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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

AVODARTY" (dutasteride) Soft Gelatin Capsules
Initial U.S. Approval: 2001

--------------------------- RECENT MAJOR CHANGES ----------==-nnmnen
Indications and Usage, Combination With Alpha-Blocker (1.2) 6/2008
Dosage and Administration, Combination With Alpha-Blocker (2.2) 6/2008

AVODART, a Sa-reductase inhibitor, is indicated for the treatment of
symptomatic benign prostatic hyperplasia (BPH) in men with an enlarged
prostate to: (1.1)

e improve symptoms,

e reduce the risk of acute urinary retention, and

e reduce the risk of the need for BPH-related surgery.

AVODART in combination with the alpha-blocker tamsulosin is indicated for
the treatment of symptomatic BPH in men with an enlarged prostate. (1.2)

- --- DOSAGE AND ADMINISTRATION
Monotherapy: 0.5 mg once daily. (2.1)
Combination with tamsulosin: 0.5 mg once daily and tamsulosin 0.4 mg once
daily. (2.2)
Dosing considerations: Swallow whole. May take with or without food. (2)
--------------------- DOSAGE FORMS AND STRENGTHS --------------
0.5-mg soft gelatin capsules (3)
CONTRAINDICATIONS -------nnmmmmmmmmmomeee
. Pregnancy and women of childbearing potential. (4, 5.1, 8.1)
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. Pediatric patients. (4)

. Patients with previously demonstrated, clinically significant
hypersensitivity (e.g., serious skin reactions, angioedema) to
AVODART or other Sa-reductase inhibitors. (4)

----------------------- WARNINGS AND PRECAUTIONS -------=--------

e Women who are pregnant or may become pregnant should not handle
AVODART Capsules. (5.1, 8.1)

e Patients should be assessed to rule out other urological diseases, including
prostate cancer, prior to prescribing AVODART. (5.2)

e AVODART reduces total serum prostate-specific antigen concentration
by approximately 50%. (5.3)

e Patients should not donate blood until 6 months after their last dose. (5.4)

------------------------------ ADVERSE REACTIONS --------m--nmemnmeneee

The most common adverse reactions, reported in >1% of patients treated with

AVODART and more commonly than in patients treated with placebo, are

impotence, decreased libido, ejaculation disorders, and breast disorders. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS --------=---=nmnmmeneee
Use with caution in patients taking potent, chronic CYP3A4 enzyme
inhibitors (e.g., ritonavir). (7)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised: 6/2008
AVT:4PI
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
1.1  Monotherapy

AVODART is indicated for the treatment of symptomatic benign prostatic hyperplasia

(BPH) in men with an enlarged prostate to:
e improve symptoms,

o reduce the risk of acute urinary retention (AUR), and

1
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¢ reduce the risk of the need for BPH-related surgery.
1.2 Combination With Alpha-Blocker

AVODART in combination with the alpha-blocker tamsulosin is indicated for the
treatment of symptomatic BPH in men with an enlarged prostate.

2 DOSAGE AND ADMINISTRATION

The capsules should be swallowed whole and not chewed or opened, as contact with the
capsule contents may result in irritation of the oropharyngeal mucosa. AVODART may be
administered with or without food.
2.1  Monotherapy

The recommended dose of AVODART is 1 capsule (0.5 mg) taken once daily.
2.2 Combination With Alpha-Blocker

The recommended dose of AVODART is 1 capsule (0.5 mg) taken once daily and
tamsulosin 0.4 mg taken once daily.
2.3 Dosage Adjustment in Specific Populations

No dose adjustment is necessary for patients with renal impairment or for the elderly [see
Clinical Pharmacology (12.3)]. Due to the absence of data in patients with hepatic impairment,
no dosage recommendation can be made [see Specific Populations (8.7) and Clinical
Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS
0.5 mg, opaque, dull yellow, gelatin capsules imprinted with “GX CE2” in red ink on one
side.

4 CONTRAINDICATIONS
AVODART is contraindicated for use in:

e Pregnancy. Dutasteride inhibits the activity of Sa-reductase, which prevents conversion of
testosterone to dihydrotesterone, a hormone necessary for normal development of male
genitalia. In animal reproduction and developmental toxicity studies, dutasteride inhibited
development of male fetus external genitalia. Therefore, AVODART may cause fetal harm
when administered to a pregnant woman. If AVODART is used during pregnancy or if the
patient becomes pregnant while taking AVODART, the patient should be apprised of the
potential hazard to the fetus [see Warnings and Precautions (5.1), Use in Specific
Populations (8.1)].

e Women of childbearing potential [see Warnings and Precautions (5.1), Use in Specific
Populations (8.1)].

e Pediatric patients [see Use in Specific Populations (8.4)].

e Patients with previously demonstrated, clinically significant hypersensitivity (e.g., serious
skin reactions, angioedema) to AVODART or other Sa-reductase inhibitors.
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5 WARNINGS AND PRECAUTIONS
5.1 Exposure of Women—Risk to Male Fetus

AVODART Capsules should not be handled by a woman who is pregnant or who may
become pregnant. Dutasteride is absorbed through the skin and could result in unintended fetal
exposure. If a woman who is pregnant or who may become pregnant comes in contact with
leaking dutasteride capsules, the contact area should be washed immediately with soap and water
[see Use in Specific Populations (8.1)].

5.2  Evaluation for Other Urological Diseases

Lower urinary tract symptoms of BPH can be indicative of other urological diseases,
including prostate cancer. Patients should be assessed to rule out prostate cancer and other
urological diseases prior to treatment with AVODART and periodically thereafter. Patients with
a large residual urinary volume and/or severely diminished urinary flow may not be good
candidates for Sa-reductase inhibitor therapy and should be carefully monitored for obstructive
uropathy.

5.3 Effects on Prostate-Specific Antigen (PSA) and the Use of PSA in Prostate
Cancer Detection

Dutasteride reduces total serum PSA concentration by approximately 40% following
3 months of treatment and by approximately 50% following 6, 12, and 24 months of treatment.
This decrease is predictable over the entire range of PSA values, although it may vary in
individual patients. Therefore, for interpretation of serial PSAs in a man taking AVODART, a
new baseline PSA concentration should be established after 3 to 6 months of treatment, and this
new value should be used to assess potentially cancer-related changes in PSA. To interpret an
1solated PSA value in a man treated with AVODART for 6 months or more, the PSA value
should be doubled for comparison with normal values in untreated men.

The free-to-total PSA ratio (percent free PSA) remains constant at Month 12, even under
the influence of AVODART. If clinicians elect to use percent free PSA as an aid in the detection
of prostate cancer in men receiving AVODART, no adjustment to its value appears necessary.

Coadministration of tamsulosin with dutasteride resulted in similar changes to total PSA
as dutasteride monotherapy.

5.4 Blood Donation

Men being treated with dutasteride should not donate blood until at least 6 months have
passed following their last dose. The purpose of this deferred period is to prevent administration
of dutasteride to a pregnant female transfusion recipient.

5.5 Effect on Semen Characteristics

The effects of dutasteride 0.5 mg/day on semen characteristics were evaluated in normal
volunteers aged 18 to 52 (n = 27 dutasteride, n = 23 placebo) throughout 52 weeks of treatment
and 24 weeks of post-treatment follow-up. At 52 weeks, the mean percent reduction from
baseline in total sperm count, semen volume, and sperm motility were 23%, 26%, and 18%,
respectively, in the dutasteride group when adjusted for changes from baseline in the placebo
group. Sperm concentration and sperm morphology were unaffected. After 24 weeks of
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follow-up, the mean percent change in total sperm count in the dutasteride group remained 23%
lower than baseline. While mean values for all semen parameters at all time-points remained
within the normal ranges and did not meet predefined criteria for a clinically significant change
(30%), 2 subjects in the dutasteride group had decreases in sperm count of greater than 90%
from baseline at 52 weeks, with partial recovery at the 24-week follow-up. The clinical
significance of dutasteride’s effect on semen characteristics for an individual patient’s fertility is
not known.

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
trial of another drug and may not reflect the rates observed in practice.

Monotherapy:

e The most common adverse reactions reported in subjects receiving AVODART were
impotence, decreased libido, breast disorders (including breast enlargement and tenderness),
and ejaculation disorders.

e Study withdrawal due to adverse reactions occurred in 4% of subjects receiving AVODART
and 3% of subjects receiving placebo. The most common adverse reaction leading to study
withdrawal was impotence (1%).

Over 4,300 male subjects with BPH were randomly assigned to receive placebo or
0.5-mg daily doses of AVODART in 3 identical 2-year, placebo-controlled, double-blind,
Phase 3 treatment studies, each with 2-year open-label extensions. During the double-blind
treatment period, 2,167 male subjects were exposed to AVODART, including 1,772 exposed for
1 year and 1,510 exposed for 2 years. When including the open-label extensions, 1,009 male
subjects were exposed to AVODART for 3 years and 812 were exposed for 4 years. The
population was aged 47 to 94 years (mean age, 66 years) and greater than 90% Caucasian.
Table 1 summarizes clinical adverse reactions reported in at least 1% of subjects receiving
AVODART and at a higher incidence than subjects receiving placebo.
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Table 1. Adverse Reactions Reported in >1% of Subjects Over a 24-Month Period and
More Frequently in the Group Receiving AVODART Than the Placebo Group
(Randomized, Double-Blind, Placebo-Controlled Studies Pooled) by Time of Onset

Adverse Reaction Time of Onset
Adverse Reactions Month 0-6 Month 7-12 | Month 13-18 | Month 19-24

AVODART (n) (n=2,167) (n=1,901) (n=1,725) (n=1,605)

Placebo (n) (n=2,158) (n=1,922) (n=1,714) (n=1,555)
Impotence

AVODART 4.7% 1.4% 1.0% 0.8%

Placebo 1.7% 1.5% 0.5% 0.9%
Decreased libido

AVODART 3.0% 0.7% 0.3% 0.3%

Placebo 1.4% 0.6% 0.2% 0.1%
Ejaculation disorders

AVODART 1.4% 0.5% 0.5% 0.1%

Placebo 0.5% 0.3% 0.1% 0.0%
Breast disorders

AVODART 0.5% 0.8% 1.1% 0.6%

Placebo 0.2% 0.3% 0.3% 0.1%

“Includes breast tenderness and breast enlargement.

Long-Term Treatment (Up to 4 Years): There is no evidence of increased

drug-related sexual adverse reactions (impotence, decreased libido, and ejaculation disorder) or
breast disorders with increased duration of treatment. The relationship between long-term use of
AVODART and male breast neoplasia is currently unknown.

