mutagenesis, impairment of fertility

In male rats, a statistically significant increase in urinary bladder tumours (transitional cell papilloma
and carcinoma) was found only in association with xanthine calculi in the high dose group, at
approximately 11 times human exposure. There was no significant increase in any other tumour type
in either male or female mice or rats. These findings are considered a consequence of species specific
purine metabolism and urine composition and of no relevance to clinical use.

A standard battery of test for genotoxicity did not reveal any biologically relevant genotoxic effects
for febuxostat.

Febuxostat at oral doses up to 48 mg/kg/day was found to have no effect on fertility and reproductive
performance of male and female rats.

There was no evidence of impaired fertility, teratogenic effects, or harm to the foetus due to
febuxostat. There was high dose maternal toxicity accompanied by a reduction in weaning index and
reduced development of offspring in rats at approximately 4.3 times human exposure. Teratology
studies, performed in pregnant rats at approximately 4.3 times and pregnant rabbits at approximately
13 times human exposure did not reveal any teratogenic effects.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Lactose monohydrate
Microcrystalline cellulose
Magnesium stearate
Hydroxypropylcellulose
Croscarmellose sodium
Silica, colloidal hydrated

Tablet coating

Opadry I, Yellow, 85F42129 containing:
Polyvinyl alcohol
Titanium dioxide (E171)
Macrogols 3350

Talc

Iron oxide yellow (E172)
6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years.

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.
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6.5 Nature and contents of container

Clear (Aclar/PVC/Aluminium) blister of 14 tablets.

ADENURIC 120 mg is available in pack sizes of 14, 28, 42, 56, 84 and 98 film-coated tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Menarini International Operations Luxembourg S.A.
1, Avenue de la Gare, L-1611 Luxembourg
Luxembourg

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/447/003
EU/1/08/447/004
EU/1/08/447/009
EU/1/08/447/010
EU/1/08/447/011
EU/1/08/447/012

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 21 April 2008
Date of latest renewal: 20 December 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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ANNEX 11
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICITONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE

SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURE(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Patheon France

40 Boulevard de Champaret
FR-38300 Bourgoin Jallieu
France

or

Menarini - Von Heyden GmbH
Leipziger Strasse 7-13

01097 Dresden

Germany

The printed package leaflet of the medicinal product must state the name and address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic Safety Update Reports

The marketing authorisation holder shall submit periodic safety update reports for this product in
accordance with the requirements set out in the list of Union reference dates (EURD list) provided for
under Article 107c(7) of Directive 2001/83/EC and published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2. of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:
o At the request of the European Medicine Agency;
o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

If the dates for submission of a PSUR and the update of a RMP coincide, they should be submitted at
the same time.

An updated RMP shall be submitted at the same time as the next Periodic Safety Update Report
(PSUR).
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING

83



PARTICULARS TO APPEAR ON THE OUTER PACKAGING
CARTON BOX

| 1. NAME OF THE MEDICINAL PRODUCT

ADENURIC 80 mg film-coated tablets
Febuxostat

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 80 mg febuxostat.

3. LIST OF EXCIPIENTS

Also contains lactose (as monohydrate).
See the package leaflet for further information.

| 4. PHARMACEUTICAL FORM AND CONTENTS

14 film-coated tablets
28 film-coated tablets
42 film-coated tablets
56 film-coated tablets
84 film-coated tablets
98 film-coated tablets

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

For oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

[7. OTHER SPECIAL WARNING(S), IF NECESSARY |

8. EXPIRY DATE |

EXP

| 9. SPECIAL STORAGE CONDITIONS |

| 10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS |
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OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Marketing Authorisation Holder:

Menarini International O. L. S.A.

1, Avenue de la Gare, L-1611 Luxembourg
Luxembourg

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/447/001 28 film-coated tablets
EU/1/08/447/002 84 film-coated tablets
EU/1/08/447/005 14 film-coated tablets
EU/1/08/447/006 42 film-coated tablets
EU/1/08/447/007 56 film-coated tablets
EU/1/08/447/008 98 film-coated tablets

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

ADENURIC 80 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

PVC/ACLAR/ALUMINIUM BLISTER

| 1. NAME OF THE MEDICINAL PRODUCT

ADENURIC 80 mg tablets
Febuxostat

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Menarini International O. L. S.A.

| 3.  EXPIRY DATE

EXP

| 4.  BATCH NUMBER

Lot

5. OTHER

Mon
Tue
Wed
Thu
Fri
Sat
Sun
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING
CARTON BOX

| 1. NAME OF THE MEDICINAL PRODUCT

ADENURIC 120 mg film-coated tablets
Febuxostat

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 120 mg febuxostat.

| 3. LIST OF EXCIPIENTS

Also contains lactose (as monohydrate).
See the package leaflet for further information.

| 4. PHARMACEUTICAL FORM AND CONTENTS

14 film-coated tablets
28 film-coated tablets
42 film-coated tablets
56 film-coated tablets
84 film-coated tablets
98 film-coated tablets

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

For oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Marketing Authorisation Holder:

Menarini International O. L. S.A.

1, Avenue de la Gare, L-1611 Luxembourg
Luxembourg

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/447/003 28 film-coated tablets
EU/1/08/447/004 84 film-coated tablets
EU/1/08/447/009 14 film-coated tablets
EU/1/08/447/010 42 film-coated tablets
EU/1/08/447/011 56 film-coated tablets
EU/1/08/447/012 98 film-coated tablets

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

ADENURIC 120 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

PVC/ACLAR/ALUMINIUM BLISTER

| 1. NAME OF THE MEDICINAL PRODUCT

ADENURIC 120 mg tablets
Febuxostat

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Menarini International O. L. S.A.

| 3.  EXPIRY DATE

EXP

| 4.  BATCH NUMBER

Lot

5. OTHER

Mon
Tue
Wed
Thu
Fri
Sat
Sun
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B. PACKAGE LEAFLET

90



Package leaflet: Information for the user

ADENURIC 80 mg film-coated tablets
ADENURIC 120 mg film-coated tablets
Febuxostat

Read all of this leaflet carefully before you start taking this medicine because it contains
important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet:

What ADENURIC is and what it is used for

What you need to know before you take ADENURIC
How to take ADENURIC

Possible side effects

How to store ADENURIC

Contents of the pack and other information

oL E

1. What ADENURIC is and what it is used for

ADENURIC tablets contain the active substance febuxostat and are used to treat gout, which is
associated with an excess of a chemical called uric acid (urate) in the body. In some people, the
amount of uric acid builds up in the blood and may become too high to remain soluble. When this
happens, urate crystals may form in and around the joints and kidneys. These crystals can cause
sudden, severe pain, redness, warmth and swelling in a joint (known as a gout attack). Left untreated,
larger deposits called tophi may form in and around joints. These tophi may cause joint and bone
damage.

ADENURIC works by reducing uric acid levels. Keeping uric acid levels low by taking ADENURIC
once every day stops crystals building up, and over time it reduces symptoms. Keeping uric acid levels
sufficiently low for a long enough period can also shrink tophi.

ADENURIC 120 mg tablets is also used to treat and prevent high blood levels of uric acid that may
occur when you start to receive chemotherapy for blood cancers.

When chemotherapy is given, cancer cells are destroyed, and uric acid levels increase in the blood
accordingly, unless the formation of uric acid is prevented.

ADENURIC is for adults.

2. What you need to know before you take ADENURIC
Do not take ADENURIC

o If you are allergic to febuxostat or any of the other ingredients of this medicine (listed in section
6).

91



Warnings and precautions

Talk to your doctor before taking ADENURIC:

o If you have or have had heart failure or heart problems

o If you have or have had renal disease and/or serious allergic reaction to Allopurinol (a
medication used for the treatment of Gout)

o If you have or have had liver disease or liver function test abnormalities

o If you are being treated for high uric acid levels as a result of Lesch-Nyhan syndrome (a rare

inherited condition in which there is too much uric acid in the blood)
If you have thyroid problems.

Should you experience allergic reactions to ADENURIC, stop taking this medicine (see also section
4). Possible symptoms of allergic reactions might be:

- rash including severe forms (e.g. blisters, nodules, itchy-, exfoliative rash), itchiness

- swelling of limbs or face

- difficulties in breathing

- fever with enlarged lymph nodes

- but also serious life threatening allergic conditions with cardiac and circulatory arrest.

Your doctor might decide to permanently stop treatment with ADENURIC.

There have been rare reports of potentially life-threatening skin rashes (Stevens-Johnson Syndrome)
with the use of ADENURIC, appearing initially as reddish target-like spots or circular patches often
with central blister on the trunk. It may also include ulcers in the mouth, throat, nose, genitals and
conjunctivitis (red and swollen eyes). The rash may progress to widespread blistering or peeling of the
skin.

If you have developed Stevens-Johnson Syndrome with the use of febuxostat, you must not be re-
started on ADENURIC at any time. If you developed a rash or these skin symptoms, seek immediate
advice from a doctor and tell that you are taking this medicine.

If you are having a gout attack at the moment (a sudden onset of severe pain, tenderness, redness,
warmth and swelling in a joint), wait for the gout attack to subside before first starting treatment with
ADENURIC.

For some people, gout attacks may flare up when starting certain medicines that control uric acid
levels. Not everyone gets flares, but you could get a flare-up even if you are taking ADENURIC, and
especially during the first weeks or months of treatment. It is important to keep taking ADENURIC
even if you have a flare, as ADENURIC is still working to lower uric acid. Over time, gout flares will
occur less often and be less painful if you keep taking ADENURIC every day.

Your doctor will often prescribe other medicines, if they are needed, to help prevent or treat the
symptoms of flares (such as pain and swelling in a joint).

In patients with very high urate levels (e.g. those undergoing cancer chemotherapy), treatment with
uric acid-lowering medicines could lead to the build-up of xanthine in the urinary tract, with possible
stones, even though this has not been observed in patients being treated with ADENURIC for Tumor
Lysis Syndrome.

Your doctor may ask you to have blood tests to check that your liver is working normally.

Children and adolescents

Do not give this medicine to children under the age of 18 because the safety and efficacy have not
been established.
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Other medicines and ADENURIC

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines, including medicines obtained without a prescription.

It is especially important to tell your doctor or pharmacist if you are taking medicines containing any
of the following substances as they may interact with ADENURIC and your doctor may wish to
consider necessary measures:

o Mercaptopurine (used to treat cancer)

o Azathioprine (used to reduce immune response)

o Theophylline (used to treat asthma)

Pregnancy and breast-feeding

It is not known if ADENURIC may harm your unborn child. ADENURIC should not be used during
pregnancy. It is not known if ADENURIC may pass into human breast milk. You should not use
ADENURIC if you are breast feeding, or if you are planning to breastfeed.

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor or pharmacist for advice before taking this medicine.

Driving and using machines

Be aware that you may experience dizziness, sleepiness, blurred vision and numbness or tingling
sensation during treatment and should not drive or operate machines if affected.

ADENURIC contains lactose

ADENURIC tablets contain lactose (a type of sugar). If you have been told that you have an
intolerance to some sugars contact your doctor before taking this medicine.

3. How to take ADENURIC

Always take this medicine exactly as your doctor has told you. Check with your doctor or pharmacist
if you are not sure.

o The usual dose is one tablet daily. The back of the blister pack is marked with the days of the
week to help you check that you have taken a dose each day.
. The tablets should be taken by mouth and can be taken with or without food.

Gout
ADENURIC is available as either an 80 mg tablet or a 120 mg tablet. Your doctor will have prescribed
the strength most suitable for you.

Continue to take ADENURIC every day even when you are not experiencing gout flare or attack.

Prevention and treatment of high uric acid levels in patients undergoing cancer chemotherapy
ADENURIC is available as a 120 mg tablet.

Start taking ADENURIC two days before chemotherapy and continue its use according to your
doctor’s advice. Usually treatment is short-term.

If you take more ADENURIC than you should

In the event of an accidental overdose ask your doctor what to do, or contact your nearest accident and
emergency department.
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If you forget to take ADENURIC

If you miss a dose of ADENURIC take it as soon as you remember unless it is almost time for your
next dose, in which case miss out the forgotten dose and take your next dose at the normal time. Do
not take a double dose to make up for a forgotten dose.

If you stop taking ADENURIC

Do not stop taking ADENURIC without the advice of your doctor even if you feel better. If you stop
taking ADENURIC your uric acid levels may begin to rise and your symptoms may worsen due to the
formation of new crystals of urate in and around your joints and kidneys.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4, Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Stop taking this medicine and contact your doctor immediately or go to an emergency department

nearby if the following rare (may affect up to 1 in 1,000 people) side effects occur, because a serious

allergic reaction might follow:

o anaphylactic reactions, drug hypersensitivity (see also section 2 “Warnings and precautions”)

o potentially life-threatening skin rashes characterized by formation of blisters and shedding of the
skin and inner surfaces of body cavities, e.g. mouth and genitals, painful ulcers in the mouth
and/or genital areas, accompanied by fever, sore throat and fatigue (Stevens- Johnson
Syndrome/ Toxic Epidermal Necrolysis), or by enlarged lymph nodes, liver enlargement,
hepatitis (up to liver failure), raising of the white-cells count in the blood (drug reaction with
eosinophilia and systemic symptoms-DRESS) (see section 2)

o generalised skin rashes

The common side effects (may affect up to 1 in 10 people) are:

increase in gout symptoms
localized swelling due to retention of fluids in tissues (oedema)

o abnormal liver test results

o diarrhoea

o headache

. rash (including various types of rash, please see below under “uncommon” and “rare” sections)
. nausea

[ )

[ )

Other side effects which are not mentioned above are listed below.

Uncommon side effects (may affect up to 1 in 100 people) are:

. decreased appetite, change in blood sugar levels (diabetes) of which a symptom may be
excessive thirst, increased blood fat levels, weight increase

. loss of sex drive
difficulty in sleeping, sleepiness

. dizziness, numbness, tingling, reduced or altered sensation (hypoesthesia, hemiparesis or
paraesthesia), altered or reduced sense of taste (hyposmia)

o abnormal ECG heart tracing, irregular or rapid heartbeats, feeling your heart beat (palpitation)

. hot flushes or flushing (e.g. redness of the face or neck), increased blood pressure, bleeding
(hemorrhage, seen only in patients taking chemotherapy for blood disorders)

° cough, shortness of breath, chest discomfort or pain, inflammation of nasal passage and/or throat
(upper respiratory tract infection), bronchitis

o dry mouth, abdominal pain/discomfort or wind, heartburn/indigestion, constipation, more
frequent passing of stools, vomiting, stomach discomfort
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itching, hives, skin inflammation, skin discoloration, small red or purple spot on the skin, small,
flat red spots on the skin, flat, red area on the skin that is covered with small confluent bumps,
rash, areas of redness and spots on the skin, other type of skin conditions

muscle cramp, muscle weakness, pain/ache in muscles/joints, bursitis or arthritis (inflammation
of joints usually accompanied by pain, swelling and/or stiffness), pain in extremity, back pain,
muscle spasm

blood in the urine, abnormal frequent urination, abnormal urine tests (increased level of proteins
in the urine), a reduction in the ability of the kidneys to function properly

fatigue, chest pain, chest discomfort

stones in the gallbladder or in bile ducts (cholelithiasis)

increase in blood thyroid stimulating hormone (TSH) level

changes in blood chemistry or amount of blood cells or platelets (abnormal blood test results)
kidney stones

erectile difficulties

Rare side effects (may affect up to 1 in 1,000 people) are:

muscle damage, a condition which on rare occasions can be serious. It may cause muscle
problems and particularly, if at the same time, you feel unwell or have a high temperature it may
be caused by an abnormal muscle breakdown. Contact your doctor immediately if you
experience muscle pain, tenderness or weakness

severe swelling of the deeper layers of the skin, especially around the lips, eyes, genitals, hands,
feet or tongue, with possible sudden difficult breathing

high fever in combination with measles-like skin rash, enlarged lymph nodes, liver enlargement,
hepatitis (up to liver failure), raising of the white-cells count in the blood (leukocytosis, with or
without eosinophilia)

reddening of the skin (erythema), rash in various types (e.g. itchy, with white spots, with
blisters, with blisters containing pus, with shedding of the skin, measles-like rash), widespread
erythema, necrosis, and bullous detachment of the epidermis and mucous membranes,
resulting in exfoliation and possible sepsis (Stevens-Johnson Syndrome/Toxic epidermal
necrolysis)

nervousness

feeling thirsty

ringing in the ears

blurred vision, change in vision

hair loss

mouth ulceration

inflammation of the pancreas: common symptoms are abdominal pain, nausea and vomiting
increased sweating

weight decrease, increased appetite, uncontrolled loss of appetite (anorexia)

muscle and/or joint stiffness

abnormally low blood cell counts (white or red blood cells or platelets)

urgent need to urinate

changes or decrease in urine amount due to inflammation in the kidneys (tubulointerstitial
nephritis)

inflammation of the liver (hepatitis)

yellowing of the skin (jaundice)

liver damage

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet.

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system
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listed in Appendix V. By reporting side effects you can help provide more information on the safety of
this medicine.

5. How to store ADENURIC

o Keep this medicine out of the sight and reach of children.

o Do not use this medicine after the expiry date which is stated on the carton and the tablet blister
foil after ‘EXP.” The expiry date refers to the last day of that month.

o This medicine does not require any special storage conditions.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information
What ADENURIC contains

The active substance is febuxostat.
Each tablet contains 80 mg or 120 mg of febuxostat.

The other ingredients are:
Tablet core: lactose monohydrate, microcrystalline cellulose, magnesium stearate,
hydroxypropylcellulose, croscarmellose sodium, colloidal hydrated silica.
Film-coating: Opadry Il yellow, 85F42129 containing: polyvinyl alcohol, titanium dioxide
(E171), macrogols 3350, talc, iron oxide yellow (E172)

What ADENURIC looks like and contents of the pack

ADENURIC film-coated tablets are pale yellow to yellow in colour and capsule shaped.

The 80 mg film-coated tablets are marked on one side with *‘80’. The 120 mg film-coated tablets are
marked on one side with *120°.

ADENURIC 80 mg and 120 mg is packed in clear (Aclar/PVVC/Aluminium) blister of 14 tablets.

ADENURIC 80 mg and 120 mg is available in packs containing 14, 28, 42, 56, 84 and 98 film-coated
tablets.

Not all pack sizes may be marketed.

Marketing Authorisation Holder and Manufacturer
Marketing Authorisation Holder

Menarini International Operations Luxembourg S.A.

1, Avenue de la Gare, L-1611 Luxembourg
Luxembourg

Manufacturer

Patheon France

40 boulevard de Champaret
38300 Bourgoin Jallieu
France

or

Menarini - Von Heyden GmbH
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Leipziger Strasse 7-13
01097 Dresden
Germany

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder.

Belgié/Belgique/Belgien
Menarini Benelux NV/SA
Tél/Tel: + 32 (0)2 721 4545

Bbnarapus
TII “bepnuna-Xemu AI™”
Ten.: +359 2 96 55 365

Ceska republika

Berlin-Chemie/A.Menarini Ceska republika s.r.o.

Tel: +420 267 199 333

Danmark
Berlin-Chemie/A.Menarini Danmark ApS
TIf: +4548 217 110

Deutschland
Berlin-Chemie AG
Tel: +49 (0) 30 67070

Eesti
OU Berlin-Chemie Menarini Eesti
Tel: +372 667 5001

E\rada
MENARINI HELLAS AE
TnA: +30 210 8316111-13

Espafia
Laboratorios Menarini S.A.
Tel: +34-93 462 88 00

France
MENARINI France
Tél: +33 (0)1 45 60 77 20

Hrvatska
Berlin-Chemie Menarini Hrvatska d.o.o0.
Tel : +3851 4821 361

Ireland

A. Menarini Pharmaceuticals Ireland Ltd

Tel: +353 1 284 6744

island

Menarini International Operations Luxembourg
S.A.

Simi: +352 264976
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Lietuva

UAB “BERLIN-CHEMIE MENARINI
BALTIC”

Tel: +370 52 691 947

Luxembourg/Luxemburg
Menarini Benelux NV/SA
Tel/Tel: + 32 (0)2 721 4545

Magyarorszag
Berlin-Chemie/A. Menarini Kft.
Tel.: +36 23501301

Malta

Menarini International Operations Luxembourg
S.A.

Tel: +352 264976

Nederland
Menarini Benelux NV/SA
Tel: +32 (0)2 721 4545

Norge

Menarini International Operations Luxembourg
SA.