Combination with Alpha-Blocker Therapy (CombAT):

e The most common adverse reactions reported in subjects receiving combination therapy

(AVODART plus tamsulosin) were impotence, decreased libido, breast disorders (including

breast enlargement and tenderness), ejaculation disorders, and dizziness. Over 2 years of

treatment, drug-related ejaculation disorders occurred more frequently in subjects receiving

combination therapy (9%) compared to AVODART (2%) or tamsulosin (3%) as

monotherapy.

e Study withdrawal due to adverse reactions occurred in 5% of subjects receiving combination

therapy (AVODART plus tamsulosin) and 3% of subjects receiving AVODART or

tamsulosin as monotherapy. The most common adverse reaction leading to study withdrawal

in subjects receiving combination therapy was impotence (1%).
Over 4,800 male subjects with BPH were randomly assigned to receive either 0.5-mg
AVODART, 0.4-mg tamsulosin, or combination therapy (0.5-mg AVODART plus 0.4-mg
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tamsulosin) administered once daily in a 4-year double-blind study. Adverse reaction
information over the first 2 years of treatment is presented below; information for years 2 to 4 is
not yet available as the study is ongoing. During the first 2 years, 1,623 subjects received
monotherapy with AVODART; 1,611 subjects received monotherapy with tamsulosin; and

1,610 subjects received combination therapy. The population was aged 49 to 88 years (mean age,
66 years) and 88% Caucasian. Table 2 summarizes adverse reactions reported in at least 1% of
subjects in any treatment group.

Table 2. Adverse Reactions Reported Over a 24-Month Period in >1% of Subjects in
Any Treatment Group (CombAT) by Time of Onset

Adverse Reaction Time of Onset
Adverse Reactions Month 0-6 Month 7-12 | Month 13-18 | Month 19-24

Combination (n)* (n=1,610) (n=1,524) (n=1,424) (n=1,345)

AVODART (n) (n=1,623) (n=1,547) (n=1,457) (n=1,378)

Tamsulosin (n) (n=1,611) (n=1,542) (n=1,468) (n=1,363)
Impotence

Combination 5.5% 1.2% 0.8% 0.3%

AVODART 3.9% 1.2% 0.6% 0.7%

Tamsulosin 2.7% 0.8% 0.4% 0.4%
Decreased libido

Combination 4.5% 0.9% 0.4% <0.1%

AVODART 3.3% 0.6% 0.7% 0.2%

Tamsulosin 1.9% 0.6% 0.4% 0.2%
Ejaculation disorders

Combination 7.6% 1.6% 0.4% <0.1%

AVODART 1.1% 0.6% 0.1% 0.1%

Tamsulosin 2.2% 0.5% 0.4% 0.1%
Breast disorders’

Combination 1.0% 1.1% 0.7% 0.3%

AVODART 0.9% 1.0% 0.8% 0.5%

Tamsulosin 0.4% 0.4% 0.2% 0.1%
Dizziness

Combination 1.1% 0.4% 0.2% 0.0%

AVODART 0.4% 0.2% <0.1% <0.1%

Tamsulosin 0.9% 0.5% 0.3% 0.1%

"Combination = AVODART 0.5 mg once daily plus tamsulosin 0.4 mg once daily.
"Includes breast tenderness and breast enlargement.
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6.2 Postmarketing Experience

The following adverse reactions have been identified during postapproval use of
AVODART. 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 to
drug exposure. These reactions have been chosen for inclusion due to a combination of their
seriousness, frequency of reporting, or potential causal connection to AVODART.

Immune System Disorders: Hypersensitivity reactions, including rash, pruritus,
urticaria, localized edema, serious skin reactions, and angioedema.

7 DRUG INTERACTIONS
7.1 Cytochrome P450 3A Inhibitors

Dutasteride is extensively metabolized in humans by the CYP3A4 and CYP3A5
isoenzymes. The effect of potent CYP3 A4 inhibitors on dutasteride has not been studied.
Because of the potential for drug-drug interactions, use caution when prescribing AVODART to
patients taking potent, chronic CYP3A4 enzyme inhibitors (e.g., ritonavir) [see Clinical
Pharmacology (12.3)].
7.2 Alpha-Adrenergic Blocking Agents

The administration of AVODART in combination with tamsulosin or terazosin has no
effect on the steady-state pharmacokinetics of either alpha-adrenergic blocker. The effect of
administration of tamsulosin or terazosin on dutasteride pharmacokinetic parameters has not
been evaluated.
7.3  Calcium Channel Antagonists

Coadministration of verapamil or diltiazem decreases dutasteride clearance and leads to
increased exposure to dutasteride. The change in dutasteride exposure is not considered to be
clinically significant. No dose adjustment is recommended [see Clinical Pharmacology (12.3)].
7.4  Cholestyramine

Administration of a single 5-mg dose of AVODART followed 1 hour later by 12 g of
cholestyramine does not affect the relative bioavailability of dutasteride [see Clinical
Pharmacology (12.3)].
7.5 Digoxin

AVODART does not alter the steady-state pharmacokinetics of digoxin when
administered concomitantly at a dose of 0.5 mg/day for 3 weeks [see Clinical Pharmacology
(12.3)].
7.6  Warfarin

Concomitant administration of AVODART 0.5 mg/day for 3 weeks with warfarin does
not alter the steady-state pharmacokinetics of the S- or R-warfarin isomers or alter the effect of
warfarin on prothrombin time [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category X. [See Contraindications (4)]. AVODART is contraindicated for
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use in women of childbearing potential and during pregnancy. AVODART is a Sa-reductase
inhibitor that prevents conversion of testosterone to dihydrotesterone (DHT), a hormone
necessary for normal development of male genitalia. In animal reproduction and developmental
toxicity studies, dutasteride inhibited normal development of external genitalia in male fetuses.
Therefore, AVODART may cause fetal harm when administered to a pregnant woman. If
AVODART is used during pregnancy or if the patient becomes pregnant while taking
AVODART, the patient should be apprised of the potential hazard to the fetus.

Abnormalities in the genitalia of male fetuses is an expected physiological consequence
of inhibition of the conversion of testosterone to Sa-dihydrotestosterone (DHT) by Sa-reductase
inhibitors. These results are similar to observations in male infants with genetic Sa-reductase
deficiency. Dutasteride is absorbed through the skin. To avoid potential fetal exposure, women
who are pregnant or may become pregnant should not handle AVODART Soft Gelatin Capsules.
If contact is made with leaking capsules, the contact area should be washed immediately with
soap and water. Dutasteride is secreted into male semen. The highest measured semen
concentration of dutasteride in treated men was 14 ng/mL. Assuming exposure of a 50-kg
woman to 5 mL of semen and 100% absorption, the woman’s dutasteride concentration would be
about 0.175 ng/mL. This concentration is more than 100 times less than concentrations
producing abnormalities of male genitalia in animal studies. Dutasteride is highly protein bound
in human semen (>96%), which may reduce the amount of dutasteride available for vaginal
absorption [see Warnings and Precautions (5.1)].

In an embryo-fetal development study in female rats, oral administration of dutasteride
at doses 10 times less than the maximum recommended human dose (MRHD) resulted in
abnormalities of male genitalia in the fetus, and nipple development, hypospadias, and
distended preputial glands in male offspring. An increase in stillborn pups was observed at
111 times the MRHD, and reduced fetal body weight was observed at doses >15 times the
MRHD. Increased incidences of skeletal variations considered to be delays in ossification
associated with reduced body weight were observed at doses >56 times the MRHD.
Abnormalities of male genitalia were also observed in an oral pre- and post-natal development
study in rats and in 2 embryo-fetal studies in rabbits at one-third the MRHD.

In an embryo-fetal development study, pregnant rhesus monkeys were exposed
intravenously to a dutasteride blood level comparable to the dutasteride concentration found
in human semen. The development of male external genitalia of monkey offspring was not
adversely affected. Reduction of fetal adrenal weights, reduction in fetal prostate weights, and
increases in fetal ovarian and testis weights were observed in monkeys [see Nonclinical
Toxicology (13.3)].

8.3  Nursing Mothers

AVODART should not be used by nursing women. It is not known whether dutasteride is

excreted in human milk.
8.4  Pediatric Use
AVODART is contraindicated for use in pediatric patients. Safety and effectiveness in
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pediatric patients have not been established.
8.5 Geriatric Use

Of 2,167 male subjects treated with AVODART in 3 clinical studies, 60% were 65 and
over and 15% were 75 and over. No overall differences in safety or efficacy were observed
between these subjects and younger subjects. Other reported clinical experience has not
identified differences in responses between the elderly and younger patients [see Clinical
Pharmacology (12.3)].
8.6 Renal Impairment

No dose adjustment is necessary for AVODART in patients with renal impairment [See
Clinical Pharmacology (12.3)].
8.7 Hepatic Impairment

The effect of hepatic impairment on dutasteride pharmacokinetics has not been studied.
Because dutasteride is extensively metabolized, exposure could be higher in hepatically impaired
patients. However, in a clinical study where 60 subjects received 5 mg (10 times the therapeutic
dose) daily for 24 weeks, no additional adverse events were observed compared with those
observed at the therapeutic dose of 0.5 mg [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

In volunteer studies, single doses of dutasteride up to 40 mg (80 times the therapeutic
dose) for 7 days have been administered without significant safety concerns. In a clinical study,
daily doses of 5 mg (10 times the therapeutic dose) were administered to 60 subjects for
6 months with no additional adverse effects to those seen at therapeutic doses of 0.5 mg.

There is no specific antidote for dutasteride. Therefore, in cases of suspected overdosage
symptomatic and supportive treatment should be given as appropriate, taking the long half-life of
dutasteride into consideration.

11 DESCRIPTION

AVODART is a synthetic 4-azasteroid compound that is a selective inhibitor of both the
type 1 and type 2 isoforms of steroid So-reductase, an intracellular enzyme that converts
testosterone to DHT.

Dutasteride is chemically designated as (5a,,17p)-N-{2,5 bis(trifluoromethyl)phenyl}-3-
ox0-4-azaandrost-1-ene-17-carboxamide. The empirical formula of dutasteride is C,7H30FsN2O»,
representing a molecular weight of 528.5 with the following structural formula:




Dutasteride is a white to pale yellow powder with a melting point of 242° to 250°C. It is
soluble in ethanol (44 mg/mL), methanol (64 mg/mL), and polyethylene glycol 400 (3 mg/mL),
but it is insoluble in water.

Each AVODART Soft Gelatin Capsule, administered orally, contains 0.5 mg of
dutasteride dissolved in a mixture of mono-di-glycerides of caprylic/capric acid and butylated
hydroxytoluene. The inactive excipients in the capsule shell are gelatin (from certified BSE-free
bovine sources), glycerin, and ferric oxide (yellow). The soft gelatin capsules are printed with
edible red ink.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Dutasteride inhibits the conversion of testosterone to dihydrotestosterone (DHT). DHT is
the androgen primarily responsible for the initial development and subsequent enlargement of the
prostate gland. Testosterone is converted to DHT by the enzyme Sa-reductase, which exists as
2 isoforms, type 1 and type 2. The type 2 isoenzyme is primarily active in the reproductive
tissues, while the type 1 isoenzyme is also responsible for testosterone conversion in the skin and
liver.

Dutasteride is a competitive and specific inhibitor of both type 1 and type 2 Sa-reductase
isoenzymes, with which it forms a stable enzyme complex. Dissociation from this complex has
been evaluated under in vitro and in vivo conditions and is extremely slow. Dutasteride does not
bind to the human androgen receptor.

12.2 Pharmacodynamics

Effect on 5a-Dihydrotestosterone and Testosterone: The maximum effect of daily
doses of dutasteride on the reduction of DHT is dose dependent and is observed within 1 to
2 weeks. After 1 and 2 weeks of daily dosing with dutasteride 0.5 mg, median serum DHT

concentrations were reduced by 85% and 90%, respectively. In patients with BPH treated with
dutasteride 0.5 mg/day for 4 years, the median decrease in serum DHT was 94% at 1 year, 93%
at 2 years, and 95% at both 3 and 4 years. The median increase in serum testosterone was 19% at
both 1 and 2 years, 26% at 3 years, and 22% at 4 years, but the mean and median levels remained
within the physiologic range.

In patients with BPH treated with 5 mg/day of dutasteride or placebo for up to 12 weeks
prior to transurethral resection of the prostate, mean DHT concentrations in prostatic tissue were
significantly lower in the dutasteride group compared with placebo (784 and 5,793 pg/g,
respectively, p<0.001). Mean prostatic tissue concentrations of testosterone were significantly
higher in the dutasteride group compared with placebo (2,073 and 93 pg/g, respectively,
p<0.001).

Adult males with genetically inherited type 2 Sa-reductase deficiency also have
decreased DHT levels. These Sa-reductase deficient males have a small prostate gland
throughout life and do not develop BPH. Except for the associated urogenital defects present at
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birth, no other clinical abnormalities related to Sa-reductase deficiency have been observed in
these individuals.

Effects on Other Hormones: In healthy volunteers, 52 weeks of treatment with
dutasteride 0.5 mg/day (n = 26) resulted in no clinically significant change compared with
placebo (n = 23) in sex hormone-binding globulin, estradiol, luteinizing hormone,
follicle-stimulating hormone, thyroxine (free T4), and dehydroepiandrosterone. Statistically
significant, baseline-adjusted mean increases compared with placebo were observed for total
testosterone at 8 weeks (97.1 ng/dL, p<0.003) and thyroid-stimulating hormone at 52 weeks
(0.4 mcIU/mL, p<0.05). The median percentage changes from baseline within the dutasteride
group were 17.9% for testosterone at 8 weeks and 12.4% for thyroid-stimulating hormone at
52 weeks. After stopping dutasteride for 24 weeks, the mean levels of testosterone and
thyroid-stimulating hormone had returned to baseline in the group of subjects with available data
at the visit. In patients with BPH treated with dutasteride in a large randomized, double-blind,
placebo-controlled study, there was a median percent increase in luteinizing hormone of 12% at
6 months and 19% at both 12 and 24 months.

Other Effects: Plasma lipid panel and bone mineral density were evaluated following
52 weeks of dutasteride 0.5 mg once daily in healthy volunteers. There was no change in bone
mineral density as measured by dual energy x-ray absorptiometry compared with either placebo
or baseline. In addition, the plasma lipid profile (i.e., total cholesterol, low density lipoproteins,
high density lipoproteins, and triglycerides) was unaffected by dutasteride. No clinically
significant changes in adrenal hormone responses to ACTH stimulation were observed in a
subset population (n = 13) of the 1-year healthy volunteer study.

12.3 Pharmacokinetics

Absorption: Following administration of a single 0.5-mg dose of a soft gelatin capsule,
time to peak serum concentrations (Tp.x) of dutasteride occurs within 2 to 3 hours. Absolute
bioavailability in 5 healthy subjects is approximately 60% (range, 40% to 94%). When the drug
is administered with food, the maximum serum concentrations were reduced by 10% to 15%.
This reduction is of no clinical significance.

Distribution: Pharmacokinetic data following single and repeat oral doses show that
dutasteride has a large volume of distribution (300 to 500 L). Dutasteride is highly bound to
plasma albumin (99.0%) and alpha-1 acid glycoprotein (96.6%).

In a study of healthy subjects (n = 26) receiving dutasteride 0.5 mg/day for 12 months,
semen dutasteride concentrations averaged 3.4 ng/mL (range, 0.4 to 14 ng/mL) at 12 months and,
similar to serum, achieved steady-state concentrations at 6 months. On average, at 12 months
11.5% of serum dutasteride concentrations partitioned into semen.

Metabolism and Elimination: Dutasteride is extensively metabolized in humans. In
vitro studies showed that dutasteride is metabolized by the CYP3A4 and CYP3AS isoenzymes.
Both of these isoenzymes produced the 4’-hydroxydutasteride, 6-hydroxydutasteride, and the
6,4'-dihydroxydutasteride metabolites. In addition, the 15-hydroxydutasteride metabolite was
formed by CYP3A4. Dutasteride is not metabolized in vitro by human cytochrome P450
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isoenzymes CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, and
CYP2EL. In human serum following dosing to steady state, unchanged dutasteride, 3 major
metabolites (4'-hydroxydutasteride, 1,2-dihydrodutasteride, and 6-hydroxydutasteride), and
2 minor metabolites (6,4'-dihydroxydutasteride and 15-hydroxydutasteride), as assessed by mass
spectrometric response, have been detected. The absolute stereochemistry of the hydroxyl
additions in the 6 and 15 positions is not known. In vitro, the 4’-hydroxydutasteride and
1,2-dihydrodutasteride metabolites are much less potent than dutasteride against both isoforms of
human Sa-reductase. The activity of 6p3-hydroxydutasteride is comparable to that of dutasteride.

Dutasteride and its metabolites were excreted mainly in feces. As a percent of dose, there
was approximately 5% unchanged dutasteride (~1% to ~15%) and 40% as dutasteride-related
metabolites (~2% to ~90%). Only trace amounts of unchanged dutasteride were found in urine
(<1%). Therefore, on average, the dose unaccounted for approximated 55% (range, 5% to 97%).

The terminal elimination half-life of dutasteride is approximately 5 weeks at steady state.
The average steady-state serum dutasteride concentration was 40 ng/mL following 0.5 mg/day
for 1 year. Following daily dosing, dutasteride serum concentrations achieve 65% of steady-state
concentration after 1 month and approximately 90% after 3 months. Due to the long half-life of
dutasteride, serum concentrations remain detectable (greater than 0.1 ng/mL) for up to 4 to
6 months after discontinuation of treatment.

Specific Populations: Pediatric: Dutasteride pharmacokinetics have not been
investigated in subjects younger than 18 years.

Geriatric: No dose adjustment is necessary in the elderly. The pharmacokinetics and

pharmacodynamics of dutasteride were evaluated in 36 healthy male subjects aged between 24

and 87 years following administration of a single 5-mg dose of dutasteride. In this single-dose
study, dutasteride half-life increased with age (approximately 170 hours in men aged 20 to

49 years, approximately 260 hours in men aged 50 to 69 years, and approximately 300 hours in
men older than 70 years). Of 2,167 men treated with dutasteride in the 3 pivotal studies, 60%
were age 65 and over and 15% were age 75 and over. No overall differences in safety or efficacy
were observed between these patients and younger patients.

Gender: AVODART is contraindicated in pregnancy and women of childbearing
potential and is not indicated for use in other women [see Contraindications (4), Warnings and
Precautions (5.1)]. The pharmacokinetics of dutasteride in women have not been studied.

Race: The effect of race on dutasteride pharmacokinetics has not been studied.

Renal Impairment: The effect of renal impairment on dutasteride pharmacokinetics
has not been studied. However, less than 0.1% of a steady-state 0.5-mg dose of dutasteride is
recovered in human urine, so no adjustment in dosage is anticipated for patients with renal
impairment.

Hepatic Impairment: The effect of hepatic impairment on dutasteride
pharmacokinetics has not been studied. Because dutasteride is extensively metabolized, exposure
could be higher in hepatically impaired patients.

Drug Interactions: No clinical drug interaction studies have been performed to evaluate
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the impact of CYP3A enzyme inhibitors on dutasteride pharmacokinetics. However, based on in
vitro data, blood concentrations of dutasteride may increase in the presence of inhibitors of
CYP3A4/5 such as ritonavir, ketoconazole, verapamil, diltiazem, cimetidine, troleandomycin,
and ciprofloxacin.

Dutasteride does not inhibit the in vitro metabolism of model substrates for the major
human cytochrome P450 isoenzymes (CYP1A2, CYP2C9, CYP2C19, CYP2D6, and CYP3A4)
at a concentration of 1,000 ng/mL, 25 times greater than steady-state serum concentrations in
humans.

Alpha-Adrenergic Blocking Agents: In a single-sequence, crossover study in healthy
volunteers, the administration of tamsulosin or terazosin in combination with AVODART had no
effect on the steady-state pharmacokinetics of either alpha-adrenergic blocker. Although the
effect of administration of tamsulosin or terazosin on dutasteride pharmacokinetic parameters
was not evaluated, the percent change in DHT concentrations was similar for AVODART alone
compared with the combination treatment.

Calcium Channel Antagonists: In a population pharmacokinetics analysis, a
decrease in clearance of dutasteride was noted when coadministered with the CYP3A4 inhibitors
verapamil (-37%, n = 6) and diltiazem (-44%, n = 5). In contrast, no decrease in clearance was
seen when amlodipine, another calcium channel antagonist that is not a CYP3A4 inhibitor, was
coadministered with dutasteride (+7%, n = 4).

The decrease in clearance and subsequent increase in exposure to dutasteride in the
presence of verapamil and diltiazem is not considered to be clinically significant. No dose
adjustment is recommended.

Cholestyramine: Administration of a single 5-mg dose of AVODART followed
1 hour later by 12 g cholestyramine did not affect the relative bioavailability of dutasteride in
12 normal volunteers.

Digoxin: In a study of 20 healthy volunteers, AVODART did not alter the steady-state
pharmacokinetics of digoxin when administered concomitantly at a dose of 0.5 mg/day for
3 weeks.

Warfarin: In a study of 23 healthy volunteers, 3 weeks of treatment with AVODART
0.5 mg/day did not alter the steady-state pharmacokinetics of the S- or R-warfarin isomers or
alter the effect of warfarin on prothrombin time when administered with warfarin.

Other Concomitant Therapy: Although specific interaction studies were not
performed with other compounds, approximately 90% of the subjects in the 3 Phase 3 pivotal
efficacy studies receiving AVODART were taking other medications concomitantly. No
clinically significant adverse interactions could be attributed to the combination of AVODART
and concurrent therapy when AVODART was coadministered with anti-hyperlipidemics,
angiotensin-converting enzyme (ACE) inhibitors, beta-adrenergic blocking agents, calcium
channel blockers, corticosteroids, diuretics, nonsteroidal anti-inflammatory drugs (NSAIDs),
phosphodiesterase Type V inhibitors, and quinolone antibiotics.
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis: A 2-year carcinogenicity study was conducted in B6C3F1 mice at
doses of 3, 35, 250, and 500 mg/kg/day for males and 3, 35, and 250 mg/kg/day for females; an
increased incidence of benign hepatocellular adenomas was noted at 250 mg/kg/day (290-fold
the expected clinical exposure to a 0.5-mg daily dose) in females only. Two of the 3 major
human metabolites have been detected in mice. The exposure to these metabolites in mice is

either lower than in humans or is not known.