TIf: +352 264976

Osterreich
A. Menarini Pharma GmbH.
Tel: +43 1 879 95 85-0

Polska
Berlin-Chemie/Menarini Polska Sp. z 0.0.
Tel.: +48 22 566 21 00

Portugal
A. Menarini Portugal — Farmacéutica, S.A.
Tel: +351 210 935 500

Romania
Berlin-Chemie A.Menarini S.R.L.
Tel: +40 21 232 34 32

Slovenija

Berlin-Chemie AG, PodruZnica Ljubljana

Tel: +386 01 300 2160

Slovenska republika

Berlin-Chemie AG - obchodné zastupenie v SR
Tel: +421 2544 30 730



Italia Suomi/Finland
A. Menarini Industrie Farmaceutiche Riunite s.r.l.  Berlin-Chemie/A.Menarini Suomi OY

Tel: +39-055 56801 Puh/Tel: +358 403 000 760
Kbnpog Sverige
MENARINI HELLAS AE Menarini International Operations Luxembourg
TnA: +30 210 8316111-13 S.A.
Tel: +352 264976
Latvija United Kingdom
SIA Berlin-Chemie/Menarini Baltic A. Menarini Farmaceutica Internazionale S.R.L.
Tel: +371 67103210 Tel: +44 (0)1628 856400

This leaflet was last revised in

Other sources of information
Detailed information on this medicine is available on the European Medicines Agency website
http://www.ema.europa.eu.
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ANNEX IV
CONCLUSIONS ON THE REQUEST FOR ONE-YEAR MARKETING
PROTECTION PRESENTED BY THE EUROPEAN MEDICINES AGENCY
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Conclusions presented by the European Medicines Agency on:

e one-year marketing protection

The CHMP reviewed the data submitted by the Marketing Authorisation Holder, taking into
account the provisions of Article 14(11) of Regulation (EC) No 726/2004, and considers that

the new therapeutic indication brings significant clinical benefit in comparison with existing
as further explained in the European Public Assessment Report.
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77U 78 10 mg, 20 mg, 40 mg
1.6 SAEICIS T DRI B3 2 &k

ADENURIC
BRM AT XE (FIER)
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

BRI
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ADENURIC 80 mg 7 A /b A3 —F ¢ v 7§
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WAl OE—EiL 6.1 THERDOZ L,
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ADENURIC (%, FRAIZE#ILS S 30D,
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ADENURIC 1T & D THSCMERT 5720, 2 BMH% I XIS RERE O H A2 7 [RE Th
%o TR B IS REAE 2 6 mg/dL (357 umol/L) LA FIZIK F &8, Zhaiiffds22 L Th
50

6 # HLLEOREFRIETi 2 £ d 5 Z ENEE L 44 THSH),

EEE ~OF 5, AHERASIIAETHD G2HEM),
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

B RENE 22
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— 27,

5 J514
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Aol B R
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APEX KU FACT #BATClX, 7=7F VA Z v FEFHEIZBWTT e ) ) —UliE & g L
TIRBRELEIC X » THE S DME APTC #48 (DIME RIERIC L 3BT, FEESEHL
REIE K OFEBBERI M 2R % &30 APTC (Anti-Platelet Trialists' Collaborations) (2 & > CHE &
NDEHBIEH) OFRARITEAERA 2RO Hens (1 FEFOBE 100 44720 OFEGHK
1.3 % 1%0.3) , CONFIRMS 5% TIIRR0D B 720 o 72 GRER DR OFEIZ DWW T 5.1 THEB ) ,
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R
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104



77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288
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77U 78 10 mg, 20 mg, 40 mg
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7 =7 YU 78 10 mg,

20 mg. 40 mg
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

A7 7 —8#hn, f/hsERELD. WBC B, U X
HQED . s v o, s v = N,
~NESa R, MPREREM, P R T AR
B, = v AT e — VB, ~~ 27 Uy Mg,
R PLERL K REER N, fd o U o A BN

Rare

A7 R odEsEn, ISHAEE Y b e AR 7T 2T U RERE
£, RIEREGEAD . 7 h VR AT 72—

iR R R AR D D REIE

w4 E I ARRBRIZ 31T 2 TRk BEIEE R UM F J O RERR AL R 13, = v e F U PR 5-
FHICBW TV HEICED O,

ok B T AR R 2 AL Lo IGREBR (2 36 1T 208 BB E DI LRI HOWTIL 5.1 HE S,

IR X417 GIEH DA

AT 4 =T A Va Y EGRE, TEEREEMER O T 7 4 X =SS
YT EBFLRT 2T XY ALy MIKT 2 EE» O ENRIBBUESOS XTI TR IS BV TR
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H— I OO 5 URME R EMEE R 25 OIFEE OV 23k 2 &nbd (44 1H
ZH),

A EFEAEIL, — IS, TREBALA | v A LINICEE® b, £ 0%, i EFEIED R A L,
WFR] ORI P> TR 9%, JRBEIETEIAHERE S NS (42 KM 44 THSM),

BT DEEY DR E

EHGOAREZ, BIEHORWVOBGITHEETH D, ULV ERLOFLEME L GRIED
T U ADRER R =2 U TN ATRE L 12 D, ERRBIMFICIE, BITER DR & T8k V IZEE
HEINDBHEORET AT LEMEHN L TRET 22 LBAROLEATVD,

4.9 BERE
R G IR LT, MER R OSCRIIG IR TR 5 Z &,

o. RIBRE

5.1 EHhP4HEH
HRANYFA - U EELA] . R A PRE S A 8] ATC 22— K : MO4AAO3

ik Taa
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

JREEITE FOT U AHOEKEN THY . e RXH T o> F U RO A —
RZBEUTERIND, FRABOBERIL, o Frdxoy—F (X0) 12Xyt
Do 7xT7FY ALy ME, BIRIIC X0 ZHF L, MIERBEAZKT S8R E B
2T VIF T —NFERTH D, 727XV ALy NI, WNRIET ) URGERE XO BE
. (NP-SIXO) T, invitro [HEEHKiIZ 1/ EARMTHD, 727XV AZ v MILH
XAFETAD XO RN ET 22 EnNMbLTnD, 727XV REy MIRFEET, 7
Urie) IV o ET 22 0olEE (V7= - T 7 IS =8 e ARF T
TT =V RARIRVN T VAT 2T =B ARF UBRARI RNV T AT 2T —8,
FduFr—U VEBBRIEREZ LT ) VX7 LAY RIRAKR Y 7 —8) ZHE LAV,

BRI A 2 PE e OV A

ADENURIC DAL, 4101 44 O &R ER ME J OV BURH 2515 & LTSz 3 205
I HHERZ ViR 2 2OEARZ /L APEX KON FACT 3B K&K QL FIZREHE S 42BN 72
CONFIRMS #R) (CRBWTHEIESNTWD, K5 N AHE AR Z LT, ADENURIC (37 =7
U = X0 MIERBEZAR T S OREZMERFT 5 2 L 8EES 7z, APEX X OVFCT &
BROA D FEFME B X, &kEO 3 » HRICBT 28H OmiEREE? 6.0 mg/dL (357
umol/L) AJiis Td - 7= fBH DENE TH > 72, ADENURIC D IRFEAGRRRITHER DAL N E e o7z
IBANAY72 %5 111 41 CONFIRMS 382 C, A0 FEEFEMHE B i, HfCokBRHC I T 2 i R g
2% 6.0 mg/dL Kl D EF DOFIE Th o7z, BRI AT X8 ENehro7- 421
ZH),

APEX#fe: 7 a7 ) ) — VRO T ZvARMRO 7 = 7% Y 24~ Ntk ik (APEX)
X, H LA, ER ., “EEMR, ZiiskdE, 28 BB Ch o7z, 102 HDEEE, 7
7B AR#E (n=134). ADENURIC 80 mgl H 1 [E#5-# (n=267). ADENURIC 120 mgl H 1 [E[#
5B (n=269), ADENURIC 240 mgl H 1 Fl#5/# (n=134) XiZ7 a7V ) — A58 (X—
ATA v MiER 7 LT F =0 1.5mg/dL BLFOBEIZIZ 300 mgl H 1A (n=258) XiZ~_X—RA 7
A VIMIEF 7 LT F =28 1.5 mg/dL Z 8 2 2.0 mg/dL LA F O BFIZIE 100 mgl H 18] (n=10)
) OWTINICEELEIN Lz, 727 %Y 2 v 240 mg (HERRAKHED 2 %) 2%
QT E S Lz,

APEX B Tl%. sUA @ 6 mg/dL LLF (357 umol/L) %R (23 T ADENURIC 80 mgl H 1
[El#¢ 5} OV ADENURIC 120 mgl H 1 El#GAWFLEL 727U 2 — 1 300 mg (n=258) /100 mg
(n=10) BEHHEL Y | HFEINTHRBICENTCR RZ R LT (2 KUK 1 ZH),

FACT #le: 7 =7 %V ALy NEROT7 7Y — Vi EkER (FACT) (%, 55 UIAH, JE&
e, —EEWH, SZhisxdtFE, 52 BERBR TH -7, B 760 4 %, ADENURIC 80 mgl H
1 [B] (n=256) , ADENURIC 120 mgl H 1 [B8] (n=251) Xi¥7 2 ~7'Y /7 —/L 300 mgl H 1 [A] (n=253)
DWNT I HEEAEZ RIS LTz,
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77U 78 10 mg, 20 mg, 40 mg

1.6

SENC IS 2 AR DLE IS B3 5 Bk

FACT RBRICEB T, sUA % 6 mg/dL (357 pmol/L) LA FIZAE F &¥Z D& #4254 C.
ADENURIC 80 mg } (Y ADENURIC 120 mgl H 1 [ 5FERWTFt, 727U 7 —/L 300 mgl

SR WEIES S QU ] e

2\ EEANME

AHIIE H ORGREE 2787,

2

BIZENTWAZ LR ENT-,

& REREADS 6.0mg/dL (357pumol/L) Kifs Tdh o - BEDEIE
B3 » AMCRIT 5 A 1 EO¥REE

B ADENURIC 80 mg ADENURIC 120 mg Tary ) —n
1 H 108 1 H 1108 300/

100 mgl F 18]
APEX 48%* 65%*," 22%
(28 ) (n=262) (n=269) (n=268)
FACT 53%* 62%* 21%
(52 ) (n=255) (n=250) (n=251)
AE 51%* 63%*,” 22%
e (n=517) (n=519) (n=519)

' 100 mgl B 1[E#E (n=10: MG 27 L7 F =228 1.5 mg/dL 28 2 2.0 mg/dL L F D#EHE) X
1£300mgl H 1[E#&E (n=509) OFEREZ W OT-DIZT— N EiT,
¥ Y ) —L L DHENIT I T p<0.001, 80 mg & D HMIZ IV T p<0.001

ADENURIC O[5 R FREAR T 2h 31, B2 T - 7=, MIiFRERIED 6.0 mg/dL (357
pumol/L) A ~DAK T 1355 2 WM D kpehs £ TSRO b, HGHM 28 U TR sz, 2o
D AR E R XL ER D D ORI 2 MG RBIE ORI EL 2 X 1 1TRT,

A7 (LSEM) M REEE (mg/dl)

.
iR T2 4 6 B

X 1

25 I AH B3R & VB C Y23 i 15 JR ERE

Placebo

Allopurinoel

=—FF—F—F = T

ADENURIC 80 mg

ADENURIC 120 mg

ADENURIC 240 mg

El=baseline

12 16 20

i

SEM=standard error of the mean
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

R BESO AN T 7Y 27— 300 mgl H 1 FE5% %72, MEZ LT F=00 1.5
~2.0mg/dL Toh > 72 BFH 10 41X 100 mgl H 1 [FI# 54517 7=, (APEX 3R D B3 268
AH104), 727 F Y ALy b 240mg AW, #EREKHAEO 2 EFHETCO 7 =7
XY ALy NOREMEEFHL LT,

CONFIRMS 7k : CONFIRMS BRI, JhE & NEREBIEEE ICBWT, 727 %V R4
v b 40 mg KOV 80 mg D EMER O MEET 17" Y 7 —/L 300 mg 1% 200 mg & LLEGEEAf 3
L1280 26 BRI OF M FHIEIEL LT RBR CTh - 7, B 2269 4% ADENURIC 40 mg @ 1
H 1 [EEHE (n=757)., ADENURIC 80mg ® 1 H 1[E# 45 (n=756) XiI7 ==Y /—/L 300/200
mg O 1 A 1[EHEE (0=756) OWTILNTEERBIN Lz, 65%LL Lo BE P~ D
BREREREE (LT F =2 - 7 U T T A 30~89mL/45Y) A LT\, 26 E O,
JEFENED TREMFBEHAHT Bz,

B AR BT IMIE JRERME Y 6.0 mg/dL (357 pmol/L) Rifi CH o= EDOEIRIL, 7 =7
XFYALZ Y F40mg TlH45%, 7 =7 F Y A% > | 80mg Tl 67% K TNT =7 Y 7 —/1 300/200
mg TlX 2% ThH -7,

BREREIE i 7 0 — 7 3 BVl

APEX iBR Cld, BHmEfEEEE 404 (RXN—AT7 4 VER 7 LT F =008 1.5 mg/dL Z i
Z 2.0mg/dL LLF) ZXBICAMEE R Liz, 7 a7V ) — W IEEA B S - BRgREREE
PR IR LCIE, 100 mgl B 1 B S-0 ERART bz, 7a 7Y /7 —100mgl A 1 BES
HER T T | AREED 0%I2%F L. ADENURIC #5875 D 44% (80 mgl H 1[R]), 45% (120 mgl
H1[ED) &U60% (240 mgl H 1 [FE) 234 0o FEEEFEMHE B 2 26k L7z,

BHEBE DOIRABIZEI D & T HERE O MG REEEAR T RICERIRIICH BRI O b ho 7o
(IE 5 B HERERE C 58% M OVEE FE B HEREAR T - C 55%)

CONFIRMS B Tl i JE M OVBERERE 5 BT O3 7 1 AT 7 ¢ TITHLE S, 55,
L B W E OB EREREE GREUIREBE D 65%) IZBW T, MiEREEEZ 6 mg/dL Kifi % T
BWFSELZEICELT, 727XV 2%y ME7a 7V /7 —/1300mg200mg £ Y HAEIC
FhThDHZ ENRINTZ,

sUA 2310 mg/dL LA _EDBEE =7 27— 70D 3= Z5 Vil E H
BE DK 40% (APEX L ONFACT iRz #i5) TX—A T A D sUA 7 10mg/dL L ETH -
oo 2OV T T N—T1ZBWC, 77U /—/L300mg/100mg @ 1 H 1 [FHF5HIZHBIT 5 9%
KO 7 B REECEIT D 0%I2%F L, ADENURIC 5 HE D 41% (80 mg 1 H 1 [A1#5) . 48%
(120 mg 1 H 1 [E#5) KU66% (240mg 1 H 1 [E#E) NEMEO EEFHMHEE (K& 3 [E
D HKBERFIZFIS T sUA 28 6.0 mg/dL A3) & 2L L 7=,
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

CONFIRMS #HBRIZIVNT, RN—R2 T A VMIEREEED 10 mg/dL LA EToh - 7= [BF THME
O EEFMEHIEE (BB IZ IS 1T D sUA 28 6.0 mg/dL ATi) %Rk L7-BEDOEIRIL, 7=
TEXYAL Y F40mg D1 H 1A HEE T27% (66/249), 7 =7 F VA X v F80mg D 1 H
1 A% 5-F05 T 49% (125/254), = LT, 7ma 7 U /—/L300mg200 mg ® 1 A 1 [AIE 5 BH T
31% (72/230) Th o7z,

R - WRFEEDIE I & DB L L e DEFS

APEX ik : 8 W O PRI, W EEIEORERELZ LI L LIEBEOEIGIT, 727 F VR
%y h80mg (28%), 7r 7Y /—/L 300 mg (23%) KMONTF TR (20%) ELibikl, 7 =7
XY AH v b 120 mg (36%) #HRED T NRE N EAURS NIz, BIEX TR ML,
Z Dk, FEORGEIZE > TR Uiz, % 8 L H 28 WD, 46~55%0D B 13 BAIEIED
B EZ T T-, RBRtED 4 A (5 24~28 ) Tid, 7=7F Y AX v | 80mg, 120 mg £
D 15%, 77U 7 —/L 300 mg BED 14% KX T 7 B REED 20%DHEERH 12 I3 T JEFEED
R bz,

FACT 58k : 8 HH ORI S, JWEBIEORFEL LEL LTBEORIGIT, 727 F Y A
%k 80mg (22%) KOT 7Y /~/1/300mg (21%) WL, 727XV AH v k 120 mg

(36%) BHGHEDTTINRENWZ LAVRENT, 8 MO THIMIFE, FBIEORARTIML, £
D%, R ORI > TR AT L7 (G 8~52 I DRIZ I T 64% &% Y 70% D HEERE )3
TR EFEVEDIBIR & 32 T 12) . R O 4 T[] (3 49~52 1) TIE, 7= 7% Y X4 v | 80 mg,
120 mg #ED 6~8% M 7 27U /7 —/1 300 mg FED 11%DHEERA 12 I3 THRJEFEIEN B O H i
77

o EEVEDIRIR &2 B U 1= BE OEIS (APEX M ONFACT #BR) 13 G- WIMR% O 32 (5
20 W~ 24 ) DS 49 W~52 WD) CTHEHMIGIREEMED 6.0 mg/dL LL ETH 78 LV |
P MIE R EAED 6.0 mg/dL A, 5.0 mg/dL A X% 4.0 mg/dL A2 L 72 TRV 2 &
R,

CONFIRMS #ERIZIHBNT (B 1 H~F 6 A)., WEABIEOIRELZLE L LI-BEOEEIX
TxT XY AZ Y F80mg HETIL 3%, 7TuF Y ) —ARETIE25% Tholz, 727 FYRAK
v b 80 mg # & 40 mg FEOM Tl RIEEDIREA M L L TV DBEFOEIGIZEITRD bl
Mo T,

RHTF B e A 27058

EXCEL # %% (C02-021) : Excel #BaiX, 5 NI AHE AR Z LB (APEX XX FACT) #5 7T L
TCREZRR L L 3EROFE LM, EEMR, Zhsdtn, BIEA, 77 2 —Lxthi,
RV R R Th > 7=, ADENURIC 80 mg 1 H 1 [ 5-F£D 649 4, ADENURIC 120 mg 1 H
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

1 [EEERED 292 4 KO 17U /—/1300/100mg 1 A 1 [BHEGRED 145 4 DA F 1,086 4 D
BEPBERS NIz, $ 69%DEH TIE, IR LE LTI EER T 5720 OIEROET %
WEE L LZehoTz, 3 [ALEKE LT sUA E2Y 6.0 mg/dL % % 7= B8 Ciaf& 5083 d ik S vz,
MISREEEIL, B ORRIZ»0b O TR Sh (T2bb, 727F Y24 v b 80 mg &
N 120 mg CYREZ BAAE L7 BE D 91% & DY 93%I2388\\ T, 36 % A KED sUA 1 6 mg/dL Hiii T
Ho77),

3EMOT — & Tl 16~24 » AR LN 30~36 » HERCE W TR BETRIED 7= O D15 2 W
EL LIZBEDOEEIZ4%THY (Thbb, 96% % B2 5 BEDNRIEOT-DITIERE VLB L L
2o T) . WEBIEORERDIK TR RENT,

WA ZE LT R E LT 7 =7 F VA F80mg XL 120mg 1 A 1 [E#H 5% 5 1T 7 &
FDZEIEI 46% K N 38%ITIUNT, N—RA T A )b RBE £ TITJRFEYE DO /8B 72T
JEAEET S R ITIE R LT,

FOCUS & (TMX-01-005) X, TMX-00-004 sERIZFHB W T 4O 7 =7V A K > hD
BB GETET LIEREZ ISR E L SERMOE I, HEh, EEHR, Sk, 24
PEYELRABR T o7z, 116 L DBENDBEKSIN, 727 F VA Xy F 80 mg D 1 H 1 [E#F 52
HERE STz, 62%D A IZHB VT sUA % 6mg/dL Riili CHEFFT 2720 DB NV E L S
T, 38%DBFIZBWTRKNRLE LTEHEEERT D200 HERFNLE L ST,

Bt RBERFIZ 35 1T 5 MG JREREZY 6.0 mg/dL (357 pumol /L) HKii T o 7= BEHFOEIGIX, &
T2 T XV ALy MEGRET 80%% M2 TV iz (81~100%)

9 LA C, 7= 7% VY A ¥ v MEHEBEICREDOEERERE RO LN
(5.0%), ZADDIERIIT a7 Y ) — /L THlE SN EE 4.2%) LR%ETH-oT- (44
HEM), EYIEEMERFAER CIL, TSHEHM 5.5 WlUmL) BT =7 %Y 2% v NEHE
HBE (55%) kO7 a7l ) — L Egh5E3E (58%) TRobLNE (44HESBH),

5.2 EEAEHREAEE

EEFERIRE | 7 = 7 % X5 b 10 mg~120 mg & WER OBEHE G LI, 7 =7 %>
24y FOBERMIETHEE (Cmax) K OMMSEDHE R FER (AUC) 130 HEIRI 0 L
Too 7x7% Y ALy MO 120 mg~300 mg OFIETIE, HRILAIMEZEZ 2 AUC HIMNASE
5TV D, 10~240 mg O 24 BREOR 5 CIEME FTREZ2ERITRD b, 7=7% Y
ALy DRI OB EASE I (11/2) 13, K 5~8 Rl TH %,

ADENURIC @ 40~240 mg % 1 H 1 [Bl#&% 5 7= @ IRERIAE & OV BB 211 44 & %425
IS EhRE /ST % Fhi Lo, — WIS BRI CHEE SN D 7 = 7% YV A X v k3R E)
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

BN T A — ZEITERPERE O L —H L TR Y | EHREEHRE (3w EVEE L Oy EhE /38
NEFH 2 RET 5 Z ENRREND,

R

T2 T XY ALy MIHERHIT (tmax1.0~1.5 FF) . £ END (84%LL 1), 80
mg KON 120 mg OEEI(X 1 B 1 BEIRAEHRE H 5% O Cmax (X, 4% ) 2.8~3.2 pg/mL KT 5.0
~53ugmL Th D, 727 F Y ALy MERIOETAA AT XT A B YT 4 1 3EF ST
AN

EIRER L EHIC80mg 2 1 B 1 [BIER D # 5 3E 120 mg Z HREG L7fE R, Cmax IX
%% 49% K N 38%(K T L. AUC 1T 18% K TN 16%IE F L7, LiL., B E (80 mg KIEHS)
THERIVIZE RO & 2 I FIRBEER TERITFEO b o7, L7275 > T ADENURIC (ZR£ 5
EEETDHZ LR RAFRETH D,

e

T2 T XV ALy FD 10~300 mg ZEAEE LIk DOBRINT OEFIRELIARFE (Vss/F)
X, 29~75L CTh b, 7 =7 ¥V RAH v MOMBEERFGHFITN 99.2% T, (LT VT IV),
80 mg & T8 120 mg R CiEET HIREHIPH T —E LTV 5, TEMAEIED O M E Ak &R0
82%~91%TbH 5,

EEAETE

T2 TRV ARy NI, vV ooV )V 5 A7 =5 —F (UDPGT) %
FARICE DA ROY B 7 v L PA5S0 (CYP) RICK Dbz TRFMRIAH SN D, 4 T
DIFEWFHNEEDO B R a2 HbRETEDBFRE S, 2055 3 A e MERCEL S,
b MFIZ7 8 Y —2A0in vitro iABRIC KV | EREERLARETED 2> EIZ.CYP1AL,CYP1A2,CYP2C8
L CYP2CO IZ KV A S, 7= 7 F VA Xy k- 77 v=RFEIZ, UGTIAL, UGTIAS
KOVUGTIAY IZ R W AERSND Z ARSI,

HEH

727 XY ALy MIFROBEOmKKICE VPG, 14C Bk 7 = 7%V AKX v FO
80 mg AN HEG%, HEDK 49%NRHICKREMETZ 27XV 242 v b (3%) ., IEEDED
Ty Zra=FK (30%) . BEEOBHEY K OZ OREHE (13%) NS, £ 0o
AAORHIEY (3%) & L THRt =7z, R ERiE M, HEDK 45% MEHIc, REIKT
7RV Ry b (12%), TEHEEOT I s ZAra= R (1%). Z OB OBILIHEYD
KGR (25%) 72 5N Z DO RO (7%) & L TRt S 7z,

B el
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

R, PSR T O B BERE 5 AR IC ADENURIC 80 mg % JK{E#& G- L7zfER, 7 = 7%
Y AH MO Cmax [FIEH B %%%%ﬁ&®#%réﬁﬂoto7:7%/2&/%@Iﬁ@
AUC 1L, IEFEHERERED 7.5 ngh/mL (2% U EEBARERREERETIX 13.2 pgh/mL H V|, K 1.8
%%#otoﬁﬁﬁ%@%@Cmm&UAWSi\%ﬁ2%&04%%ﬂokoLWL\%EX
XS OB HEREIR T ERE ~OR G5 THEMRESIIRETH 5,

HFHERENT T2

#2 (Child - Pugh 23387 7 A A) XIXH%EEE (Child - Pugh 72 7 2 B) DOJFHERERE A
#~~ ADENURIC 80 mg % [)X{E# G LIk, 727 % Y 24 v MIFEONCZ ORHEEY O Cmax
SOV AUC IZIEH FHERERR T & OB 2RO IR o Tz, BEFFEEEIX T (Child - Pugh /358
7 A C) BEXMBEOFBRITIEN I TR,

i
ERE 2 ADENURIC % KR OHFG LIcfER, 7=27F%F VA ¥ v N XUFZORE D AUC
TR O A & ORI BERZZRO RN T,

PERI

ADENURIC % iER O &5 U7=fE 8, Cmax KOV AUC X B ME L 0 2ot T % . 24% K% O 12%
Eolz, LML, REIZOWTHIE L7- Cmax XN AUC T B LBZEZRBD -T2, PER]
WCHS L HERASIIARETH 5,