In a 2-year carcinogenicity study in Han Wistar rats, at doses of 1.5, 7.5, and
53 mg/kg/day for males and 0.8, 6.3, and 15 mg/kg/day for females, there was an increase in
Leydig cell adenomas in the testes at 53 mg/kg/day (135-fold the expected clinical exposure). An
increased incidence of Leydig cell hyperplasia was present at 7.5 mg/kg/day (52-fold the
expected clinical exposure) and 53 mg/kg/day in male rats. A positive correlation between
proliferative changes in the Leydig cells and an increase in circulating luteinizing hormone levels
has been demonstrated with 5Sa-reductase inhibitors and is consistent with an effect on the
hypothalamic-pituitary-testicular axis following Sa-reductase inhibition. At tumorigenic doses in
rats, luteinizing hormone levels in rats were increased by 167%. In this study, the major human
metabolites were tested for carcinogenicity at approximately 1 to 3 times the expected clinical
exposure.

Mutagenesis: Dutasteride was tested for genotoxicity in a bacterial mutagenesis assay
(Ames test), a chromosomal aberration assay in CHO cells, and a micronucleus assay in rats. The
results did not indicate any genotoxic potential of the parent drug. Two major human metabolites
were also negative in either the Ames test or an abbreviated Ames test.

Impairment of Fertility: Treatment of sexually mature male rats with dutasteride at doses
0f 0.05, 10, 50, and 500 mg/kg/day (0.1- to 110-fold the expected clinical exposure of parent
drug) for up to 31 weeks resulted in dose- and time-dependent decreases in fertility; reduced
cauda epididymal (absolute) sperm counts but not sperm concentration (at 50 and
500 mg/kg/day); reduced weights of the epididymis, prostate, and seminal vesicles; and
microscopic changes in the male reproductive organs. The fertility effects were reversed by
recovery week 6 at all doses, and sperm counts were normal at the end of a 14-week recovery
period. The Sa-reductase—related changes consisted of cytoplasmic vacuolation of tubular

epithelium in the epididymides and decreased cytoplasmic content of epithelium, consistent with
decreased secretory activity in the prostate and seminal vesicles. The microscopic changes were
no longer present at recovery week 14 in the low-dose group and were partly recovered in the
remaining treatment groups. Low levels of dutasteride (0.6 to 17 ng/mL) were detected in the
serum of untreated female rats mated to males dosed at 10, 50, or 500 mg/kg/day for 29 to
30 weeks.

In a fertility study in female rats, oral administration of dutasteride at doses of 0.05, 2.5,
12.5, and 30 mg/kg/day resulted in reduced litter size, increased embryo resorption and
feminization of male fetuses (decreased anogenital distance) at doses of >2.5 mg/kg/day (2- to
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10-fold the clinical exposure of parent drug in men). Fetal body weights were also reduced at
>0.05 mg/kg/day in rats (<0.02-fold the human exposure).
13.2 Animal Toxicology

Central Nervous System Toxicology Studies: In rats and dogs, repeated oral
administration of dutasteride resulted in some animals showing signs of non-specific, reversible,
centrally-mediated toxicity without associated histopathological changes at exposure 425- and
315-fold the expected clinical exposure (of parent drug), respectively.
13.3 Reproductive and Developmental Toxicity

In an intravenous embryo-fetal development study in the rhesus monkey (12/group),
administration of dutasteride at 400, 780, 1,325, or 2,010 ng/day on gestation days 20 to 100 did
not adversely affect development of male external genitalia. Reduction of fetal adrenal weights,
reduction in fetal prostate weights, and increases in fetal ovarian and testis weights were
observed in monkeys treated with the highest dose. Based on the highest measured semen

concentration of dutasteride in treated men (14 ng/mL), these doses represent 0.8 to 16 times
based on blood levels of parent drug (32 to 186 times based on a ng/kg daily dose) the potential
maximum exposure of a 50-kg human female to 5 mL semen daily from a dutasteride-treated
man, assuming 100% absorption. Dutasteride is highly bound to proteins in human semen
(>96%), potentially reducing the amount of dutasteride available for vaginal absorption.

In an embryo-fetal development study in female rats, oral administration of dutasteride at
doses of 0.05, 2.5, 12.5, and 30 mg/kg/day resulted in feminization of male fetuses (decreased
anogenital distance) and male offspring (nipple development, hypospadias, and distended
preputial glands) at all doses (0.07- to 111-fold the expected male clinical exposure). An increase
in stillborn pups was observed at 30 mg/kg/day, and reduced fetal body weight was observed at
doses >2.5 mg/kg/day (15- to 111-fold the expected clinical exposure). Increased incidences of
skeletal variations considered to be delays in ossification associated with reduced body weight
were observed at doses of 12.5 and 30 mg/kg/day (56- to 111-fold the expected clinical
exposure).

In an oral pre- and post-natal development study in rats, dutasteride doses of 0.05, 2.5,
12.5, or 30 mg/kg/day were administered. Unequivocal evidence of feminization of the genitalia
(i.e., decreased anogenital distance, increased incidence of hypospadias, nipple development) of
F1 generation male offspring occurred at doses >2.5 mg/kg/day (14- to 90-fold the expected
clinical exposure in men). At a daily dose of 0.05 mg/kg/day (0.05-fold the expected clinical
exposure), evidence of feminization was limited to a small, but statistically significant, decrease
in anogenital distance. Doses of 2.5 to 30 mg/kg/day resulted in prolonged gestation in the
parental females and a decrease in time to vaginal patency for female offspring and a decrease in
prostate and seminal vesicle weights in male offspring. Effects on newborn startle response were
noted at doses greater than or equal to 12.5 mg/kg/day. Increased stillbirths were noted at
30 mg/kg/day.

In the rabbit, embryo-fetal study doses of 30, 100, and 200 mg/kg (28- to 93-fold the
expected clinical exposure in men) were administered orally on days 7 to 29 of pregnancy to

15

p. 15



encompass the late period of external genitalia development. Histological evaluation of the
genital papilla of fetuses revealed evidence of feminization of the male fetus at all doses. A
second embryo-fetal study in rabbits at doses of 0.05, 0.4, 3.0, and 30 mg/kg/day (0.3- to 53-fold
the expected clinical exposure) also produced evidence of feminization of the genitalia in male
fetuses at all doses. It is not known whether rabbits or rhesus monkeys produce any of the major
human metabolites.

14 CLINICAL STUDIES
14.1 Monotherapy

AVODART 0.5 mg/day (n=2,167) or placebo (n = 2,158) was evaluated in male
subjects with BPH in three 2-year multicenter, placebo-controlled, double-blind studies, each
with 2-year open-label extensions (n = 2,340). More than 90% of the study population was
Caucasian. Subjects were at least 50 years of age with a serum PSA >1.5 ng/mL and <10 ng/mL
and BPH diagnosed by medical history and physical examination, including enlarged prostate
(=230 cc) and BPH symptoms that were moderate to severe according to the American Urological
Association Symptom Index (AUA-SI). Most of the 4,325 subjects randomly assigned to receive
either dutasteride or placebo completed 2 years of double-blind treatment (70% and 67%,
respectively). Most of the 2,340 subjects in the study extensions completed 2 additional years of
open-label treatment (71%).

Effect on Symptom Scores: Symptoms were quantified using the AUA-SI, a
questionnaire that evaluates urinary symptoms (incomplete emptying, frequency, intermittency,
urgency, weak stream, straining, and nocturia) by rating on a 0 to 5 scale for a total possible
score of 35. The baseline AUA-SI score across the 3 studies was approximately 17 units in both

treatment groups.

Subjects receiving dutasteride achieved statistically significant improvement in
symptoms versus placebo by Month 3 in 1 study and by Month 12 in the other 2 pivotal studies.
At Month 12, the mean decrease from baseline in AUA-SI symptom scores across the 3 studies
pooled was -3.3 units for dutasteride and -2.0 units for placebo with a mean difference between
the 2 treatment groups of -1.3 (range, -1.1 to -1.5 units in each of the 3 studies, p<0.001) and was
consistent across the 3 studies. At Month 24, the mean decrease from baseline was
-3.8 units for dutasteride and -1.7 units for placebo with a mean difference of -2.1 (range, -1.9 to
-2.2 units in each of the 3 studies, p<0.001). See Figure 1. The improvement in BPH symptoms
seen during the first 2 years of double-blind treatment was maintained throughout an additional
2 years of open-label extension studies.

These studies were prospectively designed to evaluate effects on symptoms based on
prostate size at baseline. In men with prostate volumes >40 cc, the mean decrease was -3.8 units
for dutasteride and -1.6 units for placebo, with a mean difference between the 2 treatment groups
of -2.2 at Month 24. In men with prostate volumes <40 cc, the mean decrease was -3.7 units for
dutasteride and -2.2 units for placebo, with a mean difference between the 2 treatment groups of
-1.5 at Month 24.
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Figure 1. AUA-SI Score” Change from Baseline (Randomized, Double-Blind,
Placebo-Controlled Studies Pooled)
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Effect on Acute Urinary Retention and the Need for Surgery: Efficacy was also
assessed after 2 years of treatment by the incidence of AUR requiring catheterization and
BPH-related urological surgical intervention. Compared with placebo, AVODART was
associated with a statistically significantly lower incidence of AUR (1.8% for AVODART vs.
4.2% for placebo, p<0.001; 57% reduction in risk, [95% CI: 38% to 71%]) and with a
statistically significantly lower incidence of surgery (2.2% for AVODART vs. 4.1% for placebo,
p<0.001; 48% reduction in risk, [95% CI: 26% to 63%]). See Figures 2 and 3.
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Figure 2. Percent of Subjects Developing Acute Urinary Retention Over a
24-Month Period (Randomized, Double-Blind, Placebo-Controlled Studies

Pooled)
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Figure 3. Percent of Subjects Having Surgery for Benign Prostatic Hyperplasia
Over a 24-Month Period (Randomized, Double-Blind, Placebo-Controlled
Studies Pooled)
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Effect on Prostate Volume: A prostate volume of at least 30 cc measured by transrectal
ultrasound was required for study entry. The mean prostate volume at study entry was
approximately 54 cc.

Statistically significant differences (AVODART versus placebo) were noted at the
earliest post-treatment prostate volume measurement in each study (Month 1, Month 3, or
Month 6) and continued through Month 24. At Month 12, the mean percent change in prostate
volume across the 3 studies pooled was -24.7% for dutasteride and -3.4% for placebo; the mean
difference (dutasteride minus placebo) was -21.3% (range, -21.0% to -21.6% in each of the
3 studies, p<0.001). At Month 24, the mean percent change in prostate volume across the
3 studies pooled was -26.7% for dutasteride and -2.2% for placebo with a mean difference of
-24.5% (range, -24.0% to -25.1% in each of the 3 studies, p<0.001). See Figure 4. The reduction
in prostate volume seen during the first 2 years of double-blind treatment was maintained
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throughout an additional 2 years of open-label extension studies.

Figure 4. Prostate VVolume Percent Change from Baseline (Randomized, Double-Blind,
Placebo-Controlled Studies Pooled)
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Effect on Maximum Urine Flow Rate: A mean peak urine flow rate (Qmax) of
<15 mL/sec was required for study entry. Quax was approximately 10 mL/sec at baseline across
the 3 pivotal studies.

Differences between the 2 groups were statistically significant from baseline at Month 3
in all 3 studies and were maintained through Month 12. At Month 12, the mean increase in Qpax
across the 3 studies pooled was 1.6 mL/sec for AVODART and 0.7 mL/sec for placebo; the
mean difference (dutasteride minus placebo) was 0.8 mL/sec (range, 0.7 to 1.0 mL/sec in each of
the 3 studies, p<0.001). At Month 24, the mean increase in Qmax Was 1.8 mL/sec for dutasteride
and 0.7 mL/sec for placebo, with a mean difference of 1.1 mL/sec (range, 1.0 to 1.2 mL/sec in
each of the 3 studies, p<0.001). See Figure 5. The increase in maximum urine flow rate seen
during the first 2 years of double-blind treatment was maintained throughout an additional
2 years of open-label extension studies.
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Figure 5. Qmax Change from Baseline (Randomized, Double-Blind, Placebo-Controlled
Studies Pooled)
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Summary of Clinical Studies: Data from 3 large, well-controlled efficacy studies
demonstrate that treatment with AVODART (0.5 mg once daily) reduces the risk of both AUR
and BPH-related surgical intervention relative to placebo, improves BPH-related symptoms,

decreases prostate volume, and increases maximum urinary flow rates. These data suggest that
AVODART arrests the disease process of BPH in men with an enlarged prostate.
14.2 Combination With Alpha-Blocker Therapy (CombAT)

The efficacy of combination therapy (AVODART 0.5 mg/day plus tamsulosin
0.4 mg/day, n = 1,610) was compared with AVODART alone (n = 1,623) or tamsulosin alone
(n=1,611) in a 4-year multicenter, randomized, double-blind study. Study entry criteria were
similar to the Phase 3 monotherapy efficacy trials described above in section 14.1. The results
presented below are from data collected following 2 years of treatment in the 4-year study.
Eighty-eight percent (88%) of the enrolled study population was Caucasian. Approximately 52%
of subjects had previous exposure to Sa-reductase inhibitor or alpha-blocker treatment. The
primary efficacy endpoint evaluated during the first 2 years of treatment was change in
international prostate symptom score (IPSS). Most of the 4,844 subjects randomly assigned to
receive combination, AVODART, or tamsulosin completed 2 years of double-blind treatment
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(79%, 80%, and 78%, respectively).

Effect on Symptom Score: Symptoms were quantified using the first 7 questions of the
IPSS (identical to the AUA-SI). The baseline score was approximately 16.4 units for each
treatment group. Combination therapy was statistically superior to each of the monotherapy

treatments in decreasing symptom score at Month 24. This difference was seen by Month 9 and
continued through Month 24. At Month 24, the mean change from baseline (£SD) in IPSS
symptom scores was -6.2 (£7.14) for combination, -4.9 (£6.81) for AVODART, and -4.3 (£7.01)
for tamsulosin, with a mean difference between combination and AVODART of -1.3 units
(p<0.001; [95% CI: -1.69, -0.86]), and between combination and tamsulosin of -1.8 units
(p<0.001; [95% CI: -2.23, -1.40]). See Figure 6.

Figure 6. International Prostate Symptom Score Change from Baseline (CombAT study)
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Effect on Maximum Urine Flow Rate: The baseline Qax Was approximately
10.7 mL/sec for each treatment group. Combination therapy was statistically superior to each of

the monotherapy treatments in increasing Qmax at Month 24. This difference was seen by

Month 6 and continued through Month 24. At Month 24, the mean increase from baseline (£SD)
N Qmax Was 2.4 (£5.26) mL/sec for combination, 1.9 (£5.10) mL/sec for AVODART, and

0.9 (£4.57) mL/sec for tamsulosin, with a mean difference between combination and
AVODART of 0.5 mL/sec (p = 0.003; [95% CI: 0.17, 0.84]), and between combination and
tamsulosin of 1.5 mL/sec (p<0.001; [95% CI: 1.19, 1.86]). See Figure 7.
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Figure 7. Qmax Change from Baseline (CombAT study)
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Effect on Prostate Volume: The mean prostate volume at study entry was
approximately 55 cc. At Month 24, the mean percent change from baseline (£SD) in prostate
volume was -26.9% (£22.57) for combination therapy, -28.0% (£24.88) for AVODART, and 0%
(£31.14) for tamsulosin, with a mean difference between combination and AVODART of 1.1%
(p =NS; [95% CI: -0.6, 2.8]), and between combination and tamsulosin of -26.9% (p<0.001;
[95% CI: -28.9, -24.9)).

16 HOW SUPPLIED/STORAGE AND HANDLING

AVODART Soft Gelatin Capsules 0.5 mg are oblong, opaque, dull yellow, gelatin
capsules imprinted with “GX CE2” with red edible ink on one side packaged in bottles of 30
(NDC 0173-0712-15) and 90 (NDC 0173-0712-04) with child-resistant closures.

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

Dutasteride is absorbed through the skin. AVODART Capsules should not be handled by
women who are pregnant or who may become pregnant because of the potential for absorption of
dutasteride and the subsequent potential risk to a developing male fetus [See Warnings and
Precautions (5.1)].

17 PATIENT COUNSELING INFORMATION
See FDA-Approved Patient Labeling
17.1 Exposure of Women—Risk to Male Fetus
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Physicians should inform patients that AVODART Capsules should not be handled by a
woman who is pregnant or who may become pregnant because of the potential for absorption of
dutasteride and the subsequent potential risk to a developing male fetus. Dutasteride is absorbed
through the skin and could result in unintended fetal exposure. If a pregnant woman or woman of
childbearing potential comes in contact with leaking AVODART Capsules, the contact area
should be washed immediately with soap and water [see Warnings and Precautions (5.1),
Specific Populations (8.1)].

17.2 Blood Donation

Physicians should inform men treated with AVODART that they should not donate blood
until at least 6 months following their last dose to prevent pregnant women from receiving
dutasteride through blood transfusion [see Warnings and Precautions (5.4)]. Serum levels of
dutasteride are detectable for 4 to 6 months after treatment ends [see Clinical Pharmacology
(12.3)].

@GlaxoSmithKline

GlaxoSmithKline
Research Triangle Park, NC 27709

Manufactured by Catalent Pharma Solutions, Beinheim, France for
GlaxoSmithKline, Research Triangle Park, NC 27709

©2008, GlaxoSmithKline. All rights reserved.
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+04mg ¥ LAY ) O 1A | [EEGRICEELICEN AT Sz, Rpo 2 SR OTER
BT 2RIERH OB SR AL TR L fBIIkGE T CTH 5720, 2~4FEHOERITE
EEL TV, eF]D 2 AR 1,623 153 AVODART O HMERE, 1,611 32 A A1 v
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> DOHAMPETE, 1,610 FI0F HEEEZ S T 7o, #E8RE OFER L 49~88 ik (P 66 1:%) T, 88%

PBANTH-Te, WTNDOERGRETRERIARD 1%L EORIWEM 2K 2 1R LTz,

# 2.24 5 A OBREHBIZBNT, WTI OB EE THIED 1%L, =
ThoT-BIER : BERFHBIFRTS (CombAT)

B B E RGBT
mITEA 0-6 # 7-12 % A 13-18 # | 1924 %
PFAIRIE () * m=1610) | m=1,524) | (n=1424) | (n=1345)
AVODART #£ (n) (n=1,623) (n=1,547) (n=1,457) (n=1,378)
ZAAT U (n) | (n=1,611) (n=1,542) (n=1,468) (n=1,363)
A RT A
OFRRE 5.5% 1.2% 0.8% 0.3%
AVODART #¢ 3.9% 1.2% 0.6% 0.7%
B AAT R 2.7% 0.8% 0.4% 0.4%
U e R —Eak
PEHE L 4.5% 0.9% 0.4% <0.1%
AVODART Hf 3.3% 0.6% 0.7% 0.2%
B AAT R 1.9% 0.6% 0.4% 0.2%
S kbR
BiRiil A 7.6% 1.6% 0.4% <0.1%
AVODART £ 1.1% 0.6% 0.1% 0.1%
NS - 2.2% 0.5% 0.4% 0.1%
HEREE T
PR E 1.0% 1.1% 0.7% 0.3%
AVODART Ff 0.9% 1.0% 0.8% 0.5%
B AAT R 0.4% 0.4% 0.2% 0.1%
FEIED
PEHEE 1.1% 0.4% 0.2% 0.0%
AVODART Hf 0.4% 0.2% <0.1% <0.1%
B AAT R 0.9% 0.5% 0.3% 0.1%

*{f 9 E=AVODART 0.5mg 1 H 1 [Al+# A 21 04mg 1 H 1[5
THEEXR, AEERE &L
6.2 TWMREDOERRR
LU OEIWER A AVODART 7&G8% OBRARMEHIZIHB W TERO bz, T HFERIT, BELN
FHARERMNODOBIRFETHY | BEBHEZ EMICETT 2 2 & OFKA & o BEE: 2 Bk
292D 2 EWNEICARE LIRS 220, S ORIWEM L, HROEEE 5 4EE  AVODART
L DOBEMKRRBEREZES L, il ESEZREL TWD,
REFERES 2. T OEIE, ERZ, [RVEERIE, HER SRS KO E 7 IES%E
DAUBTIE S i

7. EYHEEER

71  F b5 O—L P450 3A4 [EEH

t MZBWT, TaX A7 U Rix CYP3A4 B X UVCYP3AS IZ X Y IAfcfE s, 5]
72 CYP3A4 [HERIOT 2 4 27 U RIZk3 2 EITMFT STy, EWMHAER A 2
TRREMEN D D7D, BRI DB EH S D CYP3A4 FHEAR] (B, U M EL) Z)R
o BFEIZ AVODART 2859 5BNIXEET D 2 & [HRHEHE 123) 2/,
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7.2 ao-T7FLTY) VEMRE

B EAT Y ENLT T v 8 AVODART #0FH#E G LIZfER, WD a- 7 KL
U WO EFIRREIC R T 2 BN I E KE S 0o T2, T 2 X AT U ROIEYE)
RENRT A=K T DX LAY U E 23T 7 V2 OF G OFEITFHE STV,
7.3 ALDILTF v RIVERSE
RINRINELFPAFTELLEOHRAICEY T 22X ATV KOZ VT T Z0RED L,
MREEENIN LTz, T aX AT U ROBEEOEITEK EREE 25 L O TIERNES X
SN, AEZREET MBI [BFEERE 123) 2H]

74 OLARFIIY

AVAFT IV 12g 285 LT 1 FiR#RIC AVODART 5 mg Z iRl 5 L72fE R, 724
2TV ROMMEINA T XA TN T ¢ —ITBII R h o T [HRFERE 123) M .
75 PdxPy

AVODART % 0.5mg/H D HE T3 MY I LKL LiziES, AVODART 32 =
X UDEFRBIZE T 2EWEEL LS L 2 L d R0 oTc [HkFERE 12.3) /],

76 DJILIZFUY

AVODART % 0.5mg/ H O HET3EB U LT 7 U v LS LR, S-F72IXR-U L
77 U RMEROEEIREBICES T 2EWEREZ 2L EE 5 2 L3, 71 b B U REH
T TN 77 U OIERICE b E RIZT Z &b len ol [HikFEE 123) 2/