5.3 HIEBKZE2MET—4

FEEEARBRIC BT A4 RIE, IR KE MBREBEEAZBAZBZECTEOLNA TV

TNV, BRI, AFERES) ~D

BEZ ~ N ClE. B MBREEOK 1 SMHYOEHER T, ST o fia s B L7 EtiEg
(AT LR FLEAE ) OAT B  A) OFEFHICH BRI AR 7=, M~ A3 7 v b
®wfh’%%@@@E%@®ﬁ%&%%%%wﬁ#oto FREAT R, BRI Y
VREIEOURMRRIC LD b O T, BRER & XEEEO R WESR L Ebis,

DIFER B AR MERER T, AW O & 2 B am TR S e o T,

77XV ALy O 48 mg/kg/HLL T O D5 ClE, MERETZ » N OUEZE K OVEFERE J)~
DEBIRD e hoT,
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

T2 TXV ALy MEGIC L BIERME T, AU A~ OF E R AR T E T L
R SN oTe, Ty baOt MEEROK 43 FEORGIC LY | HELRIE T ROHIER
DFFEIE T £ 5 RHKIBE AR T2, HEIRT v bt MREEROK 4.3 150 B OHHR ¥
ot MREROW 13 (G0 H RE 5 L BRI T, B R R R T,

6. HEFESE

6.1 &AmH—=%

BEREHT
T h—A—KF
ok e L e — X
P AVEDING s g/ A SV VIN
E Fexo 7o ilklro—=A
JRAINAB—=AF N 7L
anv A NPRAKES YU A

B2 —F
F/NRT A1 (BEf), 85F42129 FaL& A
R E=T va—u
“EefkF & (E171)
~ 71—/ 3350
Z)vy
wafgbek (E172)

6.2 EEEZR

R

6.3 AXhEAR
34

6.4 REICHTIHNGEERE
REH L OPRAFIR R 2RI ETH D,

6.5 BROHERUVAREY
14 52N 0 OB 7 (Aclart/PVC/T VI =7 L) TYREZ—Ny 7

ADENURIC 80 mg I%, 14 §E, 28 &, 42 HE, 56 $E, 84 FEM NI FED T AV La—T 4 T
FEANV Ny 7 TAFARETH S,
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

S8y 7P ABHIR SN TS DI TR,

6.6 EREICETIHINGEERE
FrE /e L,

1. ERXmhRARIRGE
Menarini International Operations Luxembourg S.A.
1, Avenue de la Gare, L-1611 Luxembourg

Luxembourg

8. ERGTRARES
EU/1/08/447/001
EU/1/08/447/002
EU/1/08/447/005
EU/1/08/447/006
EU/1/08/447/007
EU/1/08/447/008

9. YEITHERAZE R, AEAEHHE
MET A EEH 2008 454 H 21 H
AEREHTH - 20124E 12 H20 H

10. AXEHEAR

AREFEMITBE T 25EMESIL, BONEZEGTO Y = 7% A (http://www.ema.europa.eu) 75
AFFHRETH D,
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

1. EEREHH
ADENURIC 120 mg 7 A L A2 —F 1 V7§

2. EMHEMEVEERIMERK
BEANTI 7 27X AX Y P 120mg 2 EHT D,

BEFNDOVER 283 204
BEEFNT, (—KFmE L) 7 b—RA 11475 mg = EHT 5

Wl o2—EIX 6.1 HEBEMDZ &,

3. FZ
T4V ha—F 4 T8 (BER).,

RHEAINOEOD T )V b a—T ¢ 7 S 7w BRI, AANZ 11200 AEIEN
QA

4. 7ok e
4.1 GREEL
ADENURIC (%, JREEHEIEA DSBEIZAE U T 2180 & R R MUE DR O B S & OV 33

JEME B 2 DBEAESUIERRRR) (IS S5,

ADENURIC (%, MESAREEEGRE (TLS) OHEEEENGEED Y A7 IZH 5 MR LS
DAL 2 52T DN B BT D & RER MUE O T8 e OVEE I @I S5,

ADENURIC %, AAIZH# IS S5,

4.2 R&E-RE

.

S
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

HG /& : ADENURIC OHERERR N &1T, AFEOF ML 1 IEEMRIZ80 mg 1 A 1 [HIZELTH D,
2~4 F R DI IEREESS 6 mg/dL (357 umol/L) %R % 534 . ADENURIC 120mg 1 H 1 [H]
Behx2EBET D,

ADENURIC 1T & D THSCMIERH T 5720, 2 %I IXIIE RO F AN fTiE TH
%o TR BRI MG REAE 2 6 mg/dL (357 umol/L) RiIZIK F &, ZThaiifFd 22 Th
60

6 # HLULEOREFRIET i 2 £ d 5 Z ENEE LY 44 THSH),

HES A ZEE Y : ADENURIC OHESERS 0 HEIX, BFOFEL (TERRIC 120 mg D 1 H 1
[ 5 CTh 5,

ADENURIC #¢5:0%, MfuztEmitoBss 2 HAMchis L, 7 BIRLL Bfke T & Th b, L
2L, TR, BRAREHIBNC S & | AbFRIEOHIMABE LTI AHMETERTH5Z LT
x5,

A ~ OB G, HEFEHIIAETHL 52HEM),

B fntle 2 &

HEBERERERE (VLT F=0 7 U7 T A 30mL/aR ., 5.2 HBR) I3 2H5%
PR OVZ PRI C i STy,
R ST A B O B RE I E B ~ O 5 CIT A EFEIIRE TH B,

HFHERENT T2

P ATHEREIR NS (Child - Pugh 70387 7 2 O) 12T 57 =7 F Y A X v bOFIMER D
LARMEIIRGET STV,

S .« B RFRSEEAS N AR ST D HESE A A 80 mg T D, FEEITHEREIS FEBE ~D
HIZBT 28I R 5TV 5,

NG A E R, - 55 LA B R Z LB (FLORENCE) Tld., HJEDIFEEER2EE O LR
BRI BRI ST, BERE Tk, RIS HEFHIISLE L Shkeho Tz,

N
18 BRI D/NRE1F 5 ADENURIC OB ZNMER V2P ITMES, STV, Rl TEeZ 2T

— 4L,

G
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

BoEs
ADENURIC (%, O TIRHIRETHY, BFOFEIZO0DLOLTIRATHZ LB TEX S,

4.3 EE

ARG X 6.1 TISFEH S U2 TIMAI O WIS D BEUE (4.8 HHZ M),

i3

4.4 HRIGESRVERALOZEE

Aol B R

1B 1 5 SR IBE 1 JE D [ 1

R DIRB XL ) s MMEODAREBRE~DT = 7% Y A4 v MFEGIIHELE S22, APEX
KOVFACT BBRClX, 7 =7 %Y A F v FEFHEICBEWTT v 7Y 2 — LR L e U CTIRBRE
{EEERTIC & » Tl S oD APTC F8 (DERERIZ L DT, FEBSEH DA EZE K
OFEBFERIN 250 2 & Fe APTC (Anti-Platelet Trialists' Collaborations) (2 X - THIE X115 2l
HH) OFRAERITEMA2EMARD Dz (1 FEBOBE 100 44720 OFEGH 1.3 KO
0.3), CONFIRMS #RER CIFFE O b e o7z GRERORFHEOFEMIZ OV TIL 5.1 HS ), 4 11
FHFER (APEX, FACT & U CONFIRMS #lR) Tld, RBRELEMIC L » THE Sz omig
APTC FHROIEERIT, K4, VEBOBRE 10045720 0.7 4K R0.6 4 TH-T-, EWITE
RERTCIE, IRBREEERMIC X - THlE Sz APTC FHORAERIT, 727XV AX v PR
TaZTY =BT, Ka ., VEROBE 100 45720 12K R0.6 1 Tho7z, Hat#
MIICHEZTIRO LT, /2, 727XV AZ v M EOREERRITMES. S N2 o=, i
BFICHEEO Y A7 ERE, 77 v — SRR L O UL D 2T ) o kR
EOYEECTH -7,

TLS DY X228 BHEEIZI517 5 ERIEIIAED FEH R UG

ADENURIC #5-% 5217, EGABEGREO P ELNOESED Y A7 12H Y | M5 H R
BD T DALFIRIEEZT TV D EBEICH LTE, BRMICKREL ShDHA, DE=XY v
T HaFETRETH D,

[R5 5 T L F— i

TIRBEFEICBN T, EMITHPDDIAT (=T A« T a v EGRE, HaER T
ARERS L OB T F 7 47X —IG /v a v 7 &, BERT VX — BBUERS O
ENRMEPNEINTND, FEAEDHBICBNT, ZUOLDORIGNEIT =7 ¥V AZ v K
IZ L DIBBAAE 1 » HURICRAE LT, 2RO 0BFO—MIZH W TIE, B#REREE LK)
XIET7 a7 ) =K 2R EE OB EE S WS Sdvic, AFEERERIEIN & B REIR A 1 5 K
Bt (DRESS) % & B OWMBUESIG TiL, —#HOBEITH N T, BED D, Mk, B
XU B 523788 BT,
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

BFNTKR L TET L — U SOS O K OERIC OWTIBI L, 7 L — /i
JES S DIERIZOWTERBICE=F ) 7T X&ETHDH (48 HEH), FHoHdikic X b7k
®&£ﬁ?éh1wétb AT A4 =T VA Vary AEGEHEGOEERT VX —
BUESIGRAE LT EITIE, 727 %Y AX y MEHBABELICHIETRETHDH, AT 41—
7/x-ya///f@ﬁkioéﬁ7%747%y~ﬁﬁ/yay&%@ﬁ?vw¥~/ﬁ
BUESG 2 RIE LTZBE IS LT, 727 % Y A v MEEEZFEBL TIR 5720,

BPEREFEE OfEZEE)

T2 T XY ALy hOFEIX, SEREBEN SR LRI T 5 2 &, IR
R, IS REBE A U CRMRICIEE T2 RBIEOBITZ5 S 2 L, MEFBIELZ R ESE
LAHEMEN B D (4.8 KON 5.1 HEBMR), 727XV 2% v FOBGEIERNT, REREETO
t®6ﬁHML@N&myz@:wt%V@ﬁ%ﬁ%ﬁémé (42 HBH),

FIAFRIEN 7 = 7% Y AL v MEGHICAEUSHE, #5 2P IET & Ty, FEEIC
mufd%ﬁkﬁﬁbfﬁmﬁﬁ%%@ﬁé_&o7:7%/x&y%@ﬂm%&&ﬁ:

Joh JEVRSVE DB e OV EEAME R 35,

:F#‘/i':‘/'f/fﬂgﬁ)%%é

ARG EE ORRD TR RS (B EEEB R OZORK, Ly va - AN VIEBER)
T, izh Z. JKEP##/?/M@xﬂ%&ﬁﬁ&%ﬂﬁ%%%lé“i__?“l/«\/vifviﬂ?é_<‘:7§>
H D, T, FEEAREEGEREZ x5 & L7z ADENURIC O B 7R Z VERRRER I B W CTERRD 5
NTWRW, Ly o« TANIEBRREZICHT 2727 %Y 2% v O ARBRIT RV
O, TNHOREFICBITDH 727 XY AL v FOFERITHERE S L,

RN R T YT T

ANHT STV S THFAT) A HEBE~DT 2T XV 24y NOFFRKE G I3RS
B, PEATENAFTRZIGEIIE, BEZEEICE=F ) 775 2 &, IBERR MK
YERZEBRET D720 ANVH T 7V I TV F A7) o OENPHERE SN D (4.5 THAR),

Y R i
JEEsBE L S B hAD T 27X Y AKXy MEHEORBRIZ W=D, ERLEE ~DOARAH
B s nuzevy (5.1 THESH)

T 7 U

%%%%%’ﬁ#é7:7#yz&y%&mg&?ﬁ74uy4mng®ﬁ%$@&5@ﬁ
YR EAEITRR O b otz GSHEBM), 7=7F% Y AH v b 80 mgld, T4
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

T4 U MR EAENEEDR VR 7R L TTA 7 4 U o BERBFICBWTHEHAT2ZENT
X5, 727 ¥V AKX v b 120 mg (2B L TR ATREZR T — & 1d 720,

Vi

A MR RBROGH T, 727XV A v MG BREITRE O IFHERERA R E 258D 5
iz (5.0%), 77 %Y 2%y MMEGRMGET, OB GBRAB%ITEMIZ, BRZENICE SV
THHEREME 2 ERT 52 ENZEE LW (5.1 THBH),

R
FEMIFERIEERBRTIX, 727X Y 2%y hOREMELEE (5.5%) 12 TSH (FUIR AR
HRVEY) fHEES (5.5 WlUmL 22 %) 2R biviz, HUIRIREEREICZL 25890 5 BEF~D
727 XY ALy NOBEITEEIITO) Z & (5.1 HBH),

Z 7 p—X

T2 T XY ALy NOEERNET 7 F—AEREHRT D, HT 7 b —ARIMMESE . Lapp 7 7 #
—EBRZIEBE I NV —R « HT7 7 b—ARPRBEF 2L, FNITRD b D BB
EEAT BB IR ZRA LI 6720,

45 ZOMOEEREDHEEERARVZOMOIEDHEER
RN R YT T AT

T2 T XV ALy hO X0 BEOEMABFEO RN, fHHEEIIHER S, 72T %Y
AZHZy MZE2D XOFIZLY, Zhb0MmEPREN LR L, BEaz4EC55600% (4.4
HBM), 727XV ZAZy FD XOIZ Lo TR SN D3 & OFEWFE BAERRBRIZ I S
TR,

727X Y ALy b ERREME G TRESRE & O BEERRBRII I STy,

TS AR 2 B & LI ER 2 VRBRIZEB W T, £/ 7 u—F A fikzgH, W o0
DALFPRIEL DA HZTHBREICH LT T =27 F Y AL v F 20mg WERHEEG SR, L
L. ARRER T, 3-8 K O - A AR IIME S g o7z, Les» T, Mifastt
FeH & DGR GBI DM AR O RetE 2 AT 5 2 LT TE R0,

z 7Y s SCYP2CS FE

7= 7% Y ALy M, invitto T CYP2C8 ZEMNCILET S Z EAVRSN TN D, SR
FrRE LIEHBRTIE, 7=27F% Y AZ Y 120 mg D 1 H1EHRGLEr 7Y XY 4 mg
OROELGOHRHIZBNT, vy 7 ) 2 U ROZEORMED THDL N-TAXAF L 7Y X
 DIPBEIHT DHBEBO ONT, 7 =7 %Y 24 v b8 invivo 12351 T CYP2C8 B
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

FEMEELRNZ EDRENT, LIZR-> T, 727XV AREy heav 7 )27 IED
o> CYP2C8 FE & DHFHBEGIZBWT, ZNb{LEMOHERBIIAETHH EEZ LN
60

TG4 TV

i XO FHEHITHE SN TOAEERINF T 47 ¢ U VREOHIERN, 727 %Y 24
Y MZBWTHROONINENERF L2 7 =7 % Y 2% v s OB EHERRE
ERHRELTEBINTND, BOBRIZ, 7=27FVAXy h80mgdD 1 H 1EELELET
F7 4 V2 400 mg DHEFG08T 47 ¢ U o OEMBIRE UL EVEICHE LW L AR L
oo LTS T, 727XV AKXy 80 mg &7 47 4 U OUFHBEGICEET 280 2R
RN, 727XV AH b 120 mg (2B U TR ATREZR T — Z id e,

F Tl ROOCDOMD 2 1 RIS & TS R

TxT XYLy FORENL, s v CBEEER (UGT) BERITIKIFT %, NSAID KUV 1
NIV R EO TV v A RET DERLTEGR L. 7= 7% Y 24y MECE Y
%o EHBRE T2 727XV AZ v RO T Xt 250mg @ 1 H 2 [FEG- OO #
HTCIX, 7=7F% Y A%y MgEZEENRD 57 (Cmax 28%. AUC 41% MK Y t1/2 26%)
BARER Tl 7 vk 2 T Z Do NSAID/Cox-2 FLEIROMEH & FKMICH B2 aES
GEOEIN & OB ITERO b oo T,

T2 T XV ALy ME, 727XV ARy bITF T uxkw oo EREG A NELTH 2L
o, Fruxtr L HAREETH D,

T2 1 ARG 2 ih TS A

UGT BEF DSR2 8 AL, 7= 7%V A4 v hORE@EREL, AOEEZE T I 25 e
PERDH D, LicidoT, AT VT v UG %383 2R 08 5% 1~2 \EE,
ERBEZE=2 ) 7T LOREE LV, RIS, FEAORGHIERT, 7=7F%F Y 2%
v N OIMBERIREDS LA RN H 5,

TN F L NAK S N F TR T e
T2 T XV ALy bRV F U XIA V RAZ VLT84, 7=27F A v k
SUTOEH T 2 FA O HEFRE IR ETH 5,

T XV AREy b RaszooF 7Y REFRATLIESG., HERSIIAETH S,

TxTXIREy NeU—T7 ) UENHHATOGAE. V77 ) COREREIIAETH D,
fEREBRE BN T 727X Y 2AX v b (80mg HHWMNE 120mg 1 H 1[A]) 2T —7 7 U L0
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

HLIESGA, V—"77 U v ORYEYEEI B A K X725 o 72, INR & Factor VIIIEMES 7 =7
XV RL N EDOHHDOEEEZ T IRhoT,

F 77 32 CYP2D6

727XV ALy ME, invitro T CYP2D6 ZEMNICIHEFET 2 Z LRI TN D, HEFEHR
FxHBRORER T, ADENURIC 120 mg ® 1 H 1 A& 512XV, CYP2D6 RETHDHT 7T
> D AUC D5 22%DEEMMAFRD S 1L, in vivo TD T =7 %Y A K v kD CYP2D6 BEFE1T5%f
T AEMEMITH AR RENTZ, LER->TT7 =27 %Y AF v b EZDfmo CYP2D6 K
BLz2HT 2056, ZhoofbaolEREITIAE L Ebh b,

Vil 3

KA~ 720 DR OKBALT VI =0 DGR ORI - OJFHRIC, 727X AH
~ OWIGEIE (59 1 BERE]) KON 32%D Cmax (X F 238D 307223, AUC IZH B 722 i3 6
Nighotz, LizR-oT, 727 F Y AZy MIFIBEEHZZET D2 ER<BEAETH
60

4.6 HJERE. SEIRBR OIS B
LHAF~ DY

OO TIROLNIATIRBEEFNCET 2T — % Tl W XUIR IR B R omBIC 25 7
=7 XV REy NOFEFERITRIATH RV, BB Ci, Mk, MBS I HEIC
%f U CHEBER UM 2AEERIT R STV Ay (53 HBM), b bt L TR H 5
VAZIFIAHTHD, 7=7FYAE v MIEEIZESTXETIER0,

BRI~ DL

7= TEY ALy Ve ML RICBTT S D ENIRICh 5. BIRBRCIE, R
BORIH~OBITROLROREREZ RO, LE~DY 27 ZRATE ARV, 7=7%
VAS y MHBHI BT S & TR,

A RE
WA xS L U2 AR T, &k 48mg/kg/ H £ TOHARICE W CTAFEREIC KT 2 HRK
FRIEWERITRD bivie o7 (53 HEM), b M OAEFHREIZXT T 5D ADENURIC OEH A
ThD,

4.7 EEEARUVEHZRE~NDEE

T T XV ALy hOEETIE, IR, FEMED 0, EREREE R OFEESRES LTS,
ADENURIC 512 &1 0 | 185, B E U ERTE BN~ DI FICA F R BN Vv &2
IEXCHERR S N5 £ T, B LIS EBARTNICIEE A T 2 0ERH D,
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

4.8 ZEFLLGWMEA
RN T 7 7 A VO

ERAREER (D72 < &b 10 mg~300 mg O G-2321F 72 4,072 4 OHERE) K ORI IC
BWTiH S —MRICHRE SNRWEMIZ, FMEIEIE, IFERBET . M. Bl BR. BBED
FETH D, ZNHORWEAOKR L, BEXIITEE THo, HIREREICBNT, £h
TEHLN, 727XV AE Y MIXT 2EERIBBUESKICARBO T, —H Tk, &

RO b7,

AITEH—Fa

T2 T XY AH y MESERFEIZBWNT

RO BN DA (1/100 LA E~1/10 AKiw) . FE—fixH

(1/1,000 LL_E~1/100 A3) K OVFEH (1/10,000 LL_E~1/1,000 &) 72@BIVEA 2 L FIZREHT 5,
FAMEE I, MESRE LTS L LR L O T IREHEICES <,

FRAEME 7 V—7 T, BHERITEBEORE WS DO HL#T 5,

F 1 RBE A G E L2, RAER R O ik e I1= 3517 3 BIfER

MR KO 7 RIEE

Uncommon

1 H FERR RS A 2L B D Rare

TFT 4 7% —EOR*, FEYIREUE*Rare
LI ERECDE | 1/ RIS E

I

ol i

Uncommon

157 B BRI AR L o HE AN Rare
TF T 4T Xk, ST *

NS

Uncommon

i R BRI A L RN

MR F

Rare
Tt

TR R O b

Common ***
I JERS E
Uncommon

BEPRIR, RIAE, RAKIKT, (REREN

Rare

RERD . BREEIN, BECRIR

Pt

Uncommon
U Rk, RIRE
Rare

e

PRI E

Common

SER

Uncommon

FEMED U, SERR.
MR T R

His L ORISR

Rare

B
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77U 78 10 mg, 20 mg, 40 mg
1.6

SENC IS 2 AR DLE IS B3 5 Bk

Uncommon
DEMED, B, BECG 2y, AM~7 v v (IEEAAEERE
FEOWEZSM) | SR (EERBYEEREO S IR

Uncommon

mliE, WAL, 1ETY . i (SRR EE R DES )

Uncommon
WO IREE, B S, ERGERGR, K

Common

TR L

Uncommon

B . REERAEAG . BB e, e, R, R R,
R, BEZ PR, S5, BB

Rare

eSS OENTEBS K

JIT HELE R B

Common
TR e B e
Uncommon
NEFE

Rare

HFs. i, TR

Common

L (G SN REHEEDRNSESERBEBEET, T
LB M)

Uncommon

PGS, FRRIE . € O FRIE, BOGZE A, BERZ . sk i,
BERECE . BEACIR 2, mBVERE

Rare

REMERHERARIE*, AT 4 —T VR« Va Y UIERE
BEx, BN AFERERIGIN & A BEIR A D SRS,
LRy (EE) * AL, RIPIERS, BIMEE, /b
KPR Z | BIEVERIE, € O FEMERCE | ALBEVERZ . RE
BRFEZ, MBI, ZITE

Uncommon
BAffm. BAER. WRJE. e tsdm. i)y, Aiscid, A
R, VIR TIZ

Rare

BERCT e BASREE., s

=

IR

Uncommon

BARA, BRAE, MR, SR, BEEHK
Rare

PRAMGE ENER 28, IREYHE

A G K OVFL S P

Uncommon

P4

L IEE K OB 5 R pTHk R

Common

TENE

Uncommon

W7, Mo, MR
Rare

Y8

o

W PR PR AR

b=t

Uncommon
M7 7 —88m, /gL, WBC B, U 2 ER
B, iz v F o, s V= B, o~
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77U 78 10 mg, 20 mg, 40 mg

1.6 SMENCEGT D6 ARSI 5 &R
Jsa e HRFEM, N Y 7Y BT A REM,
M=z v AFa—E@hn, ~~ ~7 Uy Mgid, i ELEEi
IRBFERIEIN, 1A U o A0
Rare
M7 R, IEMEEE S b r AR 7T AT R T
£ RIERERA ., fh 7 b )Rz 7 72—

* iR AR AR D B O RITER]

wx 20 T AERBRIC IS 1T 2 IR BE IR YL TR O RER A R X, a v e FUPFHES
BEICBWT LY HEIED b,

ok U TIT AR BEAE 2L el FRGRBRIC 33 1) D9 MR E DR A RIZ OV TIE 5.1 HE SR,

IR X417 GITEH D

AT 4 =T AV a Y EGRE, TEMEREEMELR O T 7 4 X =SS
YT EBFLRT 2T XY ALy MIKT 2 EE» O ENRIBBUESOS XTI TR IS BV TR
HlTe, AT 4 —T VRV ayy R O i3 B SE R ARE 13, /K SRR 48
e ONRAINE % 1 5 EEATHE D ERIZ I L > TRBIT T b b, 7=7F Y 2%y MIxtT 5
BOERS T, RIEEOBLR BB RES . £ EIRIBIETRZ 72 S X - THEMT T b b K
JEROG . FEREWZS, BAMTEIE, FEE /MR E & OGP RREREE N 72 & o iR Fag s LU
H— IO OB 5 URME R EMEE R 25 WA OV 23k Z&nbd (441H
ZH).,

A EFEAEIX, — IS, TREBALA | v ALINICEE® b, £ 0%, i EFEED R A 1L,
WFR] ORI P> TR 9%, JRBEIETEIAHERE S NS (42 K44 THSM),

HEE 5% FA S e
LT 7 7 7o DY
T2 XVARAEy hETRTY )= i L BEAL EERE I FHE R XL
FLORENCE (FLO-01) #BRIZH\NT (iR FHIBEMERE S k- DAL A 52T 5 TLS O H %
ENDEmEDOY A 71285 346 4 DEFE) . FIEFHICBNT 114 (64%) T OO
22 4 (6.4%) DBF BV CEIERANRD biviz, BHEAOI X, BEIHEE TH o7,
AFHJIZ, FLORENCE #BR TiL, #WZEIZB T 2 EUIxT %5 ADENURIC Off FHRRERIC bk
LT, ATD 3 SORIWERZRE, Fil-/e etk FOBMEEIRE L o7 (Ao 11258
)

CafRBE

HE— By EMT vy 7 o JEVEER

Mg R

FE— Ay - Hi
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

BIVEH DV O

EHRMOEGE%., BWERAORWOFREIIEETH D, JHITL ERLOF RN L it
INT U ADKGI 7T =X U TN RREE T2 D, EIFEEEF I, BIEH OB WA fHER V ICED
HINDEEOREV AT LEFEHLTHET LI Z L0k OLN TN D,

4.9 BEEE
W ER G EEIT LTI, RHER L O FRRE TR 5 2 &,

5. RERME

M
ﬂ
i
ﬁ

SRV : FORBIAN, JREVER AT T 5 1A, ATC =— I : MO4AAO3

TEHET

JREEITE FOT Y RO EKENTHY | e RX T TF oo U F U RO A r—
REBUTERSND, ERREBOMERIL, ¥V F oA —8 (X0) 2LV filtxhn
Do 77XV ALy ME, BRIIC XO ZHEL, MFRBELZIKTIE6EIEE LD
22T UNTFT Y —NiFERTHD, 72TV ALy M, NRETY ARG XO [HE
. (NP-SIXO) T, invitro [HEEH KiIZ 1T/ BRI THD, 727XV AZ v IR
SNTIBEITCHD XO ZNICHETHZ LM TND, 727X Y A Ey MNIRFEET, 7
Urie) IV ET 22 0olEE (V7= - T 7 IS =8, e ARAFF T
TT =V RARIRVN T AT 2T =B ARF UBRARI RNV T AT 2T —8,
FduFIr—U VERRIEEZ LT ) X7 LAY RIRARY 7 —8) ZHE LRV,

IR I A e e OV2Z At

IR

ADENURIC DA 0L, 4101 44 O &R ERMAE & OV BUEFE 25t 5 & LTSz 3 DD
I AHERZ VB (2 DEARFZ /L APEX KUY FACT B &k OLL T IZREHE S 5 BIN8Y 72
CONFIRMS #8#) (CBWTHEIESN TS, K5 N AHE AR Z ViR T, ADENURIC (37 =7
U = X0 MyERBEZART S 2 ORELZHERT 5 2 L PGEES -, APEX X TOVFCT
BROA MO FEFME HIX, &EO 3 » AHICHT 28 H OMmiEREIED. 6.0 mg/dL (357
umol/L) Aiiis T - 7= BEF DEIE TH > 7-, ADENURIC DIRFEKRBEITFERNH SN E 72 o7z
BN 7245 111 4§ CONFIRMS 5B ©, A2 EEEMTE B 1%, R ASkBER S I81T 2 I iE JRER
A% 6.0 mg/dL KRl DOBEOEIE TH o7z, Lt BRI BHEE I Z Ehieh o7z 42H
ZH),
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77U 78 10 mg, 20 mg, 40 mg
1.6 SAEICIS T DRI B3 2 &k
APEX# e 7 a7 ) ) — VRO T ZvARMRO 7 = 7% Y 24~ Ntk gk (APEX)

X, F LA, MEA ., “EER, ZiiskdE, 28 BB Ch o7z, 102 HDEEE, 7
7B AR#E (n=134), ADENURIC 80 mg 1 H 1 [E# 5 (n=267)., ADENURIC 120 mg 1 H 1 [E[#
5B (n=269), ADENURIC 240 mg 1 H 1 Fl# 5/ (n=134) XiZ7 w7V ) — A58 (X—
ATA MR LT F =2 1.5mg/dL BLFOREIZIZ300mg 1 H 1A (n=258) iI~_X—RA 7
A VIMIEF 7 LT F =2 1.5 mg/dL Zi#8 % 2.0 mg/dL L F OB 21X 100mg 1 H 18] (n=10)
5 OWTINICEELEIN Le, 727XV A v 240 mg (HERBAKHED 2 %) 2%
QT E S Lz,

APEX 3B TlX, sUA @ 6 mg/dL AT (357 umol/L) ZEERK=RIZ33\V T ADENURIC 80 mg 1 H 1
[l$2 5 TV ADENURIC 120 mg 1 H 1 FI#& 5230\ Fnd, 7e 7Y 7 —/1300mg (n=258) /100
mg (n=10) HEGHEIV | MIICARICERICERZ R L (R2 KUK 1 ZH),

FACT #le: 7 =7 X% VY AL v RO 7T a7 ) —/ Ll ekl (FACT) 1%, &5 N1FE, %
Eib, —HEEWH, itk 52 WERBR Th -7z, H#H 760 4 %, ADENURIC 80 mg 1 H
1 [#] (n=256) , ADENURIC 120 mg 1 H 1 [8] (n=251) <7 27U /—/L- 300 mg 1 H 1 7] (n=253)
DWNT I HEAEZTIT Lz,

FACT RBRICEB W T, sUA % 6 mg/dL (357 pmol/L) LA FIZIE F &¥Z D& #4254 C.
ADENURIC 80 mg } OV ADENURIC 120 mgl H 1 [ 58ERWTFt ,. 7 e 7 U 2 —/L 300 mg 1
A 1EES L FEHICERICENLTWD Z LR Ehi,

R 2ICEEAHMEFGE B OFEREME L RT,
xz2:

1 75 FRERME DS 6.0mg/dL (357pmol/L) Kifs T - I BEDEIS
B3y AR5 A 1 EO%REE

B ADENURIC 80 mg ADENURIC 120 mg Tary ) —u
1 H1ME 1 H1ME 300/
100 mgl A 18!
APEX 48%* 65%*," 22%
(28 i) (n=262) (n=269) (n=268)
FACT 53%%* 62%* 21%
(52 i) (n=255) (n=250) (n=251)
At 51%* 63%*," 22%
e S (n=517) (n=519) (n=519)
'100 mgl B 1 [E#5 (n=10: MiEF 27 L7 F =272 1.5 mg/dL Z#8 % 2.0 mg/dL L FOEE) X
1£300mgl H 1[a#&5 (n=509) OFERESHO-DIZT—LENT,
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77U 78 10 mg, 20 mg, 40 mg
1.6 SAEICIS T DRI B3 2 &k
*Ta 7Y =L L DHEICBNT p<0.001, 80 mg & D HHRIZIST p<0.001
ADENURIC O[5 R FREAR T 2h 31, B2 T - 7=, MIiFRERIED 6.0 mg/dL (357
pumol/L) A~ T 1355 2 WD kpehs £ TR b, HEGHMZ8@ U TR s niz, 2o
D A B R X LR D D OFIEHEEC I 1T 2 ) M iE IRELE ORI b A2 X 1 ISR T,

X1 2% IR X VERER TR i iE REERE

ADENURIC 80 mg

FHy (LSEM) MUIERERE (mg/dl)

ADENURIC 120 mg

ADENURIC 240 mg
2
w2524 6 8 12 16 20 24 28 32 36 40 44 48 52

Bl=baseline SEM=standard error of the mean

R BESOLNTe Y 2 —1300mg 1 B 1EEEEZSZT7-, MiG7 L7 F=01.5
~2.0 mg/dL THHo72HEH 104135100 mg 1 B 1 [ 552515 7=, (APEX B B
2684 104), 77 XY AX v h240mg &V, HEERKHED 2EHETD Y
B S A N DL ool i b= 11 D sl

CONFIRMS #5% : CONFIRMS #ERI%, /B &L OVEREIEEE IZBWT, 727 %V R4
v b 40 mg KOV 80 mg DEZEMER O MEEZT v~ ) 7 —/L 300 mg XIE 200 mg & LLEEEAf§
L1280 26 FRIOF 1 FHIEIEA L5 R CTh -7, B 2269 44 % ADENURIC 40 mg @ 1
H 1[E%5 (n=757). ADENURIC80mg ® 1 H 1 [H#&45- (n=756) X7 v~V J—/L 300/200
mg @ 1 A 1[1&EE (n=756) OWTINTEEREIN Lz, 65%LL Lo BH PR~
BIgREREE (Z LT F =2 - 7 U T TR 30~89mL/%y) A LT\, 26 B OIS,
JEREVED T REMBHAHT iz,
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

BeA& SR B TIIE JRERME Y 6.0 mg/dL (357 pmol/L) Kifi CH - BEFEDOEIAIE, 7 =7
XY ALy h40mg TiE45%, 7 = 7% Y A X v b 80mg Tl 67% KT 17U/ —/1 300/200
mg Tl 2% Th o7,

B REREIE i 7 0 — 7D 3 BVl

APEX BB Tl, BHmfEFEEE 404 (N—AT7 A4 VER 7 LT F =008 1.5 mg/dL Z i
Z 2.0mg/dL LLF) ZXBICAMEEBRF Lz, 77V ) — W IEEA BN S - BRgREREE
PR IR LTI, 100 mg 1 B 1 [EEGO ERBET Sz, 7ue7 U /7 —100mg 1 B 1 [A#
BT 7 | REED 0%12%F L, ADENURIC % 5- 5 D 44% (80mg 1 H 1 [A]), 45% (120 mg
1 H1ED) RU60% (240mg 1 H 1 [E) A NMEOTEEFNRE B 22k L7z,

BHEBE DOIRIEIZEI O & T HERE O MG REEEAR T RICERIRIICH BRI O bR o 7o
(IE 5 B HERERE C 58% M OVER FEE B HEREAR T - C 55%)

CONFIRMS & Tl i JE M OVBERERE 5 B DT 7 1 AT 7 ¢ TITHLE S, 55,
BEHE D B B OB RERERE S GRBRG R EE D 65%) 2B\ T, MIERERMEZL 6 mg/dL A £ T
BWFSELZEICELT, 7=7F V2% MIT7 a7V /7 —/1300 mg/200 mg £V HHEIC
HhThHDHZ ENRINTZ,

sUA 2310 mg/dL LA _EDEE 7 27— 70D 3= Z7 il E H
BE DK 40% (APEX L ONFACT iRz #i5) TX—A T A D sUA 7 10mg/dL L ETH -
oo 2OV T T N—TIZBWC, 7u7 U /—/L300mg/100mg @ 1 H 1 [FHF5HIZHBIT 5 9%
KO 7 B RBECEIT D 0%I2%F L, ADENURIC 5 HE D 41% (80 mg 1 H 1 [A1#5) . 48%
(120 mg 1 H 1 [E#5) KTU66% (240mg 1 B 1 [E#E) NEIMEO EEFHMHEE (K& 3 [E
D HKBERFIZI T sUA 28 6.0 mg/dL A3) & 2L L 7=,

CONFIRMS #ERIZIE VT, N—R2 T A MIEREEEA 10 mg/dL PL BT - 7= B3 THhE
O EHMIEE (BB IZ I 1T D sUA 28 6.0 mg/dL i) &R L7-BEOEIARIL., 7=
TXY ALy F40mg D 1 A 1A EE T27% (66/249), 727XV AKX v 80 mgd 1 H
1 [ 55 T 49% (125/254), = LT, 7a 7 /—/L 300 mg200 mg ® 1 A 1 [E[# 5 BH T
31% (72/230) Th o7z,

AR T - WRIENED G & DB L L e DS

APEX ik : 8 W O PRI, W EBIEOREREEZ ML LIEBEOHGIT, 727 F VR
%y h80mg (28%)., 717V /—/L 300 mg (23%) MONTFTER (20%) LibiklL, 7 =7
XV AKXy b 120mg (36%) HHERED TN RENZ EIURE NI, BT TEEIR& ML,
Z Dk, FERORGEIZE > TR Uiz, % 8 L H 28 WD, 46~55%0D B M3 BAIEIED
RREEZ T, RBRE%EO 4 HE (5 24~288) TiX, 7= 7%V ZAH v b 80mg, 120 mg #
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

D 15%, 7r7Y 7 —/L 300 mg BED 14% K N7 7 B REED 20%DHEERF 12 I3 T JEFEED
O BTz,

FACT 3% : 8 HH O TR T, JHEBIEOIREALE L LE-BEOERT, 727XV R
%k 80mg (22%) KO 7Y /~zv300mg (21%) LH#EEL, 727 %Y A X > b 120 mg

(36%) HEREDTNRENWZ RS nic, 8BEHDOTHHIRHE, FEIEOFRAERITIEML, £
D%, FEH ORI L > THRA D Uiz (58 8~52 O RBIZI T 64% K% Y 70%D H5RE 3
I B FEVE DI & 52 (T 72) o # BRI 1% 0D 4 B[R] (5 49~52 1) TIX, 7 =7 % Y XX v | 80 mg,
120 mg #£D 6~8% K V7 27U / —/1 300 mg FED 11%DHEERZ 12 I THRJEFEIENTE O H i
77

o EEVEDIRIR &2 B LI OIS (APEX M OVFACT #BR) 135 WIMR% O 328 (56
20 A~ 24 T D 49 H~52 WD) TEHMIERERIEA 6.0 mg/dL ukfv&)otﬁi‘cﬁ UR
SR PREAEDS 6.0 mg/dL A, 5.0 mg/dL A3 X% 4.0 mg/dL AT L2 TRV 2 &8
IRE T,

CONFIRMS #RERICIHWNT (B 1 B~ 6 H), MEBIEOIHERE L LE L LIcBHEORIEIL
T T XAy F8Omg BETIE31%, TR U ) —ARETIE25% CThHoTz, 72T H Y AH
v b 80 mg A & 40 mg BEDO ] TR AFAIEDOIREZME L L TV D BHFORIEIZEITRD bk
Mmooz,

RHYFH B RAER 7

EXCEL % (C02-021) : Excel #BaiX, 5 NI AR Z LB (APEX XX FACT) #5 7T L
B AR e L2 3EMOKE M HH, FFEM. St EiEak, 7o) 2 —Lxti,
ZRMER R Th-7-, ADENURIC 80 mg 1 H 1 [A[#%5-8£D 649 4, ADENURIC120 mg 1 H
1 [EFGHED 292 4 K OT 7Y 7 —1300/100mg 1 H 1[G 145 4 DEF 1,086 4 D
BEDBEL ST, K 69% D BHE T, kN2 E LIoIGR Z T 272D ORI DL T %
WEEE Lehno Tz, 3 [ELEEE LT sUA E2Y 6.0 mg/dL % 8 x 72 B3 Cid& 5083 1k S vz,

MIGRIEAEIX, R ORBIZ b b TR s (T7ebb, 7=27F Y AFX v b 80 mg
KON 120 mg CIRWE 2 BlE L7235 D 91% K TN 93%I28\ T, 36 » HFFD sUA X 6 mg/dL A
Th-oT2),

3EMOT —H TlE, 16~24 » AR LN 30~36 » HERICEB W TR EFRIED T2 O DIEE & Vs

EL LIEBEDOEEIZ4%THY (Thbb, 96% % B2 5 BENRIEOT-DICIERE LB L L
2o tn) . REBIEORERDIK A RENT,
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

BRI LEELTRRE LT 727XV AFX v F80mg XX 120mg 1 H 1 [Bl1& 5% 5 177 &
FDOZNTI 46% K DN 38%IZB VN T, X—R T A bt kbi & TITRFEME O fa ml 472 Jm
EFEEI 2 eI LT,

FOCUS 7 (TMX-01-005) (%, TMX-00-004 FHERIZFBWT4HMBO 7 =7 F VY XA & v FD
BEEREGZE T LIEBEFEL R E L SEMOFE M, FEEMR. EER. ShsxttFE, 24
PEILEERRBR Ch o7, 116 L DOBEVREZKIIL, 727 F YAy F 80 mg D 1 H 1 [B[F5)
SBIME S NTZ, 62%D BEFIZEBW T sUA & 6mg/dL Kiili THERFT 27200 BRI A LE L X
T, 38%DBF BN TR LZE LI HEE ZRT 27200 HERTGINLE L Shi,

A RBERFIZ 331 D I IRERME DY 6.0 mg/dL (357 pmol /L) Kjiii T - 7= FBF OEIGIT, &
T T X AS y MEERET80% A2 T2 (81~100%),

O FHERIRRBRC, 7= 7% VY A ¥ v MG BEFITREOTFHERERTENEO LN
(5.0%), ZNHOFRAERIT R ) — /L THESNTIER (42%) LRETH-oZ (44
HEH), RYEERIERRERCIX, TSHERM (5.5 plU/mL) 7 =7 %Y A ¥ v MR
& (5.5%) kOT w7 ) —L&G558% (5.8%) TRO LIV (44 HSH),

BB I (RAE

FLORENCE (FLO-01) #ERCI&, MEEAABUEWRED 7B &k ONR#IZI1T 5 ADENURIC DA
SR R OV 33l £ 4172, ADENURIC (X, 7= 7Y /—/L &l LT, KV #EL, 22D,
K0 RGE 7R SR FIEPEA R L7z,

FLORENCE /%, ADENURIC 120mg ® 1 H 1 [Fl& 5L 7 a7 7 —/L 200~600 mg D& H £
H (7a7V )=o) 1 B [EERERFZE] 3497 £ 112.90 mg) Z MiEREEEOEHIC
ONWTHE L7 BEAE (1:1), —EER, HIHNMAERZLRABR T, BWEESIT, 7TH
TV )= VEREOBEMTH D, HHWE, TAT IV I—PRICT 7 A TERWEE L S,
FEFMEE X, X—AT A U HH 8 HH F TOMmFEREMR FEiE (AUC sUAL-8) KON
W7 L7 F=r (sC) fHOELE STz,

BIRE LT, AFRIEEZZIT 5, EERBEGEIEOPEENLSED Y 27126 5 MK 7Y
TR S 346 £ 038 £ 7=, Y AUC sUAL-8 (mgxh/dl) %, ADENURIC #5-FE238C
BAEIENZ EDVRENTZ(514.0 = 22571 vs. 708.0 £ 23442 /s - Fe 175 :-196.794 [95%
{EHEXH] : -238.600~-154.988], p<.0001), & HIZ, FHIMIGEREMEIL, 1AL 24 K] LA
B, e OV D% DT OB EIZIV T, ADENURIC # 5EEICB W TAH BN Z L AVRENT-,
Mg 7 L7 F =2 O (%) 1220 TiL, ADENURIC &7 n 7Y/ —/LOMICAHEZIX
RO B0 T (-0.83+26.98 vs. -4.92+16.70, fie/h I FE $ 4.0970 [95%(EHHIXH] : -0.6467
~8.8406], p=0.0903), EIKAIFHEEE 2B L Clx, A& TLS (ADENURIC X7 w7V /
— IVERIZ BN TH 4 8.1%M% 1V9.2% A%t U A 7 :0.875[95%15 #HIX [ : 0.4408~1.7369 ], p=0.8488)
& B WILEFREY TLS (ADENURIC KOV v 7Y J — ABEZHB W THE 2 1.7%MK N 1.2%, FHxEY
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

A7 10994 [95%(EHHIXH 1 0.9691~1.0199], p=1.0000) DFARIZHAEEITRD LR
Tz AEIRHRBE R K OYEIR, W NTE A FE RIS OFEAE=RIL, ADENURIC K7 07l /) —
IERIZEBWNT, &%, 67.6% vs. 64.7%K% X 6.4% vs. 6.4% T >7=, FLORENCE RERIZI\\ T,
ADENURIC X, 7 a7V ) =522 T 5 TETCHoT2BEIZRBNT, 7rrl /—L bt
i L C RV ENMIEIRIEEO 2> s —/L&EGE L7z, BiREATlL, ADENURIC %7 A7
J—EB L LT — 213720,

IR BEAMHIR N2 o e BE IR EOBMEOBEE TLS BFICBIT 5727 F Y A X v b D
B IIEJ Q22 IR S TU R,

5.2 EWERESHE

fERBRE I 7 = 7% Y A X v b 10 mg~120 mg Z B[\ N ER G LR, 7=7F% Y
ZZ oy b O RIMAETIRE (Cmax) M OMMAE TR E ## FimfE (AUC) 1T EEEIRICHEm L
Teo 7x27F YV ALy FD 120 mg~300 mg DJHETIEL, HELHHMEZEZ D AUC HINAFRD
BTV D, 10~240 mg O 24 FfiifaEO &5 CIXIE TEERERIGRO by, 727 %Y
ALy SO RENT OV EAAERR (611/2) 13, K 5~8 KR TH 5,

ADENURIC O 40~240 mg % 1 H 1 [Al$% 5 & v @ R B MR & OV BUEE 211 44 % #4124k
SR, AN F AT HHE LT, —WIE LR CHEE S5 7 = 7% Y A5 o |3
/57 A — 2 IR E O & B L TR Y | IR R BB B OB/ 5
NFFIARET D = L BB IS,

R

T2 T XY ALy MIERHIC (tmax 1.0~1.5 BifE]) . £ FI0RINEN D (84%LL 1),
80 mg & UM 120 mg DHEIIE 1 A 1 FIERAH 5% O Cmax 1%, 4 #)2.8~3.2 pg/mL K
50~53 pg/mL ThbH, 77XV REy MERIOMASA AT XT A4 )T ¢ 13Et ST
I/\fcﬁb\o