8. HAlLBERA~DRS

8.1 i@

FIREA T 2 —X [ @) 2], FROATEEM D B 5 ket L OMEIR T 0 ot~
AVODART Offi 13252 CTdh 5, AVODART I3 Sa gk ERITHY, 7 A FAT Y
D B AR D IEH REICHBERARNLE L THHYE T A M AT 0 o ~DEW % HE
T 5, BRI DA AERBERR T, 72X A7 U RIFHER RO ATHER O F 2 [0
FL 72, L7eh-> T, AVODART #4bhalc it 5 LA, RIS EZ KT Rt n &
%o BEMEHIZ AVODART 23 b S 7-%6 . £721Z AVODART % IR o O EE DM 0E L 72
ez, RIS 2WERERIEICOWTRFIZHMOE DL 2 &,

FYERR W DS Ff AR DEFIL, Sa BRI EANCL DT A MAT B VD Sa- P R
o7 AMA7ar (DHT) ~OFBBHESNHERE LT, PRINDEHRZNEETH
Do ZNHIE BIEAIIC So BITEERN KB L TV L BB THLRBEICADND, T =
2 AT RTINS D, IRIICHRER S D ATREME A RE T 5720, R £ 7 13RO
AIREMED B B 4MElX AVODART V7 B F o 7w EROFDRN &, i 7tk
TRV Te G 81T, BEARERAL 2 3 0 AR K OUK THEWIR T 2 &, T 22 27 U NiEA
PRI TIC W END, 1BEEZTZBHICBIT DBIRTOT 24 A7 U RIBEOKEHE
EIE 14ng/mL ToH - 7=, KE 50kg D LMD SmL DRFIKICIRTE S, 100% %I S D EUE
L7eGBls, WHENBREINGDLT 2 X A7 U ROREEITH 0.175ng/mL EHEESIND, 20
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R, B FERICB W TIHEATRGRORE A R LIZRED 100 7D 1 L FThbH, 7 =
AT Y ROBKFTOEABARIIENZ E0D (596%) . BENOWMINENDET 24 AT
ROBITWDT D EEZOND [FR L L O FOEE 6.1) 2]

HEZ > N ORR - BRIFEAEICBET 2Bk ICEB VT, B hoRk&E#ESEHE (MRHD) @ 10 50
IUTOHEDT 22 A7) RERObg LS, RIS T 2 BHARBORE 260
WZHEME AR IC BT D FLEASSE, JRiE TR L OVEERIEEN A Sz, MRHD @ 111 5T
SEPEVREOHEAN, MRHD @ 15 f5LL ETRIBAEOK TAAL L7, BIRAREOEK IS
FALIRIE CTH D &5 2 LD EREAL L OIARENA MRHD O 56 5LL ECAHh bz, MR
L%@Eﬁ[ﬁ%%@/ﬂ:f%’li\ 7 v bOMAERTB L OHAERBAEICET 2858 L OV X0t - IE

BT % 23 BRICEB VW TH MRHD O 3 43D | TH LT,

HK%E%%K%?%%% BWC HETO T B AP MNEETOF 2 % 27 1) R
FEVARS T 2 MAIREDT 2 # A7 U FEFRIRNE G2 TR Lz, v TIRAR 0 B
SMERA TSR DI BB RIS o Tz, YL TIIRIBICE T 2RI EER L OWH
SEIREBEOE T2 5 NI L ORI EBOMINN A ST [FElK#EE 133) M),

8.3 BRI
ILIFICKE LT AVODART 24 _x Tldew, T2 A7 U R b FAHFICBITT
LE NI TH S,

84 /INEADEE

/NIREEFE ~D AVODART O HIFEET TH 5, /NEITIH T DMl L O RMEITMEL L
TR,
8.5 ®EHE~DEE

3 DORKABERIZI T AVODART (2 K D 1R 251172 2,167 BIOBHEE D H B, 60%
2365 WL B 15%3 15 ikl ECholz, T b DBEREE L EWVEFREORIZZ 2R
L OEDMICET B 2ERER IR b N o Tz, ERELIS OGRS FARER DS I BV T
b milin i &E A & O TISEMEDOZERITERD VTV [HAFERE (12.3) 2/,

8.6 FEEE
B E R I2HB VT AVODART O &2l 2 MBI\ [MKHERE 12.3) 4]
8.7 WEE

R BT TéTl&XT)F@%%% IRFT SN TRy, TaX A7 U RiTlA
R SN D720, IFlEERE CIIAROBRBEENE L 2D AR H D, LNLARB D,
iﬁwmg%%mg®umﬂ%amgﬁ&ﬁbt%mﬁ%m%MT IRIFEHETH D 0.5mg

BERICHONTAERR LI LT, BROIAEFFRIAONRN T [HFRFERE 12.3)
=M

10. BEHRS

RGBS xR & L2 BRICB W T, e 1 [E 40mg QR ED 80 %) FTOT 2 ¥
27V R&7HRESG LI EZ A, et FOBERRIESIIRINR)N-7, SmgH (HK
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FED 101%) % 60 FlOBEREIZ 6 » HREE G L2 BRIZEB W T, 0.5mg (JREMAE) &5
IZHDNTZRIER DA DO FERITRBD bR o7,

F 2B AT Y RICHRARBERITR, L - TRERGNEDN S BEITLEITN
U, 724 A7 U ROYEEHNEN D & 2B BIC AN Tl 2 xHERER X O FRIEE21T
5k,

11. 44K

AVODART [Z& K 4- 7 AT m A MEa#MTHY . 7 A S AT 1 % DHT [CAHT % H
JARNEER CTHDH AT B A N SaiZ iR O 1 BB L2 BT A VA A3 28R E
HThH D,

T 2 Z AT U ROLF41X(50, 17B)-N-{2, 5 bis(trifluoromethyl)phenyl} -3-oxo-4-azaandrost-1-
ene-17-carboxamide TH 5, 7 = ¥ A7 U KD 431 idCoH3FsN,0,. 77 Huld 528.5, i
IFUTIORTEBY THD

T aX AT U RIZAEGE~EAOK AR T, ML 242~250CTH 5, KAlT=% /7 —
(44mg/mL) . A% /—)L (64mg/mL) BLURY =F L 7Y a2—/1 400 3mg/mL) (Z¥%
AR, AKITIFREET 720,

AVODART Y7 BT F o7 AL X, 7V A7) ot/ 27
U RBLXOTF e Faxy Moy L ORAWICER LT 22 27 ) F05mg 2 &
T 5, BT RNRTORNEERIMNITE ZF > (BSE HEGFmsk) | 7k v, B
T8k (EAmFE) ThH, VT NEITF U T RMMIERFRAA X THEN ES LTV
Zals

12. BRRE1E

121 {ERA#F

T a2 AT Y RIET A MATrYNEYE KT A A7y (DHT) ~OZ&#ELET
%, DHT IZFEE L CRINZIRO IR AL L OB OMELZ 7 L BERLVETHDLH, T A B
AT 0% Sa BIrEERIC L Y DHT IZAE#A S D08, ZORERICIT 1 BB O 2 Ao 2 FA
DT AL LR DH, 2T A4 VYA AT EE L CAMMScEtEEza L, —HF 187 A
VYA DMIREB L OWRICE T AT A RATa B E1TH,

TaXAT U RE 1B X2 BT A VA MMt T 2R REPIIERTHY . Zh
OO & RERMRELSEREIRT 5, ZOEEED D OEEED in vitro 35 X OV in vivo T
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FARLENTWBED, FOMEEIRBRSM T CIImd CThd o< D E L TW5E, 72X AT UK
T FOT v Ru by U RIRIZITRES LR,

12.2 EhZ

50-E FATRA PRTAVESUVTRAMRTAVICRIZFIEE . 72427V FORERE
HAZ £ 0 DHTIRANZ MAE I REIERIT A BTN TH 0 (1 E72 X 2 BRURNICBIE S LD,
TaX AT U R05mgx 1 3 L0 2 MG 5% O MIEDHTIRE (PRl X, 2hZFh
85%33 L VN 90%ib L7= . BPHEEE 123 LT = # A7 U R0.5mg/H % 4 Fffi#& G- Lz 2 A,
MIEDHTH D & (FYfi) (3 14FEH T94%, 2FHTIX93%., 3FEHBID44FHTIS%T
boto, MIETANAT B U EMEOFTREIX, 1 FEBLO24FH EHIC19%, 3HFET
26%., 44FH TIE22% Tho7oh, FHHEE L O R a3 A A FHN CTH > 72,

BPH B 2% ULRRPRIERIRISZAROIBR ORI T 2 ¥ A7 U RSmg/H £7213 7 7 B R E KK T
RBEMEZEG LI-E A, T2 A7 U FEEORILIRFGEN DHT #2E (CEHE) 377 'R
BELVAZICEN -T2 (FRFH 784 B X1 5,793pg/g. p<0.001) , BISZARMEREN DT 2 - &
T VRE CE¥E) 13724227V REEOFR T 7R REHELY bAEREICEN- T2 (EnE
2,073 1 LU 93pg/g. p<0.001)

BRI 2 T So iBICRER KIRSE A AT DA ED DHT L UL AMEW, 26 So sl
RABIE D BYEIZAEEZ 8 U CTRINV RN E <, BPH Z380E L7aVy, HAERFICIA IR Az Sfis D /R
fazfE o 2 L DIAh, 2D O FHMEIZIE So iR clEsR KA BE T 2 2 OO K o S5 138
WX TR,

HDBRIVEVIZHT HEE  @HEWEHRE (0=26) (T =24 A7V F0.5mg/ H % 52 #E K5

Lzt Z A, R EUfEE7 a7 Y v, A NT VA= BB VE Y BRI
RILEY, Fuxir (EHTY) BLOTFE Feob 7 FexFu LT, IR
BeGRE (n=23) & MRk U CRERIICRIE & 72 22 RIFER O bz o=, —J7, 8 H Ok
T A MAT B UL (97.1ng/dL, p<0.003) 33 L TV52 38 B O HURBRAIRE A V€ > (0.4melU/mL,
p<0.005) DELHEE ) DOSEHBINEIL, 7T B AREE L el L CHEHEMIICABE Ch o T2, T =
2 AT Y REHRICEB T 2 ML OB (PRE) 1L, SEEDOT A MAT I D
WTIE 17.9%. 52 HH O FARHIE AR LE 2O TIE 124% ThoT-e T a2 X AT Y R
ks 24 B %, KEEREOT — 2 BMELN TV AIBRERHZB VT, T A h AT m
VB X ORRBAPEARLVE NEN—R2 T A VRS TV, REBRZRIEEZ (L Z & Ak
THEMRABRICBWNTT 24 A7 Y FIZLD1RR 252 T 72BPHIEE Tl SRR LE
HmE (bl X6 » HAHTI2%, 12 v HHBL U 24 » HHT19% Th o7z,
FDMDEE - HEEWREICT 24 A7 U F05mgax 1 B 1[E 52 #@FE&E L, miEEE <%
B LOEREE 2T, “ED L —XRRIEOR R, 77 2R L OEEEO N
T L L CHFEEEICEITRO otz AT, mMIERE e 7 7140 (R
bitarvA7re— L KEEEYARNEA, GHREVFREABLCNIZVEYR) 3724 A
TV RICEDEBEZ T ehoic, 1 FEMORRERA TORBRIZK T 2 H2%EH (n=13) T
1% ACTHHRIKIZ X3 2 Rl B AR V8 OSUSIZHRIR ERIE & 72 2B (IE A B 7e o Tz,