EIEEREEHIC80mg 2 1 H 1 FIKEROES XX 120 mg & Hila# 5 L7 #E%, Cmax IX
K2 49% K N 38%(K T L, AUC 1T 18% K TN 16%IE F L7, LiL., B E (80 mg KIEHKS)
TRERAVIZERO & 2 g FIRFEER T RITFE O e o7, L7275 > T ADENURIC (Z 85
BEETDHZ LR RAFRETH D,

e

72T XYV ALy FD 10~300 mg ZEAEE LIk DOBRINT OEFIREBLSAARFE (Vss/F)
X, 29~75L CTh b, 7 =7 F YV RAH v MOMBEERFEGHFITN 99.2% T, (LT VT IV),
80 mg & % 120 mg FE CTiEET HIREHIPH T —E LTV 5, TEMAEIED O MR Ak &R0
82%~91% T 5,
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77U 78 10 mg, 20 mg, 40 mg
1.6 AEICE T A2EHARNEICEET 288

EEAETE

T TRV ARy NI, vV = YooV )V 5 A7 =5 —F (UDPGT) %
FARICE DA RO B 7 v L PA5S0 (CYP) RICK Dbz TRFMRAIAH SN D, 4 T
DIFEWFHNEEDO B R a2 HbRETEDAFRE S, 2055 3 FEAe MERTEL 5,
b MFIZ7 8 Y —2A0in vitro i BRIC KV | EREERLARETED 2> EIZ.CYP1AL,CYP1A2,CYP2C8
X% CYP2CY IZ X VAR S, 7=7F Y A% v b - 77 v=RiEFEIZ, UGTIAL,
UGTI1A8 P UGTIA9 IT L W AR S D Z & RS LT,

HEH

727 F Y ALy MIFROBEOmBKKICE VPN D, 14C Bk 7 = 7%V 2K v hO
80 mg AR HEG%, HEDK 49% B IRHICKREMETZ 27XV 2% v b (3%) ., IEEDED
Ty Zra=FK (30%) . BEEOBAEHEY K O OREHE (13%) NS, £ 0o
AHORBIEY (3%) & L THRt =7z, R Rt Ofh, HEDK 45% MEHIc, REIKT
7RV ZEZ v b (12%), TEHEEOT v s Zra=F (1%). Z OB OBILIHEYD
KGR (25%) 72 b N Z DO AR ORI (7%) & L THRitS 7z,

B el 2

WL TR RE SR E E O B RERE E 1 Z ADENURIC 80 mg & i # 5 LT-fE 58, 7 = 7%
Y AH y RO Cmax [ZIEH BHEREEIRE & OEE RIS ehole, 727X Y AX v hOFLR
AUC 1L, IEWEHERERED 7.5 ngh/mL (2% U B BAERERREERECTIX 13.2 pgh/mL H V. K 1.8
TR To, TEMHEREPEY O Cmax e N AUC 1E, & 22 5N 4 5@ o7, LavL, B
TSR DR HEREIR T ERE ~OR 5 THEMREIIARETH 5,

HFHERENT T2

#2FE (Child - Pugh 23%67 7 A A) XIXHZEFE (Child - Pugh 7087 7 2 B) DO FHEREREE B
#~~ ADENURIC 80 mg % )X{E# 5 L7k, 727 % Y 24 v MIFEONCZ ORHEEY O Cmax
JOY AUC (ZIEF ITFHSRERRE & OF B AR R o Tz, EEFFEFEIST (Child - Pugh 538
77 A C) BENGORRITIM S TVR,

FEhii
ERE 2 ADENURIC Z K OHRG LR, 7=27F%F VA ¥ v X320 RE D AUC
IR E OB A & ORICABEREZZRO R o712,

PERI

ADENURIC % iER O &5 U7zfE %, Cmax KOV AUC X B ME X 0 2ot T % . 24% K% O 12%
Eolz, LML, KEIZCOWTHIE L7- Cmax XN AUC TR LBZEZRBD -T2, PR
WCHS L HERASIIARETH 5,
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

5.3 HIERKREMT—4%
FHERAGERIZIB T 2R FRIE, —MRICRKE MRERZEBEXIZRE TRO LA TND,

T, BEJFIE, AIHRES )~ D

HEZ > P T, B MBEEEOK 1 AN OEHER T, IV F Ufa b B L7 kDR
(AT LB N OAT LRGS AU) ORI A BNz iR 7z, Mkt~ 23037 v b
DT S EDOMOEER OGN ZBO 720 o7, EFiThilid, Bk ~7 Y
R R ORI K2 b DT BRRER S I3EEEO 2 WFELR L b s,

—IHEOFEHER R R E R T, AV FRICEIED b 5 B EmEERIEERD b ko Tz,

Tz T XY ALy MO 48 mgkg/H LU T ORE OG- Tl WEREZ > N OUEZME L OVAESREE S~
DRBITHEO IR o T,

717#72&9%&5’&5&@@&? fear ST IR~ FEEEN Z R =T A
WO T, Ty D MEEEOK 43 FORGIZIY | BEFLERE T KO AR
0%%ET%#Ol%ﬂ@% b7z, HIRT >~ bt MREREOK 4.3 FOHEL OIERD &

¥t MEEEON BEOHELZEG LB ERECIL, BAaEZRD o7,

6. SRBFESE

6.1 &HmH—%&

BEREHT
T h—A—KF
st L e — 2
ATT VW~ TRV T L
E Fex o lklro—=A
JHAFNAB—ZF FY 7L
avA RRKME U B

R 2 —F 2
F/NRT A1 (BEf), 85F42129 FaLd A
AR E= L7 )L=a—)L
“EefkF# v (E171)
~ 7 11—/ 3350
Zvy
wafE{bek (E172)
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

6.2 EEER

R

6.3 AXhEAR
34

6.4 REICHTLIHNGERE
AR S DPRAFIZ RN R /IR ETH D,

6.5 ZBHROHEBERUAREY
14 82N OB (Aclat/PVC/T VI = L) T U REZ—Ry

ADENURIC 120 mg 1%, 14 5E, 28 HE, 42 HE, 56 HE, 84 SER VRV EED T )V La—T (7
FEAND Ny 7 TAFHHRETH D,

BNy I YA ZRHIRES TN D DU TIEAR,

6.6 EREICETIHINGEE
FrEsmiie L,

1. EEmRARRGE
Menarini International Operations Luxembourg S.A.
1, Avenue de la Gare, L-1611 Luxembourg

Luxembourg

8. ERXRGTRARES
EU/1/08/447/003
EU/1/08/447/004
EU/1/08/447/009
EU/1/08/447/010
EU/1/08/447/011
EU/1/08/447/012

9. YEITERASZER . AEAEHHE
WIE TR AZEH : 2008 44 H 21 H
AEREHIH - 20124E 12 H 20 H

10. AXEHEAR
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77U 78 10 mg, 20 mg, 40 mg
1.6 HEICI T D EHRDOLE IS 2 &R

AREFLICBE T D2MERIT. BINEESTOY =7 %4 (http://www.ema.europa.eu) 7>5
AFARETH D,
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7 =7V 7§ 10mg, 20 mg, 40 mg
1.6 FAEICIH T D IRIEFICEI T 2 &k

Company Core Data Sheet
(CCDS)
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Company Core Data Sheet — Febuxostat Tablets

Company Core Data Sheet (CCDS)

for

Febuxostat
Tablets

Version: [
Effective Date: _

Febuxostat CCDS (Vergl) Page 1/16

TELJIN PHARMA LIMITED
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2z 7YY 10 mg

2718 20 mg

2178 40 mg
EEMRERTARBEE—TNEEREHE

1.7 RBEER&S—E

BANT7—IHKXEtt



727U JEE

10 mg, 20 mg, 40 mg

1.7 [RIFEE 0 — T
1.7 RER&E—
® 1.7-1 AREEMSE—EX (1)
—HE 1 2
— AR ()| 7 =T X ALy b FAT Y H—E GBIs 1R Z)
(Febuxostat) (Rasburicase (Genetical
Recombination) ]
W 7e4 TxT7 VI8 10mg,/ 7 =7 VI TAVT v mlEEEH 1.5mg/ T
20mg,/ 7 =7V 7 §E 40mg 2V T v 7 K EEN 7.5mg
=4 MNT 7 —~ R &t ¥ 7 4 Rt
HKERAEH A - 2009 410 H 16 H
MR B — —
HEAFAA —
FiL X5y R ZE 1 FE BARE, AL SR,
b CH
Nn..“% COH
7 | =S

C16H16N203S 1 316.37

Ci523H2383N4170462S7 : 34,151.19

IR - 5 PEF| : 10mg, 20mg, 40mg (7 =7 | EHA] : 1.5mg, 7.5mg (T AT U H
¥YAL Y hELT) —Y (BfzF##az) L0
SHHE - R LB, PRI e DS AAL BN AL = PRI S
2. DAAVERFNAE S IR L SE
Mk - H& 1. JEE\, (= RER M WH ., AT YL —FLE LT
WE. RACIE 7 27 F Y A& 0.2 mgkg & 1 B 1[E] 30 55LL BT
ELT1H 10mg X VBEIRAL, 1H1g£%ﬁﬁﬁé SN &ﬁﬁﬁ
[ER 545, ZO%ITihREE wKT BRET D,
EEEZR LN MBS T TRA
WZHET 5, MERFFEITEE 1B 1 [
40mg T, FBFOWEITIL U Tl
W2, RKEHEIT 1B 1 [E
60mg &9 5,
2. DAAVERFNAE S EIR IR fLSE
NN PN 17I7%/x5/%
L LT 60mg & 1 H 1 [nfE 45+
60
& — 2015 4 5 HEGT (5 3 i)




727U JEE

10 mg, 20 mg, 40 mg

1.7 [FFERZhdh—Fa3k

x 172 RAERMG—ER (2)

—HEE S 3 4
— A R Tazy ) —u == S
(E4) (Allopurinol) (Topiroxostat)
W44 PArY v 78 50/ FAm)y 7 ELIES: ey 7§ 20mg b
#E 100 vrl v 78 40mg,/ bR Y v

#E 60mg
=FbF v U T Ty 7 BE 20mg, U
V7T v 78 40mg/ 7 VT T v
#E 60mg

=ttt 70 e AI AT T A RS RS E R
MRSt = b A Ze pr

HERAEA R 200243 H 11 H 201346 H 28 H

(A= U > 7 §E50)
1977412 H 12 H
(A= U v 7§ 100)

FRFmAEH B Rk 11410 A 7 H -

HEAFEHA - —

B X5y A7 2 = FE R 2 = H

b

i CN
/T ¢-..__—,/"r‘{.‘_::_‘_
“.Q\\\ ) | "/-‘\ N///\ //\N

N—NH

el

C5H4N4O + 136.11

C13H8N6 + 248.24

BER T
AT - 5kt

7 4V 3— MEE 50 mg, 100 mg

BEA : 20 mg, 40 mg, 60 mg

RIRE « R

TROGAITEIT D &R B MLE D
ZIE
SR E. = IRERIIE 2 £ O & M SE

TR\, e PR IR I E

& - &

WE AT BETe 7Y ) —
& LT 200~300mg % 2~3 [A|Z4y
FTEBICROKEGT 5, Filn, JE
WIZ L0 T 5,

HHE, RAZIZ R Y 2y B
ELT1H20mg L VBHGAEL. 1 H 2
FIEA A IZRR ARG 5, 0%
HRBAIE Z MR L 72 3 HALEERIZIS U
TIRA I ET 5, MEFrRITER 1
Bl 60mg % 1 H 2[Rl & L, B OIRHE
(I U Cl a5 28, KRR G
T 1A 80mg # 1 H 2[R &5,

%

2015 4F 3 HekGET (B8 16 i)

2014 £ 9 HekET (G 3 i)




77U 78 10mg, 20 mg, 40 mg

1.7 [AIfERZh S — &

x 1.7-3RAERMM—ER (3)

—HE S 1

— XA 4L FR 7 x7 %Y AH v I (Febuxostat)

(B7e4 —2=41) | 7 =7V 76 10mg, 20mg, 40mg—ii A7 7 —~ R4
A EoFEE (22 (ROBEICEBEELENIE)]

1. ARFN ORI R UBHEUE DBEFERE D & % B

2. ANAT NV UK ULT VF AT v EEG TR oBE [(FREER] OESE]

< - DA BT S Lo >

1. R, DR I
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RSB L, BBz RZFORBUERNEER LG A IITE SICmA O&R G 2 Hhikd
5T &,

¥FRLE BRERAER - BEAE B - SIRAF
N NARBEF FE OB S GREMEMmE %) | BFITARHTH 5,
NRELIZEDHRENDH D,
BT RNT U MHRELK  (Stevens-Johnson SEERE, | BT IZAHI CTH D, FICEHEED
BAEIR ) 2N BLLC L oMEDR| HHEE TIIEERT DI &,
b5,
[ =P =a=t FRE QWSS (BIE, 2HEO| BFILIAHATH 5.
TYR ) DR LI EoWERD
5,
Ty FIBORBNEINT 5 & OMEN| FIIAHTH D08, AFIE-1E
H5, EIRBIEIZE D T e ) o
BRI 23 R S 4 D AT REME S
HEhTna,
4. BIWEA

FHAIER] 2866 B, 118 1 (4.1%) OERHWEADBE O b, RFERF~19734F7 AETo
HEE) B, AEIOIHEENREHTERVWEWER 2 &L,

(1) EXTEER

1) hEHREEFERMABALE (Toxic Epidermal Necrolysis : TEN), REHEIEIBEEE
(Stevens—Johnson fEE#E) . KPR E R, BEEEEHFOERTREERESE (HE LY
ED) @AsEmE R EERHED) RhLbNb 2 Enb 5, FrICATREE LB e
W aphs) LI, BEERRIFETZLE221305, 1o T, BE, BBENREDLNZ
BEIIE, BEbicEEZ2 Rk L, HRE LW L, £, AT a4 FHRIOR5EED) 7
WUEZEITH Z &,

2) Yavy, PFI745FP—ER GEERHEY) AHobhbZtNbH5DT, Bl
B +3ITV, BEPRD ONTGE I ER G 2P IE LE RAEEITH Z &,

3) BETBMEM, AmBRED, MEHIKE, M/OREY BEERHTY) BH5bnb
ZLERHDHDOT, BENPRDONT-HGEITR S 2 IE LR R LE 2175 2 &y

4) BUERFREOEELIHERES. 8EH GEERHEY) Rb0bN5Z LNRHHDT,
HENRD ONEEIIEHE 2Pl LB 2B E21TH 2 &,

5 BARL, BEFL20OBEE, MENMBAZSOBEE GHERHSY) BHobnsZ i
HDHDOT, BENROLNGHEITHREE P IE LEY @ a217o 2 &,

6) BAZtEMi% EETRHEY) RHLbN5Z ERnHDDT, FEE, Wk, RN D
I BT 2N B & O -3 A2 id, BT X oA L2 Fi L, BRENEDO LN
AR5 2 Ik L@ 2R @ 21795 2 &)

7) ESEGEERE EERETEY) NS Z LN H S5O T, BE. B, CK (CPK)
E&H P ECRF I AT v EREOERN S L b -GE i3 G % ik Lt 72
WEZITH Z &,

2) #otoEIER

0. 1~5%k i 0. 1%Ri& SEERR
BEgE"? ¥ fRPE, B
Mm% 2 1fn. F Bk . 2B,
IFRERIE 2. U )
e
B X R RE T
Ml BHAIE, Bk H 4%
&, WE, T
2 5ER EHIEERK i i 1%
ZDith i =E CK (CPK) k&, BR
s, LML ILE.
AR E

1) HRERE XIS DB TIRD SN TWDEWERICOWTIIHEERF & L,
H2) ZOXIRIERDD bR IcEEEEPIETH I L,
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77U 78 10mg, 20 mg, 40 mg

1.7 [AIfERZh S — &

£ 1.7-13 RER%H

m—ExR (13)

S

]
3

S GPZAY)

7 v 7Y 7 —, (Allopurinol)

(7edh —=th)

(FAaY 7850,/ A v 7EE100— 7 T2 Y « 23 AT T4 L KASH)

5. BRE~ADRS

AR OFERBEWIZTEL LTELSHH SN L, SIS TIIEEEMETLTWAS Z &N
LW, EWILTEENEET 2B FNNHHO T, AREICEE L THERICKRS TS
L,

6. Him. ER. BIELEE~OES

(1) I SUTIER LT 5 ARtk 0 & 2@ ANCiE, 1R LR EIENEBRMEE ERlS &
SN DHEEICOAZRETHZ L, [EWFER (U R) Ok 10 HEXIEX 13 HEIC
50 KON 100mg/kg # MERENEZE G L L 2 A, IRIRICETRIERARRO bh L @G Sh T
W5, ]

2) BILTOBEAIIHREGE LW EREE LD, 2B TRETH5EAICIIRAL
ZRETSE S L, (b PR A~EKF R OFORBPIBITT D Z R RE SN TV, ]
7. MRE~ADEE

INRERI TP B BRI HENL LTV R0,

8. MRALDEE

SRANAZATHE  PTP W OEANL PTP > — b2 6B H LU CIRAT 5 X 5 #5845 Z & (PTP
— ORI LY BSOS BIEREARIA L, BIZEZEILE RS 2 LTRSS
DEERAIHELIET I ENMESLTWD),

9. TDOHDERE

1) FEHAPEFEAKEEZZL L. 1 BOREZ2LULEETDZZENEE LYV,

(2) HAENCBE T DEFRERE T, AFOBREICLY ANBERD bbbz & OREN D
Do
(3) B FERRICRB T, A& P LEEBEI. AFIOKRERGICL Y, ITFOSETSEN
WMLz EoRERD D,

(4) R (Han-Chinese) Zx%d L7V ha x5 ¢ 7TRFRIZBWT, 7arl
J =T X % R JEREIEARSE A (Stevens-Johnson JEMERE) K NP EPER B HES0AE (Lyell SiE
fEdt) SO EIEIIBRIEG D HLA B A2 MR L7-f5 58, 51 P& CoOJERF]HY HLA-B*5801
BREETHSTZEOMENRD D, £, BIOWETIE, TrF Y J—Z LV ESEGRER
FEMERE L VR B R B SEE 2 RIE L7 AR AR VT —a v R AIZBWT, £ 10
B 4 ] (40%) . 27 Bid 15 51 (55%) X HLA-B*5801 A& T -72L DEL & 5.
7235, HLA-B3 5801 DRA RITFERME TIX 20-30%I12% L. BAAKR T —r v S LTI
1-2 %Th5H,
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77U 78 10mg, 20 mg, 40 mg

1.7 [AIfERZh S — &

® 1.7-14 BRERM&—ER (14)

—HEEFE

4

—HIAL AR

B . FEn Y v Z8E20mg FE R Y v 78 40mg, FE T Y v 7 $E 60mg
“FEE vV T T v U EE2mg/ V) T T v VEE40mg U U T T v 7 §E 60mg

(res — =th)

BRAS A E e RS = Ffe 220 JERT

A EoEE

(28 (ROBEBICEEFEE LGN E) ]
1. ARRIORGZR LRBIE OBEERE D & 5 B3
2. ANVAT N TV KT VT A7) v EEGToRE [RAERH] OESR]

P <BIRER ETHRICEET SEALOZERE> ,
P ARFIOWERIC 72> TE, BRI S 2 BB 0, KB NLE & Sh b BE %)
PRBET B L, |

| <AERUREICEEY SEALOZEE> |
| IREERE THEIC X 2 IR N 1. I SRR O A A T & 0 R B 2 ORERSEE)
'mﬁ%éhé ERHDHOT, AFNOEE X 1\ 20mg 2 1 H 2 BN SRAME L, &5%
L BAN S 2 SERILAREIC 1 18] 40mg % 1 A 28], BEBIAAEA D 6 MEILAKC 1 3] 60mg % 1,
'HZE&ﬁkfétk ReZHET 52 (THRE) OHEER), 7B, %i%w
e e .
1.E§E5(ﬂ®%%kﬁﬁ§k&5?é &)

(1) HEOEHREEEOS HBEE [HEHERN R < LRMERHEL L TWHRW, ]

(2)  JFpkReRREE @&5$%[ﬁm%%#m&<£é@ﬁﬁibfwtw]

2. ERGEFMER

AANTIRERE THTH Y | mEBAEI% OmEZEME) BRI P IRREAZ KT S5 &
ERAfI g OREIETE) ZHESEL2R8E00H 5720, KA GRNTHERSI K OIS
1F) BBEDONTLEIE, EERPBIELE T, $ﬁ®&5%%%bﬁw:& E IS
Flf G- o R R GREFENE) 2AEBLL72Ha i, AROMEEZEE S5 Z & 72<
Tl ke L, ERIC KD 2be F i #XTD4F% RIEA], BIEREAT vA R
2T 2 2 &,

3. HERA

(1) $tRE= (BFALLGNWCE)

A4 5 BRRIEIR - HE T Ik WT - fabRA T

ANHT T YU AR BRI ORI 2 R | 7 FF4 7 ) v OREW A L
oAy 2 AR B BT RTY L OREEETH

LEYLFUAFLHL—PD

TYFATY EIZ LY. AADT T
ALTw, TH=r COMFEEN RS -

Nra7y J—) (FEE) T
HHNTWDH, KRS X4
FoAX X —YIHEEREZ
HOZ b, EEROTREM:
B D,
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727U JEE

10 mg, 20 mg, 40 mg

1.7 [AIfERZh S — &

x 1.7-15 AERM&M—ER (15)

S

4

—HIAL AR

B b ol v 78 20mg/ b Y v ZEE40mg PR U v 2 $E 60mg
“FEE vV T T v U EE2mg/ V) T T v VEE40mg U U T T v 7 §E 60mg

(res — =4t

MRASHE I BRUE A = Ak 2Rk EaT

(2) BtRZEE (BFRICEET S L)
R4 RSN - HEE Ik P - fElRIA T
g7y U7 7 U OFERE B S | AR & EEEE O fLE
WAHHEMERD D, [[FEpE| ERICLY, vrvor oo
RE| DIES ] Rgtam L, o7y
O i R A B F 5 A hedE
N b,
[ Vg VR IREER. MREELOY| BX T e OREEECTH D

Z7 e ORIEMZHET D
AIREMED B D

X F oAU A —EOM
EIZLY, X T e
ZEHIL, EAZERIES
ZeEnTuTY J— ()
THSHTWS, KAlLFH
LT AR v H—PIEEA
EHLoZ b, REOHE
b5,

X oFURER (FAT 4
U )

X TR (TAT 4
Vg ompERES BT
HAREMEN B D, AHI & OFH
THHAE, U F R
FloWHRICEETD Z &,

THE7 4V OREEEETH
HEYVUFUAFUHE—ED
fHEZLY, 7740V 0D
MmAPREN ERTHZENT
a7y s — (FHIE) THS
NTWob, RAG X Fo
Fx A —CHEEREZ LD
ZEMD, [FAERD FTREMED B
%

UHE )

D OMPRREED -5
T2 RN B D, AH LB
AT 2561E, v¥/vro
BREBICHEETDHZ L.

UE ) DREIEETH D
XHhoF oAU —EDM
EIZX Y @R ALD HIV
BEIIBWTYHX )0
Cmax X OVAUC BN EH3 5 =
LmTary ) —n (JEEK)
THILNTWD, AAIL X
VF AR A —VILEREM
Lo D, FEROAHE
MWRndH 5,

4. gl4EMA

[EIPN CIHE S 7= BEARBRIZI VT, 826 BiIH 292 i (35.4%) ICERMAMEY 25

LRIWER NS Hiviz, ERRWER 3 EBIE % 83 5] (10.0%). ALT (GPT) 40 62 4
(7.5%). BNTEFADZVahI=F—FEHENS8H (7.0%)., «l Irvmuruary
4 49 511 (5.9%). AST (GOT) H9hn42 65l (5.1%) Z&Th o7, [KIBEE]

(1) EXGEIMER

1) PF#%EERESE (2.9%) : AST (GOT). ALT (GPT) %o LH-%{F 5 ITHRErEE (FER
FRERERE 1T 0.2%) NH LD Z ENH DD T, AFEEFILZEMHNHMEZIT O 72
L. BEORREEZ I8 L, RENRBOONEZHEICEEBEEE2FIET A7, @)
TRAVEEAT O Z &

2) BWHBE (0.5%K0) : ZIAHRDH oD Z ENHDHDT, BEELTHITITV., R
HEHRRO LN HAIITEG 2 PIE L, @Y REEITO 2 L,
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727U JEE

10 mg, 20 mg, 40 mg

1.7 [RIFEE 0 dh — T
= 1.7-16 RIFERMm—ExR (16)
—HE S 4
— XA PR LIS hea Y v 78 20mg/ bR Y vV EE40mg b ER U v 7 §E 60mg

“FEE vV T T v U EE2mg/ V) T T v VEE40mg U U T T v 7 §E 60mg

(BR5e4 —=th) Ny AN e SN 7 = Weay i o | k=22 A
(2) ZDtDEIER
5%LL 1~5% AT 1% A5
" A%
JF R ORTE ALT (GPT) 40, AST| v -GTP 5/ LDH ¥, ey
(GOT) H#4hn JLE BN, AP HN
v il M~y Z7U% D R M7 IT7—EH,
whn A K, fndr v >
HE 0
5 R OV E# Jin SR B B e VU, DU PR, | B, RIS, iR
I+ CK (CPK) 9| CK (CPK) Jb
B M OB IRER R BNT7EFALD IR B, Irvarad| RAT7TLTI B,
Y I = =B, | VN, B, I mb s LT F =
I raTY | rasy M AN, PR BB L AR IR
N SRR AERBGE, TR
FAE
] B3
iR H i EREHE N, [ ifnER
gD, HERE 4y s
i
Z DAt Ave, MmE 5. FHE
J%
E)  TEEAREARNER) OEBR
5. MIRE~NDEE
—RICERE TITAEBEERENMET LTV 0T, Bz ot L, HECkRET L2

ko

6. iEim. ER. BIRF~O®RS

m&%Xi&%bfwéT EMED B DG ANITIT, RIE EOFRIENGERRMEZ BB 2 &
SINTHEIZDOREGEEBET D2 L, UERETO®KGIZET 2 LAMIIMENL LTHR,
it\%%£%(7/b) SERA~OBATHRSHRE STV 5, ]

QFRAF OIEANTIE, AAB G TR RS SED 2 &,
PADOBITRHE SN TND, ]

(B3R (7 v b) THIF

7. MRE~ADEE

R AERER, HrAR, SR, SR/ NRISxd 5 2 aMiImesr LTy, (R
VAR

8. HRALDIE

HRANAZATHE © PTP &) @%ﬂipn>/~rwamombfw%¢5;9%§¢5 L.

(m?/~%@hﬁ
_Lfm%m*£@§

 BEOELAEEIERE AR L, FII R B
HOHEZ DT D Z LG SN TVND)

9. ZOMHDIEE
(2 FERIOBAFRMRBRICB W T, 7 v b3) Tidk M2 1A 80mg, 1 H 2 [\ 5o M
FERIRFERE (AUC) O 1 ERTE CREMOBIT LR ALEENE, 9 1.2 5 TRBIT LB A, 5
[ CTBIEDOBAT L FLEEME /728 A, BEHIIAAN A K OVFLEEER I P IE, JRE DBAT LA A
FORAROTENSHIAIREE, ~ 7 2 4) T L7 ETHLAROBENANRBD B, 2 b O
FATRF XY T URERONTHEITRR L2 REDOEEICE S TN, B, 7y FD 52
R 53R S) TR T RO E A U 0RE T T, JREBICR T 2 BFHMER
EIIRD N2 o7,

Q)M BE TR DRI ey,

[TERR R DHS ]
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2z 7YY 10 mg

2xJ) U8 20 mg

21798 40 mg
EEAEHERTARIEETE—BEREAIHE

1.8 HIXE(E)

BAIT 77— E&tt



7 =7V 78 10mg, 20mg, 40mg
1.8 IRfI3E ()

=R/

1.8 WSMEITTE (Z2) oo 3
181 UATSCUEE (Z2) oo 3
1.82  ZhiE - 2hR. AL - HE, A EOEE () KOZORERM....ee 10

1.82.1  ZhHE « R OF DFRTEARML ..o 10
1.82.2 AL - FEEOFDOBETEARIL ...coooeeeeeeeee e 13
1823 A EDOEE () KOZDOFTERIL oo, 15
1.8.3 FIFSCIR ottt aee 21



7 =7V 78 10mg, 20mg, 40mg
1.8 WA SCE (%)

18 AHAXE ()
181 HAXE ()

FEFV RERIRH XY o F R F—BHER] | nameEEn s s | 873949
VAV s ST 151 R B L E VR IR

) B —EMEONSEIC R e o e | 10mg[ 22300AMX00419000
SVERTLZE 7 =7V 7 ofE 10mg TR 20mg | 22300AMX00421000
R iy 40mg| 22300AMX00420000

7 =71 7 ofi 20mg SRR 2011 43 A

7:’:7\9 7@5}% 40mg WRFERR LA 2011 £ 5 H

R L 2016 O H

T T XY AL y M| s 2008 44 A

Feburic® Tablets  10mg, 20mg, 40mg
(&7 IB] =iRRAF
[ FAMIRR] btk 3 45 OMBICERTR)

(3) M AALZERRIER T IIE U7 R IUE L6 DA
BIOF R O EVEFRE LT vy, AR

[ (ROBFHIZEEBELLEWNIE)] BR/S 72 \N, ]

1. ARFN DAt LI EUE OBEEIE D & 5 B

2. ANAT NIV AKRFIT FF AT (B - BE)
Bhofk (HHLER) O5sE] L RR. ERELE

WE, A7 =272 2%y R LT 1 H 10mg
FOBsEL, 1 B 1 ERROEST 5, Zo%idim R

(#ERL - 1£4K] . , _ FEAE 2 HERR L7278 & WABITIS UClir (TR %, i
Iﬁmﬁ; 1571 7k 10mg| 7 ":.:;‘m.'.‘!km‘[ 727 2 {@40mg FHRIOEE 1 A 1 [ 40mg T, BEOWRECS UCM
7 o —— T 5%, BB GIT 1A 1 1E 60mg XY %,
% 2E (18 10mg | 20mg l 10mg 2. W IALFERRIEICLE 5 &R R L E
AR e g e L. A7 = 7% Y AL v b e LT 60mg &
i | ) ;.: L, E :!'.' A 1 E' 1 %}:D&E‘ﬁﬂéo
S Pecan] [abP ulorliior-auake <HE-RECHEET SEALOTES
BRER | Laosa 1R, R
fﬁmﬁ — = JRERME T 3T K 2N IR, P R ER G O s
% = ® @ R FIC & 0 MEBIEI% GRIRFE(E) NS5 2 L
— =~ WHBOT, AFIOEEIT 10mg 1 B 1 ESBLEL,
3| wm (i0) 20) (40) e 10
s \_/ & p P GBAMA S 2 BRILIIZ 20mg 1 H 1 [E], #5-58447>
- — — - 5 6 WL 40mg | B 1 A& 9 57 & fRalC
— — — WRT %2 & (THRHG OBBI). 7ok, #iH
S B2 ﬁ«‘f?rnm *j fl: mm 'i‘.‘::l { mm liﬁ@%*"‘ﬁ}é:ﬁ%ﬁé = ko
BT om0 o rer [T 2. S AALEBEEI 5 d Rk
(D) AFHNE, BAACPREBRLG 1~2 BRI 5 % B
Ws b,
[%hEE - $hR) (2) FEHSER R O H R 2T =4 ) v 7 LR D,
LR, R ML (G S H HE CRETH &, b, BF
2. DAL S R DIRBEITIE U T, BB Z M EIERT 5 2 L,
<Phhe - HRICEET SERALOETE>
1. IR, R (EAEDEE]
AAN ORI BTz - TR, B OBRIEHE 2 S EIC, 1. RESRE (ROBECTREIBETBoL)
HINERILR L SNDBRERGRET L L, (1) BEOBHIENEDD 2 BE [ERRRID 72 < %2
2. DAL S R e éﬁﬁ%&bf“ng SRR I 2 < 2 A PER
(1) AFN ORI b7z - Tk, FEEHIBE (5 OIS Q)g%%%;gfﬁ“%[ﬁmﬁ%ﬁ/i<ﬁiﬁﬁ
YRV &ZEL CGHEISEFEZENT 5 &,
(2) AFNFBE AR & 7 JRER 2 SRS % (R I3 220 2. EELRERMIE
gg;m*ﬁﬁﬁ%%ﬁﬁﬁTéﬁéﬁﬁﬁﬁﬁ (1) AANLREM FHTHY | WEBER HERE(E)
NR/AAN




7 =7V 78 10mg, 20mg, 40mg

1.8

W 3GE (%)

FEHLURFIZ M H JRERE A T &8 2 LR B« O
RFEIE) B EL2BENRH D, JHA, EIREE
MAE DIBFRIT B L . AFI5-ARBIEI % iR

FAE) BRSO AIE, IERPAB S EDLE T,
ABNOBE- BB L7202 &y
F 7o, ARFFEE I EBIEIR OfEREIE) BSRE
LG8, AROHREERETHZ L&
kL. ERICE Y are T, FERTF A N
PIRIER, RIBREAT oA FEE2FHETZ L,
(2) AFHEL-FIZFRARBIEOFT ROFELZ B L, &
FRERD BN SA IR TR IR RE B O WA %

D Cuax XY AUC
NEFTHZ L&
Nnrary ) —
v (BEE) TG
nTns, AFL
X F oAk
v H — YL EE
AzboZ &»
5. RSO ATRENE

D%,

FEhid b2 &,

3. #HEEH

(1) (BtREZ) (BFRELENLIE)

HRN4 i PR IEIR - FEFF -
s ik fEls IR 1

ANAT NT VI BEMHSOR TV TFATY

N L7 TERZ¥m+ 5| oREtm A LD

(vAr YY) AHREMEN B D, T hNTU DR

THFFSY WEEETH DX

AT, 7Y HrF A XY

=) X —¥ DO EIC

Ko, ANHTE
7Y Lo
ENERT L
EmTae sy )
—/v CBEEE) <M
SNTVWS, AH

(2) (tRERE) BHRICEETSH &)

SF4 5

bRy F S
F o —VHE
TERZbHHoZ &
Mo, [FERDATHE
YERH 5,
BRI - HE -
HiE 7k f iR

= A

LR, Rk, AR
EESOEH T
vy oORIER%
R 5 Al etk
N5,

BT e ok
WEETH DX
o Fod R
Z— - OHEIC
Yo, vxIer
DR Z L,
ER A M s &
L EnTHRS
U= (B
THHLN TS,
BH G FH o F
vAXRHE—F
[HEMEHAEZ LD
ZLiph, [FRkD
"HREMEN S D,

UHE )

DAYl
R E S ER T
HAREMEN D B,
AKEELOFHT S
LA, UF v
O EIZHE

BY5Z L,

UHE DA
WEETH DX
B F A FY
24— o EIC
KU R K
W HIV BFICE

WY v

4. FER

WA, = RER M

KGRI E COZR MRS 1,027 B 228 1 (22.2%)
WCEWER (BEEMREMORE 25T NRd L,
PARIT. B ARITER A 80 B (7.8%) . FEEMAH
FLEH 81 B (7.9%) . JnJEBIEIZ 1% 105 61 (10.2%)
Th o7, B BMREARIERZREE R 12 61 (1.2%) .
PR 9 611 (0.9%) . DU 9 51 (0.9%). TFHi s
B (0.8%). HBERES5H (0.5%) %GTh-7=, FINEM
L ENT-IEERAEMEO R IL, SRR 36
(3.5%) . TSHEM 9 ] (0.9%). R B, I/ m
7Y N 8 451 (0.8%) . CK (CPK) #4405 1 (0.5%)
ETHoT,

DA EEEICH S EREBRME
KGRI E COZE MR G 49 Bl 1 61 (2.0%) (ZE
TEHADRD bz, ZOENWEMIEL, AST (GOT) Hhn,
ALT (GPT) #incTdh o7,

(1) EXLEMER

1) FFeemE®E (BER) : AST (GOT), ALT (GPT)
D EREMEIEEBRERL DN Z ERHDHD
T, AFIBEFIZEHMICHRELITY 2 L. BE Ok
B E+SICEER L, BENROONHE IR %
hikd 572 L, WURAEEITY Z &,

2) BEEE (HEARY) : MRS, B3 L OBEUE
NHLONDZENHLDOT, BEE+HITIT, R
WHARED DN EITIR kG2 T U, R E A

P

1T22 &,

(2) 2o thdEHER
UTORIERNRD S 5maicid, RIS T T
Wik, WGP EOBERAEEZIT ) T &,

| SAERERY 1~5% 1%k
fEE] it
i} s IR M i ERE D
A Al
SEREN TSH H#40
HER SHTE. R FROLUTN
HE &, EEIED
ELRANE
I Efl=s DR X B
Bl T, R
P, B,
&
B - BBEZR FHERE R AT
B (ALT
(GPT) #4n,
AST (GOT)




7 =7V 78 10mg, 20mg, 40mg

1.8 IRACGE (%)

1~5%
Rihi

| SAEAREY 19% Rk

., v -GTP
e

R, T O
JiE, ALBE

Xt
s
|t
3
»
55

B DU, DU
PR, CK
(CPK) H#&hm,

5 PR

BERURE B-N7t&F
JLD 7L

=X —PH
. JRF B,
N/ =0/8=0v4
U N, I
mr LT =
VN,
FREBEHEIN, M
73

Z D1t T NE BRI, Hi8,
M~V 7Y
U NHIN,

CRP ¥4, 1.

G IS

m

) ENOEKRBR IR b3, 8BRS UIINE
ICRBWTEBO LTV D,

5. miE~OKRE
— I E S CIRARMRRERNER T L TWnA Z e
Zich, BEOREBEBIEL, +oICEE LR
OAKIERGTHZ L,

6. 1R, ER. RILBE~DOERE

(1) S SOFER LT D BEME O & D lm NITiL, 169k
FOFWMENEHRMEE EA S &SN HEAIC
OHFESTHZ b, UHRTOR5ICRT %M
IERESE LT, ]

I O NITIE, RFEG PR AR T S8 D
b, [BFER (7> ) TRABHFICBITT
LI EePMEINTND, Fo, BER (T b
u%ﬁb&i%&@&é%@%éﬁwtimwwﬁ
IZBE4 23 BR) @ 12mg/kg/H (60mg/H TO &k Difi

2

~

9.%@%@35
(1) Foth¥E%s 7z 104 BRFBEEC X 5 28 AR BR
k“f\ﬁmﬁgﬁ(7/FﬂmﬂgH%%@

ATt b ook 25 (k) & O 26 ()
). ~ U A 18.75mg/kg/H [60mg/H ThHt k DIififf
TIREROK 4 () ROV 12 () %)) oREptic
XY T U LHEE SN DIEMIEE - A NRO b,
~ U AD 18.75mg/kg/ B (M) K TVT » D 24mg/kg/
H () (CBEbEE (1T LR fLEaE K O 4T L
) OFESHEOHMNBED bivle, ~ U A TIERE
BRI Yo F Rl - B ER L 72 VWS T T
JERERAT LR ORIERITERD b o7, Foth
QI FE&E £ b B S R R R
Fii 95 2 L2 L 0| BRI O RS AL 2355
éﬂék@ﬁiwkéoit\MPﬁ% ZBWT,
X T URE - R E R D RIEERT X 7
79,

(2) JFE. mRERIIE O Lot B 6t 2 6 AR BRIT D
2, ([EERRRAR] DES )

(FEYENRE)

1. MmigchBeE

(1) HE[E#E
TR AN B30 FIC, 72XV RAZy R LT
10, 20, 40 K" 80mg % #af T CHARE O &5 L7z
LE,MIET 727XV RZ Y N ORREHER  OEE
MBI RT A —FIFUTOLEEY THDH Y,

3 N

PEPIRZE RO 11144 L ECHAROBRICY v
F EHEE SN DRESRILE D D
kg/H (60mg/H CTOt s iffEigEE

A, 48mg/
0 393 1)

THEILR O T, REME A EOREIH, R
DRI e O AR IR B BN OB 23580 5T
W5 ]

7. NREADEE
RHAKRER, FrER, LR, SR/ NRICkH
5£ﬁﬁuﬁﬁbfw@m[ﬁ%%%#@wJ

8. EHLDEE

EEFIZZ 0 - PTP BEEOHKANL PTP v — b A HHLY
HLUTRAT L9835 2&, [PTP— D
BRI LY . BEOSAERAEEREICRIA L, I
LR S U CHERAR SO EER R AIHE L H
T DHIERREINTND,]

HBNRE /N T A — X
)EH E‘: AUCinf Cmax tin tmax
(ng-hr/mL) (ng/mL) (hr) (hr)
azz% 1537.0430.9 | 4962+166.0 | 6209 | 1.4 1.1
agg 3296.2+751.9 |1088.3+178.9 | 62+1.1 | 1.3+0.5
(4132’8%) 7085.2-51341.2 |2270.3+866.7 | 7.3=1.8 | 1.20.8
fgﬁé 13300.5--3032.33765.321008.3| 6.9+1.8 | 1.9+1.0
(-2 = R 7E)

(2) KiE#HS

R AN B 6z, 727X/ Z2Z vy hE LT

40mg ZFAR%IC 1 B 187 BEMERO&ES Lz
Lx,MIET T 2T XY REy MEE IR GG



7 =7V 78 10mg, 20mg, 40mg

1.8

W 3GE (%)

3ATERREICE L, REERGIC X 5 ERIEITR
BRI T,

Cmax tmax AUCo,240r
= s e ¥
FR ala (ng/mL) (hr) (ng-hr/mL) | "2 ()
1019.1£ 3658.5+
40mg/ 1 HH 1432 1.8+0.8 5.6 6.3%1.6
(N=6) 1299.8 . 4442.1%
5=0. 842,
7HE 312.6 1.5+0.3 729.5 8.8+2.2
CF¥ i & 42 1 (R 22)

() KiEHS (FIRBRMALEAE)

ERRIMERE 107 =7 %Y 24 v | 10my
HT2#EM., 20mg/H % 438K 1 H 1 EEH&%ICE
Lz &, BE5RAH% 6 BICK T 2R pEE T

A—=ZEIUTOLEEY ThHoT- ),

&L_}mﬁ Cmax tmax AUCo, 24hr t12
(ng/mL) (hr) (ng* hr/mL) (hr)
20mg 541.8=* 20923+ 8.2+
+
(N=10) 227.8 2216 463.2 24

(4) BREDORE
fEFERR A 16 Bilic, 7 = 7F Y A% v |k 40mg 2B
WCHERE O &G Uiz & & BIERFEE G T, Coax
BV AUCH 1T E 2 28 BN 18%IE T Lz Y,

P4l = FRYE(R 22)

" Cmax tmax AUCinf t1/2
B (ng/mL) (hr) (ng* hr/mL) (hr)
iy
2049.1£ 6538.3+
5. 7823 1.2+0.8 1263.0 6.8+1.7
(N=16)
% E 1456.0* 5321.6%
(N=16) 514.8 1.8+1.0 9104 6.3+1.5
CFYi & 42 1 (R 22)
2. HEKHICEITHEMERE
(1) EHReRTEE

)

R (S ROVRESEEE (7 41) OBBEREIR T EE
W7 =7 %Y Ay 20mg & 1 B 1 [EHFIREZICT
AMXERAOEE L&, #5147 BICB T D%
EEHERTHO 7 =27 %Y AH v FD Cpu 11
&%QEIET%’E% (9 ﬁIJ) & ’Ei’) 6 7L£ no f: D N AUCO,24}“
VIR RE TE B RE IS LR LT 53%B9N L7z, HhaspER
FEREIR THED Coax KLY AUC g 24 X HERE IE F IS
gt LT, ZREH 26 TR 68% M L7= 7,
B (6 B). FEE (74 ROEE (74#) OF
FERBIR TREFICL 7 =7 VA Xy h8mg # 1 H 1
EIEIRATC 7 BRER DL Lz &, &E5%7
HIZBITA 727XV AZ Y D Cmax&U{AUCO,mm
X, BHEREIE HRE (11 1) (T Rbile U CHRRE | Hhas iy
EEEHRER TR TENTN 41 L1V 48%, 2 KO
48%., 4 R 76% FH L= GHEADT—x) ¥,
FFHERE(R T B
I (8B KOWERE (8#]) ONFFEREIK TR
(Child-Pugh A, B) {7 =7 %Y A% v | 80mg
18 1 BFRRNC7 BRKEROKRE Lz E &,
BRI TR O®RE%Z TRICBT 7 =7 %Y
AH > DD Coax S O AUCo 2 13, FFHEBEIE R AE (11
) LELTENEN 24 K 30% E5A L, £
77 T EE AT REAR FHED Coae J2 U8 AUC 240 137 71
253 HS5% EH L GHEADT—x) 9,

3)

R B OWERI 0 R 2

mnE (65 Ll k. 24 B) EEFEHE (18~40 ik,
2460 IZT7 =T HY AKXy b 80mg & 1 A 1 EHEA
BNC 7 BEIRERDEE L- L&, &% 7 HICEB
1 2 i D Coax S OV AUC g pane (FF AR 123F LT
ENENN1%IERT RO 12% EH LT,

T, LMEWRERE (24 1) D Coax &Y AUC 240
T EEERERE Q4 01)) ICHE L TENFN 24 K&
P 1R2%E»-> T2 GHEADT—5) 19,

(E) BAIDOAR S Ik - BRI SRR G213
60mg/H TH 5,

3. EOWAE

T2 T XV AH v~ (04~10ugmL RINKE) Ot
M MR B A RIT 97.8~99.0% TH Y . e
BAIEZTAT I ThoT= (inviro 388) 1V,

4. R - Bt

(1)

()

3)

T2 T XAy hOERNREREIZ IV v g
TERIETH T, Fio. T OMICEE OB LIH
M. T b OB ERLE NI V7 v U BRRA IR
R#@tEnz?, 7=27% 2%y hd CYPLA2,
CYP2B6. CYP2C9, CYP2C19, KUK CYP3A4/5 \Zx%f
TAHHFEITRD N -T2, — )7, 72T FHF IR
%~ CYP2C8 KT CYP2D6 |2 %14 % Ki fEiZ#
NZI 20 X 40pmol/L Th o7 (v MFIZ7m Y
— LA AW inviro BB MY, 72T x v 2 H Yy
k% CYP1A1/2, CYP2B6, CYP2C9. CYP2C19,
CYP2D6, CYP2E1 TN CYP3A4/5 2 FE L 2o 1=
(b FAATRIE Z N in vitro 20 1,
AR 2407 27X 2%y hE LT
10, 20, 40mg Z#ERE FHEROKG Lz &, &
54% 24 KN 96 i CORERICKHT A7 =7 F
VAH  FORPHEERITZENE 2.1~3.8% K )N
22~39%Th-otz, Fic. BG4 24 LT 96 FifH]
FTCOREEIIKHTEZ T2 THFIZE Y FOT L
7 v A RO R PHRIESRIZE N EN 46.7~
49.7% % T} 49.0~51.6% T -7 Y,