10
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12.3 EYEhkE
BIR: 0.5mgY 7 "B T F U 7B NEREE S, T 2 X AT U RO &G g R E R

(Tmax) 1% 2~3 REE LAN T o7, 54 OIEFHERE 1 Z31T DB A AT XA F U T 1 —
1359 60% (& : 40%~94%) Tholz, HHlZRFLLICEE LG, kmIFEEX
10%~15%8A L7c, Z OWBAITERIR FRRICHETIZZ2 0,

S AR I OER ARG %OEMEEOFE RIS, T 24 AT U FBNRE ROMERE

(300~500L) #HTHZENRINTVWD, TaXAT U REImET L7 I (99.0%)
L Qal-FRMEREEHA (96.6%) ([ZEWHETHEST 5,

TEFEPERE (0=26) (ICT7 24 A7 VY K0S5mg/H% 12 » HEE L7ZREBRT, 12 » H B DOk
WHOT 24 27 U RIREIL V) 3.4ng/mL (FiPH : 0.4~14ng/mL) TH Y | IfIF & FERIZ 6 #
HEIZEFIRRBIZEEL T\, 12 3 A B, IiEFOT 24 27 U RIBEOE 11.5%
DIRERFUZRAT L Tz,

REBESUVHM: 7= % 27V NIk MIBWTRFICARHE SN D, in vitroilBRIZ L ET =
22T U RIET A VP A LCYPIA4 BLOCYPIAS I LW ansd, Zno7 A V¥ A L
X, 4-E FeX T2 A7 U R 6-E FeFi T2 A7 U RBLW6,4-VE RuT aX
ATV MR ZEAR LT, 512, 15-E Rax v T a4 27 U RMUGHPACYP3A4 128V
R ENniz, T2Z A7 Y FiE, invitrollBWTE FDOF v 2 —L5P450 74 VA L TH
%CYPIA2, CYP2A6. CYP2B6, CYP2C8. CYP2C9., CYP2C19, CYP2D6 ¥ L TXCYP2E! IZ
L AR EZ T2, EFIREBICBIT S MLIETIZ, T2X AT U FOREIK, E&E
HHZ L > CHER SN 7= 3O FERHY - FuX T2 A7) R 1,2-VE ReTa
AAT Y RBLO6-E FuxyTa¥ A7) R) BLO2EEHONHY (6,4-t Kk
T aX AT U REBLXOIS-E RexoTa X A7 R) »oha&mtiahiz, 6 il XI5 AL
DKFEFE DM HINARELE X705 TV, invitrolZ BT 5, 4-8E Rafx T a4 A7

FEBIOL2-VE FeT 2427 U FUGHEHOE F SARD 1 BB L2 BIE 7 A VA A
R DEMIL, T2 X AT U RICHEBEL T, 6p-t FuXxF a2 27 U ROEEILT =
ZAT Y REFRRETH D,

Ta X AT U RBXOZOMREIEE L LCEPICHE SN, B RICHT2EIATE
WX, REMEDT 22 27U R 5% (1 1%~5 15%) . 7 2 & 27 U REEAH D2
40% (F2%~#190%) Tho7=, RPIIIREMEDT 2% 27V NITEMREE (<1%) L
DRI SR hoTo, LTeo T, SEE TR EEDOK 55% (& : 5%~97%) A TH S,

T 2 X AT U ROKKEOLRIILEFRETITN S EMTH D, 0.5mg/H T 1 FHHE5
L= EOEFEIREBICBIT 21T = % A7 U REEIX 40ng/mL THo7-, KEHREG L8
BVET 22 27 U FREIX 1 » ARICEFIRBORED 65%IZ#E L. 3 » A%IZITH 90%
WE LT, TaZ A7 U RIREBEINEW O, 1GRP 1% 4~6 » A B E R E 2 R w]
e (>0.lng/mL) Th 5,

BEDBHER : /E . 18 HERMOWRE BT LT 24 27 ) ROEYBREITRGFT SN T
JAY/NA%

BEE  EinE COMEFTIIAETH D, 241805 87 ik £ TORBER A 36 12T = ¥

A7 Y R& Smg HERG L, 72X 27 U ROEYEIREL L O E 2R Lz, ZOHE

11
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BHERBROFERTIZ, 724 A7V FONHNIAE & LTI L2 (20~49 5% O BYETKH
170 IR§fE], 50~69 mk D FH M THI 260 e, 70 Ll -0 FYETK 300 FEf#) , 272 3 3R
BWT2167TFIDFMENT 2 & 27 U RIZKDIREE T2 ED 9 H D 60%03 65 kLA I,
15%M 75 Lk ECThH o T2, IO OBEREE X0 B WEEFOMICZ MR X OE B
T2 2RMEITGRO LR o T,

MEEY TR X OYEIR O ATREME D & 5 &M~ AVODART O fIZZAETH Y . T DM
KR LTRSS T D[22 @) | F55 0 E L L OMEH EortE 6.1) M)
BT DT 22 A7 U ROEYEHEIIHRGT ST,

AFE T 2B AT U ROFEYBREIZI 1T D5 NI 2 22ITMRET STy,

EEE  BEERFICBITDLT 24 AT FOEYEEIIRFT SN TRV, L LR
O EFREICBITL7T 24227 Y F0.5mg #5 Tl MRAIZIE 0.1%A0 L 2R Sz
7=, BEELZHITLHEEICBWTCHERBOXLE X2 E Bbh s,

FFEE  [FEEBREICBIT DT 24 A7 U FOEBERIIBRH SN TR, T4 AT
U MIZARICRF SN D720, IFEEFEEZET 5B CTIIARORE &S &< 725 ATRetEn &
Do
EMIBEMER | CYP3A4 FEEFLEHIN T = & 27 Y ROIKYENEEIC T T 2242 2HE 3 % 7-
O DOEGRIEM M AEAERRER I TON TRy, L LN G, invittoDT —X 06, U M
B, Fhafy = RIRI)L, UNALTFTEL ATV troleandomycinds LN T
07 a7 EOCYPIAYS IEFRIOHFHICL Y 722 A7 U ROl RENEN$ %
AREMEN B D,

F 24 27U K&, invitro T, & hDF k7 17— L P450 D EEE /2451 (CYP1A2, CYP2C9Y,
CYP2C19, CYP2D6 3 L TN CYP3A4) DOETNLEEORBZ £ MBI 5 E T IREER O Iy
HREED 25 % TH 5 1,000ng/mL TRAE L7220,

a-7 FLF Y M RS 268 b LB HIER, 7 v 24— —R BT,
A EAT Y EXT T V% AVODART O LTZE 2A, WD a-7 KLU vl
WSRO EFIRREIZI T 2 BN RE ISR L CHORBE KT S R0 0T, TaX AT Y ROKEY
FEE T A —Z T D H LAY U ETEIT 7V U G ORIl S TWVDRD,
DHT i & D25t #1X, AVODART it 5085 L O i G- 0846 & TIRIEFRBRE Th o7,

BN DALF+ FRIAEE - BERBEYEREMITIZ VT, CYP3A4 [HERITH DTN
INVBIRUALTFTELEDOHHICE VT 2X A7 ROV VT 7 ADOWRDNRED L
(ZNZEN-37%. n=6, BLN44%, n=5) . —J7, CYPIA4[HEHTIT W T Lrr s
(DI NT T AT ¥ FAAEEK) EOHTIEIT 24 ATV FOZ VT 7 0 A0 IERE
ool (+7%. n=4) ,

RINRINVBILOVATFTEBELALEDOHRHICL DT 2aX A7V RO VT T 0 AR LGz
mOWEME, R EMREE 220 TIE W EB 2oz, HEZRET 203720,

TLRFZ I 124 OEEFIEREIZ AVODART 5 mg & Hi[al# 5 L7- 1 Befiifklc o L&
FIIVRgEEGLTH, 72X AT Y ROMIEINA FT ATV T 4 — BT
Nz,

12
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STF 20 L OREEWRE A5G E LR T, 05mg BOHETIEMY I
PG L= 2 A, AVODART NP T3 o OEFIRBIZI T 2 B2 2 S8 5
Z X ot

TIT 712 23 2 OREEEWERE 2 5t 5 L L= BT, AVODARTO0.5mg/H D HE T3
oL 70 0BG LT ZA, SSERIEFR-IALT 7 U U BMEROEFREEIZBIT
HWYERE L Zb ST 52 137, e brrEUVRRICHT AU LT 7 U OERICZ L
ERIFETZE Lot

D HAEZE - hOIEAEIZHON TR R AIEH OBRFHIATHhI TRV, 35
O MARAMERBR T AVODART O 5-% 5217 72 & DK 90%I At D FH A2 GFH L T iz,
IINHDOBEIZE VT AVODART X, PiERIMIESR, 7o U4 7 v v Bl (ACE) i
FIL BT N U WS, DT AT v XABHEE, BIBRERLVES, FIRE, IE
AT A RUEHIRIER] (NSAIDs) . RAKRY T AT 7 —F VLERL L OF / o ZHi4Ey
BLEHHESNTOER, ZRHOHAIC L D & SR EREE BB EER L2 T,

13. JEERIR =14

131 HARYE. ZERYE. SRERES

MARME : B6C3F1 ~ 7 A% W72 2 4EM O3 AJFIERBRIC BV T, JECIX 3, 35, 250 B &
O 500mg/kg/ H % MEIZ1E 3, 35 3 LUV 250mg/kg/ H % 85 L 7=, 250mg/kg/H (1 H A& 0.5mg
(&5 PREGRBERD 290 58) 2&5 LMo T, BIYEAFMIEARIE D3 B R OB INN
Wb, B MIBTL3FOFEENH#MO S LD 2R~ A THRIBINTZ, v7AIZ
BN 0MREMOBRERITIE FLVIEWLELZIIAHTH D,

Han Wistar 7 » k& W72 2 4R O 03 AJRIAERRBRIC 35U T JEIZIE 1.5, 7.5 38 KUY 53mg/kg/
H% ., MEIZIZ 0.8, 63X I5mgkg/HAE#E L&A, 53mgkg/H (TAEERKRE &
135 f58) &5 CHRICTA T ¢ v B MRREOHEMMA LTz, T4 7 1 v b MR
DOFRBUREEINT, HEZ > bD 7.5mg/kg/H (TEERKRE&EO 52 {58) 3 KO 53mg/kg/H#%
HRCAHhLNTZ, 747 4 > e MIROHEHENEZE L & BT A LE AEOHEMN & OMIZIED
RS D Z L Sa BILERILER ZHWTHEIESN TR Y, 72, T Sa BRI
ENZLDPUR Fs- PG R ~DORE L —H L T\5, 7 M TIEEAZFRIE S5 H & T,
7 v N OERIBAIVE AMEIT 167%IEIN LTz, ZORERT, & FOFERF O AJRPEIZ
DONTIE, TARBZEEON 1~3 & CTHRF L2 22k b,