R ABME 6 fllc “C-7 =Ty A&y R LT
80mg Z & AT HIEH %, A THRERAZEE L
L& BE% 4 BB E To MR RRIC R S
T2 T XY ALy NEREDT)VT v U RIAIR
DEEITENEI 83.8~95.8% MK 23~6.8% Th
o, HEHBEMETOT TR IZAZ Y D
SRR (G RICRT 2514, LUFRER 13 1.1
~3.5%. 5% 120 R £ CoEP PRI 7.8~
158% Ch o7z, T, Rt &7 RFEED
Be51% 216 FFfl & CTOR L O HEIERITZ N
49.1 BN 449% ThoT= GHEADT—4) 12,

(1) AFNOAEGRENT-HE - ARICBT 2 RKESRIT
60mg/H T %,

5. XMHEEER

(1)

il el o> R

TREERRA 24 Bl HIEEA (5 mL HIZKEE{b~ 7y
7 2\ 200mg K OVKER{L 7 V2 = A 225mg & &4
TOHRAEH) FHEROKGRIIT 2T AH Y
k 80mg ZHERRAHKEGE L&, 72T X VAN
Y N D Crax LTV AUC g (X ENEI 32 LN 5%E T
L7z GHEADF—%) 19,



77V 7§ 10mg, 20mg, 40mg

1.8

WA 3GE (%)

(2

(3)

(4)

(5)

(6)

(7

(8)

I FUOEBE NI F D
fEFHERR AN 22 Bl 7 = 7% Y A4 > - 40mg & 1 H 1
|7 ARERORE L, Hic4~7 BHICaVE
FrE 12mgHT1 B 2MKEROBEE L L X,
T2 T F Y ALY DO Coue KT AUC a0 1T FNE
NIR2ERT% ER L GREAOFT—2) 19,
fEEERR A 26 Bllc7 = 7% Y A% > b 120mg % 1 H
1EER =LV eEF % 12mg H T H20E 14 HREK
HROBEL-EX, 2L FrofagiEbssgs
L < 13Y BHEFEHHZD Coux 1FZNZN 12%ET &
U 2%J:7—1- L/f\_o if; AUCO,24hr 01 3%1&7\— bf:o 15)0
AV RAE U DRBER A v KA ~DRE
fERERR A 26 llIc7 = 7% Y AZ > - 80mg % 1 H 1
[\ A > RAZ S 100mg/H T 1 H 205 ABIK
EROBELIZEE, 72T F Y AZ Y D Cu 1T
7% T L, AUCooun 1X 2% EH- L7, £72, A F
A B2 D Coax S Y AUC ) 24 DAL TIX 2% LN TH
Sl GHEADF—5) 19,

FFuxt L DEEROT T 0 ~DEE
fEFERR A 25 Bl 7 = 7% Y 24 > - 80omg & 1 H 1
[\ 7o ¥t 1000mg/H A 1 H 207 BRI
RO LELE, T 0HICED
T2 T HF VALY FD Crax LT AUC gt 1 ZNE
28 KA0% B Lic, —F, 72TV ALy
FOBEHIZE 2T 7B X B2 D Cpae @ EFH KD
AUCq o4 DI T 1% LLNTH -7z GMEADT —

&) 19,
TTT I ~DE
fEFERR A 18 Bl 7 = 7% Y A X » + 120mg % 1 A

1Rl 9 HIERE DG L, BeEBth% 6 HicT v
75‘/(IW$%H)%mg%$l%u&#Lt
L&, TUTTIVD Cox KN AUCe I ZENZE T
16 RO 22% EH- L= GHEADF—%) 17,
UNT 7 U YT LA~DRE

fEFERRA 13 Bl = 7% Y A4 » b 120mg & UV
77U F I vs (ERNRER) (HEITXINR %
FACFRE) 210 1 14 ARXERDES L
k %\ R- &U\ S-U vz 7 U D Cmax&U\ AUCO,24hr
DOEFIFS5%UNTHHT=, £, VL7757 J 0D
HSFDZAY (INRpax P 5. INRinean2an PR T XY
% VI R T IEHESE O FR) 12 7%UNTH - 7=
HEADFT—5) ¥,

TEFERR A 27 BN 7 = 7%V 2% > | 80mg & T /L7
7 U b va (ENRER) (AT INR &5
HEICRRE) 1 H 1[0 14 BERKERDEEL- &
f—?\ R-UNT 7 U D Chax LT AUC24n DAL T 1T
2%LINTH -T2, £72, SSTLT 7 U D Cpa D
IR K& Y AUCo o4 D EFHE 1% LN TH o 72, F 72,
INT 7 U OIEITFEDEA (INRumax & INRmean24n
D& T RO VIR FEEFEEO EF) 13 4%L

NTho7 GFEADT—%) 9,

bt ResooF7y RO
fERER A 337 =T XY AX v h80mg L b R
7o 7 YR 50mg ZHEREOKE L L X,
717\‘%\'VX§7 > }\0) Cmax&U{‘ AUCme)J:;fl—bi

4 %LURNTH-T- GrEADT—4%) 9,
Tﬁ74)/m@%&
fEFERR A 23 Bl 7 = 7%V 24 > - 80mg & 1 H 1
|7 BREIREROBS L, BEGH% S BiIcT 47
4 V400 mg ZHEROBLG L&, 7474

©)

(3%)

U 2D Crax MOV AUCins D EFHI1E 5 %LINTH -T2
HEADT—45) 2,

= B VANEANTY -7
@%WA%@J7I7%/z&yBUMg%1E
109 AEERAEE L, BEHLA#% S BIC

70 & (ENRKGE )%g%%@%uﬁébt
LE v T Y E D Cpax DIET KON AUCH: D -
FiE 6% LINTH o722,

AHNOAGR SN - HEICRBT Dkkb-2

1X 60mg/H T&H 5,

(&

g

PRAi#E]
A, = RER M fF
I8 I\ % G o i PRI ILE SR B 2021 22 ik e & LT
& ARt B (b R B S R &
1ToTz, AF 10mg B HHFE2FA L., KB
EAERF A& (20, 40, 60 XX 80mg/H) £ THE
ZEBERICHE LT, WMEOX A I 7RG
G52, 6 KON10EE L, TR 16 E CTHE
EHER U, 7B, KMEEEIIT T AR 1/38
fﬂ ZRF 20mg/ H ¥ 2/43 B, A 40mg/ B 0/41

. AF 60mg/ B #f 1/36 B, A 80mg/ H #£ 1/41 il
f&otoﬁﬁﬁ%%mﬁ%(%ﬁ@ﬁﬁﬁii
THEZBMOIZHEE L2 5T &, Mmig
JREAME S 6.0mg/dL LA FICREIE L7 g 0 ES GE
R MO 351 C oy R 25 D IR EI S
T, FEOLBY Tho12 2,

BG5BT 16 1 O MG R IEME 6.0mg/dL LA T ERCE
. MR 6.0 mg/dL | __ . .. 95% 17
. N
BehBE [y 77 R RBEE D KB (%)
77K (384) 2.6% - -
20mg/FH (43 $i)) 46.5% 43.9% 28.1 ~ 59.6
40mg/H (41 i) 82.9% 80.3% 67.7 ~92.9
60mg/FH (36 #i)) 83.3% 80.7% 67.5~93.9
80mg/H (41 f51) 87.8% 85.2% 73.9 ~96.4
g JE\B i ¢ D FE IR EN &
" T 2 i 6 it 10
ik 0-2 AT 6 MULT 10U 16 0L
77K (38 ) 0.0% 5.3% 2.6% 2.7%
4.9% 2.4%
20mg/H (43 ) (20mg/H) (20mg/H)
) 7.5%
40mg/H1 (41 61) 0.6% 2.5% (40mg/f)
(10mg/H) (20mg/H) 3.4% 8.8%
6omg/A (36 ) (40mg/H) (60mg/H)
80mg/H (41 f1) (X(I)Zr;z;/lﬂil)
O PIEERERE O AKI D H &
() AHNOEBINIZHE - HEIZBIT 2B

1X 60mg/H T&H 5,

(2) Jii\ % & Lo RIRIIE BH 244 Bl G & Lz T o

7Y ) — Ukt IEVEZ L T SRR & 1T -
720 AHI 10mg/H X7 27V J —/L 100mg/ H %
12 HEI# G L, £0%, ZNZ4 40mg/ H X%
200mg/ HICHIE L 44 BRI G Lo, 7Zds, thd
FIIARKIRE 3/122 51, 77V J— B 3/121 BT
Hot-, BEPEYE 8 WoOMERBEEELR (T
FHIIEH) 1ZBWT, AH 40mg/ HHED T v 7Y
J =V 200mg/ B IZ X3 2 IEH MR S LT
(P<0.001 : FEHME~—T 0L 5%) o £7-. &5
BRAA: 8 I D M JREETE 6.0mg/dL LL 2Rk R (BIlk
SPAIE H) 1%, AHI 40mg/ B EE 82.0 %, TS



7 =7V 78 10mg, 20mg, 40mg

1.8 WfE (%)
J—/L200mg/ BEE 70.0 % TH-olz, K GHMHT ¥ 58846 6 H % F ToIfilREEE AUC
OIRMABETHROBEEGILITRO LB TH MﬁW%w
- 23) o mg-h/dL HEIZE
S B TN RHIE [o5% I 1]
P RS
B HBRMAE 8 MO MIFIREEEZEFE (%) TaTY ) —
ML IR AR M3 R AR 200~300 mg/H 513.44+13.13 3361
EOEuIT ZE{b BEOMME | (50 #1) (7087, 3.45]
R (mg/dL) (%) [95% 1 HIX ] ”X% KAl 60 mg/H o
AT E33 (%) 57 49 i) 479.82+13.26
(B (R ) (R ) BERIZE . AFRE—T 7Y /) —VRE
Ta7y
o 8.89 (1.24) 352 (14.7) 8
200mg/ A : : -3 : .
(12n(1)g1§|J) -6.24 P<0.001% —FilEE (2950
gy [-9.65, -2.84] ’ - - TOAYS— B (500D
domg/F | 883 (1.32) | -415 (12.1) 61 FolEEwEE
(122 ) 5 = {EEmEMEE
a)MLIE REEIHME (% 5-BRAART O MG RERME) (X9 B # 5 i
BG4 8 W i RIEME DAL % 4
XIELMEREICBIT D P E
=
Jrg B 2 DR BB S 2
I . 12 H#E 6 WA
B 0~12 HELF 6 HLLT QAL
TRT) L= 1.7% 3.3% 0.9% (L — . . ;
200mg/H
(121 i) (100mg/I1) (200mg/H) (200mg/H) Day~1 Day! Day2 Dayd Dayd Doy Doy
- T EEE I
40*§'JE 1.6% 5.7% 33% L3 SR O RS HERS I
(IZH;g/WJ) (10mg/F) (40mg/R) (40mg/F) ALY A PR O e e 11
() NIRNEEHOT a7 ) — )V OIARAK O & (€37 E-35)
1. {EAMF

3)

M3 PRIAME 9.0me/dL LA b oD ¥ Jal & e e PR 12 HLE FR
FH AT Blzxtg e Uiz RBGRERZ L7z,
10mg/ A L5 2B L., BEBHG%E 3 HEIC
20mg/H . # 5B 7 B IZ 40mg/ B IZHE R LTz,
$¢ 5-5844% 1038 B o 1% FREEME S 6.0mg/dL % # % T

WA TR GG 15 WA £V 60mg/HICHE L,

MG IREZIEDY 6.0mg/dL LL T DYGE1E 40mg/ H A ffERF
L7z, 728, ZiEBFE T 40mg/ B 5/131 i, 60mg/
HHEfE 1/40 Bl CThH o7z, HEGBLATE 18 1, 26 ¥, 52
¥ T iE PR Y 6.0mg/dL LA FICEIE L 7= B 0F|
A GERRZR) 1%, 40mg/ ARETIX. ThFh 935,
91.5, 86.4%. ¥£7-. 60mg/ HHTiX. ThTh 744
. 714, 875% Tdh -1,

A AL SRR I £ S = R BRI fE

(WFERIENAT T OEEMENEE B 99 6% xtIc T
7Y ) — A RIEE R E A (L AR 21T >
72 AHl 60mg/ H X7 10 7Y J —/uid 300mg/H
(BHEREREE D B 5 BE (30=eGFR<45
mL/min/1.73 m?) TI% 200mg/ A Z AL PR A M4T B
b5 24 e RIS 6 HiEI G L7, EBRlG6 H%
F COMmEREE AUC (EZHEEE) 1L, Tu o
U J — AR DAKIBEOIELEN R Sh- (G
St~ —T 3 150 me-h/dL) , F7o, AHAI 60mg/
A oGz LY i REEME IS 5B 6 A% F TR
AL B L7 2,

(1) 7=7F YRy M, IREREREEL XY F

A ¥ =B OB A (Kifl : 0.6 nmol/L) | &ETAY
(Ki f : 3.1 nmol/L) ZWINbHHETDHZ LK
O REBAERRZIIEIT D (in vitro 3RER) 2,

Q) Z7=T7F VAKX Y M, HOFEERTY > - BV I

VURHEEE ORISR B E RIF ST, ¥ UT
UEX VA —EBERIRMIZHET D (in vitro 3
B) 2oL

2. ¥E{EM

(1) it rfBRFRAK T 1

Z v b (EW., BRBOEET V) TTZ2T XA
o MIRAOFGIZED, mMPRBEZET S
7=

(2) JRIIRERIE T

Ty R TT7=27FY ALy MIROESIZLY,
JRRIEE 2R T &7 27,



7 =7V 78 10mg, 20mg, 40mg

1.8 IRACGE (%)

(BRI T S EIEFHMER]
— L T =T XV AKX v b (Febuxostat)
{b54 : 2- [3-cyano-4-(2-methylpropoxy)phenyl] -4-
methylthiazole -5-carboxylic acid
b
CHs3

S
HsC
CHs CN
5312 CisHiN205S

& 316.37
Bl K9 209°C (SfiR)

MR ABROBER, N, N-PAFILRALLT I R
BT, PAF NN ANEF Y RICROR0E
FRT <, =& 2 —1 (99.5) ITR0REITIT
XL AF ) —=NEOT ¥ b=k U IVIZET
W2 <, KITIHIFEE A LB TR,

[AEBEM)

EHGY A7 EHEHBAEZRED L, EUICERT D

&,

G2E)!

7 =7 Y 7 §E 10mg
PTP : 140 5 (14 §£X10) . 500 §E(10 §E X 50)
7 =7V 7 §E 20mg
PTP : 70 HE(14 §E X 5), 140 HE(14 £ X 10),
500 HE(10 HE X 50), 700 HE(14 HE X 50)
o 500 88 (77 AF v 7 BHEAY)

7 =7 Y 7 §E 40mg
PTP : 140 & (14 £ X 10)

(FEX#]
Dt AR AR E (T F) 2010
DFENHRE DA (T A F v ) 2010
3)EEP R A TR EE S ORI (BERER N, HEED) 2010
AP AR R (BERRRA. HEMD) 2010
Syt A R EE (BERERRN. i) 2010
6)fEP R A IR AT (B RBR MLAE B WJ’E) 2010
RS TR (BRI T EE, iE) 2010
8)Mayer, M.D.et al.:Am.J.Ther., 12(1)22, 2005
9)Khosravan, R.et al.:J.Clin.Pharmacol., 46(1)88, 2006
10)Khosravan, R.et al.:J.Clin.Pharmacol., 48(9)1014, 2008
11)Mukoyoshi, M.et al.:Xenobiotica., 38(5)496, 2008
12)Grabowski, B.A.et al.:J.Clin.Pharmacol., 51(2)189, 2011
)RS (B ) L2010
14)Khosravan, R.et al.:Br.J.Clin.Pharmacol., 65(3)355, 2008
15)tENSRE FEHE RN (e F ) L2010

16)Khosravan, R.et al.:J.Clin.Pharmacol., 46(8)855, 2006

IS YA AR (T 75 30) ,2010

IS EAER (D77 V) ,2010

19)Grabowski, B.A.et al.:Br.J.Clin.Pharmacol., 70(1)57, 2010

200 F NS MM BEAER (A7 1 U ) L2010

2DHEAHRE EIHENER (m 7Y 2 2) 2010

NS T AR 3 IR E A L ﬁtffﬁfﬁiﬁﬂ?kt

BB O A2 &t RERILESFE) | 2010

) ENERE T e 7Y ) — s RIEE(E AL Z HE R

B OB A & e m JREZMIEBS) |, 2010

24) PR R I BB (R R & & Lo B RIS MU )

,2010

25) Tamura, K. et al. : Int. J. Clin. Oncol., 2016 Mar 26.
[Epub ahead of print] (doi: 10.1007/510147-016-0971-3)

26)Takano, Y.et al.:Life Sci., 76(16)1835, 2005

2T FEN R L R QYR RBMER N EH (Z » ) ,2010

[ STikeE R 4]
FHECRRIC RO EIC>EZE L TH L
WZTRERSTEE N,

HNT 7 —~HRREE AT o DAEHRET
T100-8585 HEASTRHEHXENE3I TH2E 1

&
7 —% A%, 0120-189-315

FEIRE T
WNT 7 —~ RSt
W TARHEXENE3ITH2EL &



7 =7V 78 10mg, 20mg, 40mg
1.8 IRfI3E ()

1.82 e - MR, A% - AE. FALOEE (8B) RUZOHRERL
1821  #EE - IRERUVZDRERR
1.8.2.1.1 MEe - R

L SRl PR IR i
2. PAACFIRIEIAE S s PRI MU

(CTRERIEN)

1.8.21.2 $haE - IR OFEIRM

NI AR B E et (LAF . TLS) (X, FEMEMESE O SI72H85E & 2 W B FHRIEIC X - CIESEHia
WEHICHAE LT R. REOEEE, 7Y U LK Ve EXMEAN D O It i, &

PREGMIE, @l U o NfE, &Y CERIIE & NV B IS &R AR > T AMESCILER T > R
— Y AEAEULDIRBTHD, TLS OFEERFRIEDONE DI, BAALFERE: EIC X 52007 185
AR CRIRBRILE & 72 > TofE R, REDREIL L TE L 28R RR2N H D, 83 4 DIFER
DXV ONEBEE MR E LI L ha AT T TR T, MG RERE S PR (4 mg/dL DL E,
8 mg/dL i) XITAXVY (4 mg/dL AKjw) BEBICIE, mVv (8 mg/dL BLE) BEFHECIIARIC
TLS FEIERK NBA X b Y R 7 03 @mno7- DV, 2O &b, S AALFRIERATR I Mg R
BEZ Y2y he—3 5 2 LIX TLS BIEZ KT D7 OICHEE L E X 7,

T2 TRV ALy ME AT 7~ RS TR L 72 REBAERR A 5 5 X F UgfbiE T
% (LLF. XOR) #[HET 2 Z LI ko CTRBAER A MG 2AITH D, A TIX, 2011 4F
1 A21 HIZZ7 =7 Y 7 &8E 10 mg, 20mg, 40mg & LC, [FHE. mIREEMIE] OhEE - ZhHETHE
RENTz, AEBERORRBIE (REBEARBRER) &0 AALERIEICE S SRBRIE Tk
BN AR S 7%, XOR DIEFTCERIH o F o YU F U R CIRBEAER S
NOEFIEF—THD N0, BAALFRIECHE O mRBIEICB W THAR] (K5E4 @« 7 =
TV 7 ebE. TRBRAIRL S TMX-67) OFDMPHIFTE L LE XTI, 2120, FANX, £ DI
E LY, XOR ZPAET D Z LI Lo TRBBAERZ MG 2HATH L7720, BEICARL TS
MERER & HB T DIERIZ /2, ZD), 72TV H—ED X ) ITHSCMIRIEMEEZ KT
SHDZ LI L DIREA R FIT W TE Ay,

55 T AR ERRBBR (TMX-67TLS-01 3BR) 1%, 0 TERIEE & e UM IERSEIC X AL HE D
MiAT % T E L CW A MRS EE (Aimp, VN @, BEAA) T, TLS FBIE U X7 234 Y
27 DBENIT ATV —VEFERT D FPEDRNEBFIZR->TTLS BIEY A7 0NEm Y A7 O
BEENRIZEm LT, AFI60mg/H, 717V /—/L 300 mg/H X IT P&~ 5 B OB T
¥ (30=eGFR<45 mL/min/1.73m%) TI&. 200 mg/H ZAL2EWIED 24 WERART (FFAHE © +4 B
M) [CBGZ2BA L, 6 BREIEG Lz, A0 EERGEH X, ABRIERIENMRE (Day-1) 2
DIRBRIEAREEBAAA 6 A MAE (Day 6) £ CTOMIHREAE AUC L% EL T, 77U /— (%t
FERE) 1P D IELMEEMGE L=, T OFER, Day-1 25 Day 6 DILIEREAME AUC 1%, E3fRHT
TIEAAIRET 479.82+1326 mg-h/dL, 7 27V / — AT 513.44+13.13 mg-h/dL THY, 7 a7
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7 =7V 78 10mg, 20mg, 40mg
1.8 IRfI3E ()

U = NVERT T 2ARIBEDOIEL M /R Sivle [ 1.8-1], 7236, KIBBR Tl (LFRIERG B
Z Dayl & L7,

£ 1.8-1 BEREREINRE~ARERERMIG 6 HRBREDMBREIEAUC

B 51 1fiL 375 R A AUC 95% {2 e X [
T 00~
7o U/ 200~300my/ B 513.44+13.13 mg-h/dL 487.38, 539.50
(50 f51)
AFAl 60 mg/ H
+ .
(49 151)) 479.82+13.26 mg-h/dL 453.50. 506.15
FERT 72 33.61+ 18.67 mg-h/dL 345, 70.67

B . T u Y ) — VB ARKRE
FHME~— 2 1 150 mg - WdL, [FHEXE FERIEA-150 mg - dL £ 0 KE WA, LM RIS
LY D,

Dan—1 Dyl Dl D3 Cran<d Doy Doyl

m e T TS

X 1.8-1 IMEREIEDERHRS

F£7-. Day-1 75 Day 6 OILIEREEIESS 2 [BILL e U CRAZUE O LR (7.0 mg/dL) %@
2 TR L. ARIEET 1M 2.0%). Tua Y J—ABET 3 (6.0%) Th . HERERIC S
MR B BEETRO Doz (p=0.617) (2.7.3.32.2 RIKEHMEEE #2737 &), List
4 BIOPERE 1T S IR IR B AR RT O MLIE FREB A R A R EE O BIRZ#8 2 Tz, 1RBR
A ARER U CI i PRI IR 720800 2R L2 b 00 IEBREKARIEBAARTICEE TH > 72720
AL RIERAG A (Day 1) THREEEEO ERZE 2, 2[00 R U CREEEEO FiRZ
X TR R Ui, 72, TRBRIEARIEBR 4R O 5 IR EAE S R A FEHE O EIRUI T Th o
ToHERE T, TRBREEAREEBA 46 AR I B IR 5 U B LB oD LR %8 & 7o iR 1T
Wy o 1=,

—Ji. TLS Z3JE L7 1, AFIRET 161 (2.0%) 11, 77U 2 —LEET 2 6 (4.0%)
2 THoTe, £D 5L, MIGRBESHRALEED RRABE 2722 12X TLS Z38E L 78
BEIL, Tar) Ao 1 TH T,
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7 =7V 78 10mg, 20mg, 40mg
1.8 IRfI3E ()

VLB R o ARFNTH G-I A0 U CIRBRE 2R < HERF L. DS AALSERIEICHE O @ IRBRILIE O JE
FEIIHN S 2 M2l Uiz, £7o. KV L R FRITRN-T2Z 8D AFID
TRETDREE « ZIRIT [ AL O @RI MUAE O FERESNH] ) & 3RAE LTz,

FEOKER, DRESUTNRIT T8 AACFIFIEITHE O mIRBRILIE | & 72 o7,

1.8.21.3  XEE - MRICEHET S ERALDOEEDHRTE DIRHL

<ZhfE « DRI BIES D M EovER >
1. e\, e DR R I E
AFN DN Tz > TE, B OIBRIERFE L ZEIL, EMIDIRPLE L S D BE XS
ETHT L,
2. DAY O m IR ER LYE
(1) AAOBE STz > Tid, MEFFRABERREOFRIEY A7 2 [ L GG BE 2R 5

e,
(2) AANFBEIZ AR S T Rk 2 0 i D AEM 372 72, 1 PORFRE 2 S IE T S 5
NARITHIFF T E ARl

(3) 3 AALZESRIERR T FEAE U 7 i RIRIE NS R~ 2 K DA R S OV PRI ENE L T
W, [FARERDN 220, ]

(CTRERIEN)

[RREARAL]

1. BEAGRAIRE - 2R CTH D TmE., mIREEMIE] (X 27068 - ZhRICEET 2/ LR
Rl L7z,

2(1). TLS OFIE Y A 7 K OME I AIRER FEHN O Z B L T, AAI TG & BF 21BN
HBNG D T DR LT,

2(2). AANX, XOR ZHFET S Z & TREARZ T 23EATH O | M REE A BT
HIERIZR N2 05#k Lz, BAALFHRIEIC L 0 8IS G REE A EA L2546, Bk
A RIS S NG T2 2 S I K HBMEBEARRORIEDRIENRH Y | DY 27 %4
25 Te DI MG REEE 2 3 0N T BN H D, ZO &) BRIGEIT, AKXV ok
LEEERTLIMLEDN D DHIZORE LT,

2(3). AFIDEEHERER T, BAACFIRIEITIESL > TR EEZ BB L TR Y | BALFIRIERICHE
iE U 72 18 PRI AE OIRFESN RN TR L TR T2 FE# L7,
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7 =7V 78 10mg, 20mg, 40mg
1.8 IRfI3E ()

1822 Ri% - AERUZDORERN

1.8.2.2.1 Ri%-RE

1. SRR, e RER

W, RACIE 7 =7 ¥ AZy FELTIHI0mg KVBHRAL, 1 B 1ERO#BESTS, £
D% XM A IRERE & fes8 L7203 BB G U TR~ I & T 5, MERFEISES 1 B 1840 mg
T, BEOWREITE U CHEEIEHT 228, RAREGEIZ 1A 1B 60mg & ¥ 5,

2. DAALSEEIEICLE O SRR fLE
Wi, A7 =27 ¥V AZ Yy R LT60meg & 1 B 1 ERRAEET S,

(TRERIEN)

1.8.2.2.2 % - REDHRTEIRR

TLS ff 2 EEZRWEBIL, BICBWTRBAHKMEL TELLIAET R TH D, BEBELRS
FIED Y A7 Mz 5120%, MIGREBEN 2 EF L2 X 912, T 272 0HRMEL i i IR i
BZzary b — g 52 ENEETHD,

AANL, DRE., EREEMGE ] OFFET 60 mg £ TOMHETEAREIEG L TV, Z ORI E
L7 IRROFER S, 1 B 1 60 mg TOLREMELMER L TWD, DAALTFRIEIC L0 Al

PREBMEDS ESF- L7236, BIRME RS DAILET 5 2 L1 L 2 2B RO FIE DGR
Wb, TDIU AT ZMZ DHIZDITMIFEREEM A2 HLNIC T, BICREICHERCE 2 HE - H
BAEINT 2 2 ENEBEIIR D, £1o, DAALTFHIERIT PEOBEZ L. R - & RER MAE DR
FH R FRBER GREFEIME) OV 27 MRS, 5 T FEERRRER O FE - AR, Wi
HEIFHWTIZ, 1H1FI60mg #iBIRTHZ & & LT,

55 N AHBRIR B (TMX-67TLS-01 #BR) 13, /0 FAEREE A & Lo U IEERIC L oL 4
FiAT P EOEMIERAE (Afm, Vo~ BIERA) 2 RICHEM Lz, A0 F B
I H 2 IR ATR A (Day -1) 2> GIRERIERIE% 6 HH (Day 6) £ TOMIEREEE AUC 12
REL, 7r7Y = HERE) (ST 2ARKDOIEL A REE LTz, ZORER, 7ar ) ) —
VBRI DAKIBEDIELYENRGE S Nz [ 1.8-1], 72, AFl 60 mg/H I LV M iFREREIX
1RBRFEARFERHAAT: 6 1 H (Day 6) £ TRAFAYIZIAD UTo, AL REERTTHIC MG REEE O F5F-1C
£V 2 [FIEL e U C I RERE O A L EE D FR (7.0 mg/dL) A 8 2 7R FE 1T e dh o T,
FEE I R B AR 2 JE L 72 13 1 BT 7228, MG RBSES A R o FIRZ 2 72 2

’ié%f@i&woto FEROEENS ., AFI 60 mg D 1 H 1 [EFEA#EGIZ X0 2 A LR

(ZRE D B RERIIE O RAEMHI D E AR TE 72720, 60 mg B2 5 HEORFHIAETH D
é:%zf:o

Lo T, REIOTEST 2 HHE - HEIZ, THEE, RACE 727 %Y 2%y FELT60mg
Z1H1ERA%ET 5,1 & LT,
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7 =7V 78 10mg, 20mg, 40mg
1.8 IRfI3E ()

18223 FiE - AEICEEY 52ERALOEEDRE DR

<HE - HEIZBEET 2 H Fods >

1. SRR, R

PRIERE T3 K DI, R RERE O IR T I L 0 B CREFEIE) 2355
KENDHZENHDHDT, AFOFEEIT10mg 1 B 1 [ELSEE L., #EBES 2 BRLIKE
[220mg 1 H 18], #5LAED 6 HFLIFEIZ40mg 1 B 1[5 &35, fhrllHEET
5L (TEERAE) OESR), 728, HERITRELY HoIBiRZTs2 L,

2. BAARTFIRIECAE O m IR R LYE

AANZE, DSAACFIRIEBLE 1~2 AR OG- 2BET 52 &

QEERIER M O P IRFREZE=2 ) 7 Len b, by RIERMS FHETRETHZ L,
k., BAOKREIIS LT, HEMEZEEER TS Z &,

[RREARAL]

1. BEAGRZHAE - R CTH D Tma, mIREEMAE | (Zxhd 2 Hik - ARICEET 264 Lo

Zitd L7,

2. ALSEPRIERAT T E O BRI B TIE, TLS FEAEHNH 0 72 D 1AL 2 HRIERTI LI PR e i &
KT ESETBIRERD D, A X ATIEAUTFHIED 1~2 ARINL 7 =7 FJ AL v b
G L ERHERIN TS, & NFARER (TMX-67TLS-01 #klR) Tik, KA A & A
B 5\ ALIRED 24 BERIRT (ZEREPH . 4 B ICAKIOBEZBIE LT LD T4
FNZ. MNAALFIRIERIA 1~2 BRI O/ GE2BGT 528, ERELE,

—AXAIIZ TLS 1%, ALFHRIERLS 12~72 R ICHRIE LTV E S Tnd, 207
AFNOFGEMEIT D2 & ZORME SN ERND D EE 2T, ZIUTEES X 5 I FEES
FikBR (TMX-67TLS-01 #kBR) Cid, {b52k o 24 BREIRTIC AR O 5% Bidh L, L2955
Bltat S HHETO 6 ARG 52 L & Lz, ZORE, A#Hl 60 mg/HIZ X Y iR EEfl
B FHEBR AR 6 H B £ TRFFRICHZD U [ 1.8-1], (W FPREMATH IS MG R EO
iz kv 2 Bl R L CIiiEREE O FLUEME D EIR (7.0 mg/dL) %8 2 795 . TLS
% R IE L?’:%EZ%% TR o T,

F o, EMmaREE & g U CEES A TR, MiaE oW LR IEA~ O S MEOE
KiD\HS%Eﬁ%i\ﬁ%%%%zﬁ%ﬁ%ﬁﬁ%ﬁﬁ%%éwiﬁu%ﬁi?k%ﬁf
H5 Y, %I FHRER (TMX-67TLS-01 #5) Tix, B ARE bRBRICHAAN TV
D, MAFEDHE T 2L LR &, BEORER SICESEREHNBOIERE ZTREL LT
Wiz, Loz s, BEOREBICL VRSB 2 EEIER T2 & LT,

L7edio T T AANE, DSAALERIERRG 1~2 ARIOREGEZBRMT 52 L, (2)

RIER K ML REEE AT =2 U 7 LIRin b, ALFIRIERRM S FRETRET 22L&, 72
B, BEOREISC T, REUHZEEERT LI, ERELT,
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7 =7V 78 10mg, 20mg, 40mg
1.8 IRfI3E ()

1823 FALDIEE (¥) RUZORERL

M LR () OREICHTZ-> TE, AHIOIERARER L OO ESE, %
Tz AR OWEINETGE (CCSI 28 Tr) M UBARIFRRRBEEOME N EOEE 22512 L TRE
Lz, 723, TERMERGIRMISCEOTHMEFICHOWT) CERLIF 4 1 25 B, FIHE 606 77)
KON TEEAERSOFER EOREBEGRSEFICOWT) CER9IF 4 A 25 B, 3IHE 607 77) I

HEHL L 7=,

BREARBL

fEH EOEE (R)
(%2 ROBEITFTES Lanz )]
1. ARANO RS UIBBEUE DBEERE D & 2 B3
2. ANHT NT U KR UIT B F AT ) v aRE TR oBRE
[TFRAEAEH ) OESH]

BATORAM SCENG DOEFE
L,

<HhEE « BRIZBIET DA EooEE >

1. e\, e PR AR I E

AHNOWHIZ S To > TE, ORI FELZSEIZ, EYIER
WL SNHBEERNRLTH L,

2. ISAACZERRIELE S i bR R

WAF ORI & 7= > Tk, EFREIEEREORIE Y X7 228
LGl BT AR 5 = &

OAFNIEEC AL S VT2 IRIE 2 53 3 D AERNIE RV 72D | IR
FRM % 20T IE T S BRI TE 20,

(3) DS AL EVEL NS FEE L 7 i PRIE LS k9~ D AR F DA 2tk
L O AAVEIMEST L T2, [ HRRBRA 220, ]

LBATORMN SCENLDE R
L,

2 (1) TLS ®FEIEY A7 KN
il AT RE 72 S A4 D 1 4 5 &
LT, AFl &G REEE
ZIRIRT D MBNH D 7R
;LT

2 (2) AAlX, XOR #[HET
5 Z & CIRIEA R AR5
WHITH Y, AP RER A E
RS DVERNT 72 T bRl
L7z, MALFEEIZE DA
PRI IMIE IREEME DS E5- L7235
A B RS IR IERS ANUE
ETHZ LIk HAEBERE
DIIEDERENRH Y . Z D
U A7 2z 5 72Ol ML R
Pt A 32T T T 2 BN
b, ZOXIREAIE. A
F X0 oA IS 5 2
FNH LT ORE LT,

2 (3) AFNOEFRFERTIX,
DS AR S - TR G
ZBEA L TRV . BALFHIE
ER S IIE U T2 8 R B ILE O
eI PN e e A PRGAY AV
OEcH L7z,
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7 =7V 78 10mg, 20mg, 40mg
1.8 IRfI3E ()

fEH EoEE ()

A TEARHL

<M - MEICEET LM EoEE>

1. AL, & PR fE

PREGIE T 3R K D IB0RIHICIE, AR ERE O 2% 2K TS

D JmEBEIEIR GREFEIE) DFERINDLZENRHDLDT, KAID

BHIX10mg 1 B 1 ELGM L., 5O 2 LIRS

mg 1 H 18], &5EG 6 HFLIEIC Mm%lﬁlﬁﬁﬁk?
L8 eI ET S5 (IR 0mB), ik, ¥
BRITREE BB 5 2 L,

2. DAALEPRIEICLE O m R R fE

(WAANT, DSAALZHRIERRME 1~2 BRI LR G E2BGT5 2 &,
QEFARIER S N REEZE =2V 7 L7253 & Ak PR
S HEECEET AL, ol BEOREISL T, 51
WAz EERT D2 &,

LBAT OB LE N DER
L7z L,

2. TLS FIEMHIO 7= D12k
%ﬁ%%mmﬁﬁ@ﬁ%+%
IR TS TBLLERD D
7o N AALTFIRIER IR 1~2
HRIMWORG 2GS D2 &
ERE LT, F7o. TLS IE.
{LEIRIER AR 12~72 WifEI#4
WCHRIELSLST W E ST
Bo TDTD, RENOBE-H
M7 &b 2 o 25
T BEH AT DRE LT,
Fo. DA T 2105
IR Sl X0 TLS RIERFS
DR TH D20, KFIOHK
& TREE, BEF OIRRER
FIZEDSZIERTHZEEL
776

[ EoiEE]

1. HERES ROBFIITEEICHRGTHZ L)

(1) EEOEBWRERETOH 5 BH [EHARRN D728 Rt
SEL TR, ]

(2) FFHEREREE D b 2 B [ R 72 < ZRMED L L T
AYZ9AN

BATORAM SCENG DEF
L,

2. EEREANEE

(1) AANTREERE TR TH Y | JWEETIR O EIEE) FIFC
MR Z R S5 LmERHiR OEIEME) ZHEsE5
BENNH D, A, EIRERIIGE OIRRIZEE L, AR GA0
JEBEEIZE CEIEIE) 23380 BTG AIE, JERPB S E 5 £ T,
AKFN OG- 2 BMG L7\ 2

Fro. ARG IOERBEE R ORI PSR LS E
AROMEEZERS L Z L5k L, ERIZEY a1E
Fol AT A FIEFIRIER, RIEREAT oA FEZHHT

2. (1) TR« v PR AR ILIE |
DGEDOHRIZEDLEER
I, DR - s R IR | & 1723
AALZEIRIEIZAE D PRI i
AE] DORIITIZED D EEHIH

TiE| AR LTz,
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7 =7V 78 10mg, 20mg, 40mg

1.8 IRACGE (%)

fEH EoEE ()

A TEARHL

HZ &,

(2) AFNF G- HIIHURIRBIE O FT R O 2 fesd L, F5 2558

2. 2) BUTOWRMSLENED

SR A4 5

R AREAR - HEE 715

B&FF - fElRIN 7

ANT T NTY N E
KFnw (vaA 7Y
>)
THFATY
ATy, TH=
>)

1l 0 ) % O B E
HZEZHER3 5 A8
M H 5,

TYHEFATY D

gE| (X A v 1 7 b

7V v ORI
Thrx*H o F
XX —EDOM
W2k, Anh7
AV IERY NF -
ERNEHT &
nruarsy ) —)
(EE) TmbnT
WD, AAIS FH
FrAxFH—F
FLEEHZ S S Z
LB RO FEE
HERH D,

SN E TR RE B O 2 i 5 2 & EHERL,
3. HHAEMEH 3. (1) BUTOIRMNIENH D
(1) WFHEER) (BFHLAnZ E) EHERL,

(2) PFHER) (BFRICEET D2 &)

E'H’Fﬁ% Z HE R
REMED D %,

A4 BRPRIEIR - FRETTIE| R - BRI
= S =g KT %ﬁ%ﬁ%ﬁfﬁﬁfy®ﬁ%

METHDL XY
FrAXFHE—F
OEFEIZELY, X
7 v oA
fil L, YEH &2 R &
vHrZEnTaS
U —n (I <
HMHNTWD, KAl
HLX¥ P F oA F
VA —EHEEMN
EHLOoZ LD, (A

3. (2) BATOWRA LENSD
EHERL,
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7 =7V 78 10mg, 20mg, 40mg

1.8 IRACGE (%)

Jeh B - BRI LIE

HRRIEE TRV xS 1,027 FiF 228 il (22.2 %) (2l
EH (BRBREMEORE #51) DDz, NRIZ, BMRE
FIEIE S 80 B (7.8 %) . ERAMAMESR T A 81 61 (7.9 %). W
JRBEEIZ X 105 B (102 %) Thot-, E72BEMTEAIRIVERIZE
g 12 61 (1.2 %) TUBAHEER 9 61(0.9 %) U 9 %109 %) .
T8 4 (0.8 %), ERES B (0.5 %) EThoTo, BINEME
SNTERARMRAEMEOR T IX, IR AMEEE 36 6] (3.5 %),
TSH¥EMOB1(0.9 %) JRHF B, 7w ra7 Y Hn8 (0.8 %) .
CK (CPK) #9541 (0.5%) HFTh-oT,

DS AACZEFRIEN A S i PR R I

AR F TRl S 49 B 1 1] (2.0%) ([CEIEHDSEE

oo, TOEIERIX. AST (GOT) i, ALT (GPT)

Thoi-,

B EOERE (R) AR EARYL
RO ATREMEDN & 5,
H ) o v E v DR
WREN LA T L0 BEETHDL XV
REMEN B B, FroAXHL—F
AFNEDEHT 25 OEICLY,
Alx, VF D AR HIV B
EHERBICEBRTHICBWTYH v
&, v @D Cmax & NAUC
W ERFT BN
Ty —n (HE
) TSN TV
%o AAIGFH T
YAXF X —ER
EEMAEL O L
D [FERO ATHEME
Nd 5,
4. mITEH

BATOWRAM SCENS OB
L,

AFNOAKGEHRFED T2 125
U 7= B R B Al % BRI SRR
L7,

(1) ERZ2EIEM

BATOWRA SCENS DB 7
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7 =7V 78 10mg, 20mg, 40mg
1.8 IRfI3E ()

A EOEE () AR E AR AL
1) JFnerEss (B AR @ AST (GOT). ALT (GPT) %0 L& | L,
PO FFRERENR S 5D Z BN HHDO T, AFIEGHITE
L J@aﬁzﬁ:ﬁo 7mE, BEOWREESICBIE L, RENRD
ONTHEAEIITEGERILT 572, HEURLELZITO Z &,
2) Lﬂﬁ(f (ﬁf?@?) EEMR IS, %Ef“iﬁk@Lﬂﬁfﬁ)i@Eb
N5 EeNDDHDOT, BEELTHATH, BEPRBD LN
(Rl €' ke S S N R T = o 0 BN
(2) ZothoFIER BEARRANEEIZ BT B ENTH IR
LUFORIWERANRTRD b HAITE, ERICE U, #5%| #% (E%’vé%l&%%) OREIERE L
k72 EOMYIRMEETTH 2 L, TR T Y o L8580
DIEFINEREE T & »
BEIE| A ARE 1~5% 1% A 5. [ZOfMORENER] DOIHEIC
i ESG BRE L7,
iR(E3 i/ NREEA | 1 i ER A
2 fi.
PRI TSH H5n
PR R SR R R FREOLUN
& FEED E
v, fEIR
Ny HhiE DEXEE
A5 T HE AR
R, L, B
JiF - AR R JFF AR RE AR A A
F& (ALT
(GPT) #4/m,
AST (GOT) #4
. vy -GTP 8
%)
BT FEFRE, BiE WE. TP
JiE, HLEE
B A% R ESJEiTT] DU | DU A
PREk, CK
(CPK) 4/,
P
EROREE | RERD BN T &F
D=0
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7 =7V 78 10mg, 20mg, 40mg
1.8 IRfI3E ()

fEH EoEE ()

A TEARHL

= —BHN,
R p,17nm
ZA= %
pJINNIII RS g
I = HEHN, ifn
R SR N . A
PR

Z Ofth TN B, B8,
A~y 7Y

U RN,

CRP ¥4I, 1L
SR |
n

) EN ORGSR IR0 6T, BIEMRE SUIAEITBNT
ABHHILTND,

5. &g ~DHs-
— R EE TITABEENME T L TS Z % ni=d, BE
OREEZBIZE L, +DICEE LN LARZHRET L2 L,

BATOWRA SCENS DB 7

Lo

6. hhhw, PElw, BHLWE~OEE
(1) & TR LW 2 ATREME O & B0 NI, 16 Eof
EHENERME A BlE D & S A GEICoREE T 5 2 L [T
YRR OB T D LM IS L TR
(2) HH O NI, AFE G IR AR T S 2 &, [F)
WER (7 v b)) TERENFITTICBATT 2 Z EnmE STy
%, 1=, BER (7 v MBI 2 HAER LK OHAERORAN
’ﬂ%@% \ZB9 5 RBR) @ 12mgkg/H (60mg/H THE bk
ETIREREDO 111 1%) L ETHARORRIC T YT L
Eéﬂé#m%%%éw s, 48 mghkg/H (60 mg/H TOE k
HEIREE D 39.3 f5) THEALFEOKT, KREKER EORE
M% HER RO KA L R VIR IR B BB IO 235580 ST
%]

BATOWRAT SCENS DB 7

Lo

7. /J\IE“W‘_/\@TQE‘
IR AR, HrER, FLIR. ShIR U3 NRITR 2 2 e 3
LTV, AR 720, ]

BATOWRM LEND

Lo

DI T 7

WA EoEE

BATOWRM LEND

DA T 7
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7 =7V 78 10mg, 20mg, 40mg
1.8 IRfI3E ()

B EOERE (R) AR E AR AL
SEFNAZATIG - PTP @2 DAL PTP o — b2 HY (L TARA | L.
X H0fES DL [PTP v— FORAKIZ L D | BEWSATHI A
EREBIZHIA L, BT Z LA 2 U CHtBRIR R ZE D EE A
JEAFHRETHZ ERMEIN TS, ]
9. ZTOMDIER
(1) FomltEzE Wz 104 BRI X528 AJFIERBR I WO 9.(DFAITORM SCEN S O
T, I HERE (7> b 24mgkg/H (60mg/H TOE hOMmBEF| He L,
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Abstract
1352.
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1471-8.
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5.4-5 - Coiftier B, Guidelines for the management of pediatric and - J Clin -
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Pui CH, review (2008) 2767-78.
Younes A,
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):
578-86.
5.4-7 - Jones GL, Guidelines for the management of tumour lysis - BrJ -
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5.4-9 - Mitchell S, Tumour lysis syndrome: new therapeutic strategies - BrlJ
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S, Yoshida A,
Iwasaki H,
Nakamura T,
Ueda T.
5.4-18 - H A B g 7| CKD 9% 47 1 | 2012 - - -
e
5.4-19 - Kamatani N, | An allopurinol-controlled, multicenter, randomized, - J Clin -
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