ZEERME: 72X A7V FOBEREMEEZ, MEOLRFERE (Ames7 A ) . CHOMIE T
DYAERERBEB LT v MIB T 2/MERBR TR L7z, REMEKROBE RN Z R
HRERITEON o7, B MZBIT 2 2O FENRH L AmesT A b B L OEKEAmes 7 A
~CEMETH -T2,

SZRRREREE : MRSV L 72T » MIZT = # A7 U K 0.05, 10, 50 33 X O 500mg/kg/H (R
EACR O THEEGRREEE B0 0.1~110 fF8) Zhm 3L EMKEG Lzl A, ZHREBOKT,

Ko DY FETldie KB HERRI OR8> (50 38 LT 500mg/kg/H ) | WONTHER B
R, RIS L ONEE O E &R, ISR E OBMBIN b3 H &I X O RMK 71k
I Z o7z, ZREBICXTT 2EIXWTIOHETHEIESIM 6 M H £ TITIFTITREY .
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T 14 B OEE IR TRHICIZE R IR - TV, SaE iR B L2281k & LTI,
BRI ERE B oz, B8O EROHMIENEY OB ZRBD bR, 2
AUSIERIN RS L OMEFE O S UWEERD & —B T 2T Ch o7, BEMEBIRNZA LI &
TIEEMEHIM 14 8 B ICIEBEZRO b7 < 2o TE Y | OB HGHETHEAMICERE LT
720 10, 50 £ 721% 500mg/kg/ B O T 29~30 G L 7= & Ak S B /- AL EE T > b
DOMIFHFIE LNV DT 24 27 U K (0.6~17ng/mL) 23 H S 7z,

7 v MBI DZIERERBR T, 724 A7V K% 0.05, 2.5, 12.5 8 X 30mg/kg/ H DH
BORAKELGLZE 2 A, 25mgkg/HELE (B F TRE(KD PARERIRIREE & D 2~10 55
CRIME DWW, MO, 3 X OHER S OfEVEL (AL PEER BBt ORI 28 Z -
7oo F7o. 0.05mg/kg/HEL L (B N TOBREEED 0.02 f5&A) 285 L727 v b TiHRE
DIRFE D LT,

13.2 BMIcBIT5EMH

PIEHEEMEER . 7oA77V F2 7 v FBXOS XICKEROESGT 5 &, KR ETE
END CREKRD) BEEEO 425 (58 L O315 15T, R RAY D A] 300 B s PR 27
A Z DI NHHRE 2T L 72 @M IE D D #h) TR B A7z,

13.3 4&ERESHM

T AT (112 08) OFARNEEEIC X D08 « Fr T AICBI 3 2 3BRIC IV T AR 20
~100 HIZT =% A7 U K% 400, 780, 1325 £7-1%2,0l0ng/ HOHETHE G LIz 2 A, I#
SNERATEER DR BT DA EBREBIIAE U 20 o7, EHEZELE LV LTIk IED
B EEOMRD RO REREORD B LR IEOIFR LR EEOMMPELE SN,
B EZ T2 BHORBIRT T 2 2 A7 Y ROHERERE (14ng/mL) 1235V CERE T UL,
INOGORER. BHT 22 A7 U KOG E251T TV 5 BN B IRE S0kg O LMD H i
B SmL 255, 724 A7 U KD 100% WU v SARGE LTea O RKIEEED 0.8~16
e (P ORBIME LV EIEIEHRE) (TS T2, 1| AREEOKREH- D O L TH
B uE, 32~186 5ICHNS T 5, T2# A7V Fide MERTOEAL L &R (596%) 12
AT L0, BEOOWINEINY DT 22X AT REIXINL DR bt Bbhd,

MEZ > RO - JRIRFEAIZET 2RERICBWN T, 72X A7 U K& 0.05, 2.5, 125 BLW
30mgkg/ HOMETRAKG Lzt 2 A, T_XTOHE (PHERBEERED 0.07~111 {55
THERR T (RCPIVESRMEEREOJD) 36 K OMEHAEIR (LRSS, JRE T RIS L OVE MR DAL
) OMEMELAE Z ~ 7=, £/, 30mg/kg/ H CTIEEWR OHIMAS, 2.5mg/kg/H LA L (FAEEGK
IREEREO 15~111 f55=) THRIEABEORDPBIEZ I, KRERDIZH S BT LD &
EZONDERENOFRBREENMNMN 12.5 8 L O 30mg/ke/ B (PAEEGRBRERED 56~111 {%5§)
THIRINE,

7 v bERWIZHARB LOHABROBRERBRICE N TT 24 27U K005, 25, 125 F
721% 30mg/kg/ H A% D 85 Uz, AFEER OMEMAL OB 70 bl (REPIPESR R EERE O WD IR
B FRORBEB RN, JLEERE) 2 2.5mg/ke/ HLL LD AR (BB 5 THEEKREZE RO
14~90 {5 &) TIMRBEOBEHAR TALNT, 0.05mgke/ H (THERRIRE RO 0.05 75
O & TEE SN HEMAL OFERUE, FREE IS/ S WA, ALPIVESR R BEEE O J ) 23K EH 1S
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BEICEOD BN, 2.5~30mg/kg/ B TI3EEE ORI O 4 & 3 I OWMEH A= V2 o BE 1 R
R TS L OV AR VE O I ST il QN RS 22 5 b 03 il = > 72, 12.5mg/kg/ B PA B oD FH & Tl
R DREIE G _m“é CHSRERD BT, 30mg/kg/ B TIXFEEE DHINNNEED B,

Y XM - R LS %ﬁém%f SN RIS R W & 0 N —F D HER 7~29 A H
r30umxiomm@@ﬂw B D PR ERETE EO 28~93 [HE) 2@ A&K5 Lz,
Jif: V2 D A FHBE DO REAR H RN Tl \TAT@%ET%%E@M@W@&%%%LTWKO2
WERH O Y XOR - JRIEFAEICBET 2B TIiX 0.05, 04, 3.0 BX 0 30mgkg/H (TAEER
IRBEFE D 0.3~53 &) OHEEZHRS L=, Zo8a L X ToHE TR oML

DOFELAESNTZ, B MIBT 2 EEREDN 7 XB LT B F P TERT 2 0B IE
RATH %,

14. BRREAER

141 BihEE

BPH 38 D B2 xR 2RO S hak 7 7 & AR xR B bl 2 3 505 520 L .
AVODART 0.5mg/H (n=2,167) 72137 7R (n=2,158) ZiHli L7z, FRBRE L ZDHKIC
FEEM T2 EMMF L T D (n=2,340) . BHERE D 90%LL ERNE AN Th o7, #EREIX
PSA fii73 1.5ng/mL LA | 10ng/mL AJifi D 50 5L LD FBYED 5 5 BIZREAER L (=30cc) |
American Urological Association Symptom Index (AUA-SI) (& CHZEEF /-1 EEOEREZHF T

. BUREER LOE R A D BPH L 2B SV BF L Lic, 4,325 BINIEIERIZT o ¥
A7V RBEEIL T 7RIS VAT o, TOLI N 2HFEMEGE5ET L (T
70%8 LTV 67%) o 2,340 BIOBERE DIE & A EWN, ZDOHOIFEHRBIMIC S 512 2 FERITR G
T LI (71%) .
FERXIATISHT DHR | AUA-SIZ W THERIEIR GRIRIE, SR, IRFGEME, JRETHA,
PRUEIBOR, W& Al JOMKMIBAR) 2~ FHHE 0~5 &, &K 35 R Tl L, JEREZ &
Blb L7z, 3B TOR—RT 4 VOAUA-SIIHREL LK 17 8 THHo T,

T a X AT Y REECILT 7 B ARECKR UCHREHICAEERSED, 1 RBRTIE3 » AR E

TIZ, Mo 2B TIX 12 » HHETICRBO LI, 12 5 A B 3 R ERE(KD AUA-SI D~X—
AT A IS DOYERIEL, T 2aX AT Y REET-33 8, 77 BRET20ATHY, WD
ZEVTER-1.3 5 B RRBRICE T DHAPH © -1.1 sS~-1.5 &, p<0.001) & 3 3Bk & b [FAEORE R
BoNTz, 24 % A BICBIT5 3R BREIED AUA-SI DR—Z T A b OYHEIE, T =
ZA7 Y REET38 R, 77 EBARHT-17 5 THY, mEOEIT Y21 8 GHBRICE
ﬁﬁ:49ﬁ~42ﬁ\wmm)f%ok(El)o:iéﬁw@ﬁ%¢®%@®2$ﬁm
H BTz BPHIER OSGEX, 0% O 2 FROIEERBIBICE VT HHER Sz,

INHORERIT, N—AT A ORI ARRIC D BRI 220 R &5l T 5 728
7mx«7747 ﬂ#éﬂto“*174/®W4%AEW4MmHL@$%@%ﬁﬂE

BT D AUA-SI OFEHZEAGIL, 72X A7) REET38 8, 77 EARHET-1.6 A THY,

ﬁ@%mﬁﬁazﬁf@otoN—x?%ywﬁﬁ%§%ﬁ4mx$ﬁ@%%@z4ﬁﬂEK
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BT D AUA-ST O FHZEAGIX, T2 X AT Y REET3.7 s, 778 REET22 8 THY | Wit
DFEITEE-1.5 i TH o7,
1. AUASI*Z a7 D_R—R2 5 A b DELL
(BIEAT 7 EARMRBR-CEERARORKES)

0
-0.5—
-
15—
2 \ R S

-2.5 —

-3

Mean Change From Baseline in AUA-SI

-3.5

AT I I I I
01 3 6 12 18 24

Months of Treatment

-m-Placebo n=2122 n=2,123 n=2,123 n=2123
—&-Dutasteride n=2,122 n=2122 n=2122 n=2122

*AUA SI A =2 7 DO : 0~35 &

EHREASLUFHMOLEEICHT IR : v T — T UFARKE L SN D 2MERM (AUR)
DIIEME IS T OBPHIZ KT 2 FINMEATICR 32 2 GO R EF M L7z, 77 B AREE
(ZEE# L CLAVODARTIZ £ ¥ | AURDFEJE =R (AVODARTHE 1.8%, 7° 7 £ A HE4.2%. p<0.001,
U A7 TR 57%., 95%EHIXM 38%~71%) I L OFiihiiTR (AVODARTHE 2.2%, 77
Y AREE 4.1%, p<0.001, U A 7K TH 48%, 95%(EHEIX[M 26%~63%) D HaHICAHEITEKT
Lz (K2, ®3) ,

2.24 5 ABEIZRBIT 5 AUR RIES
(ERIL T T E R B EERRBROKS)

6
5 —
wn /J;j
4 T
s —
o
B 3 ,J/
= __
8 "
&2 Vs
et
1 //
0 - T T T
0 6 12 18 24
Months of Treatment
---Placebo Group
No. of events, cumulative 28 49 70 90
No. at risk 2,158 2,039 1,919 1,793
— Dutasteride Group
No. of events, cumulative 19 27 31 39
No. at risk 2,167 2,052 1,928 1,827
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X 3.24 % A #5128 %5 BPH 129 2 FfesT=
(BRI ERAR_EERABROKS)

6
5 —
J/_
24— Vel
g s
S 3 -] /J‘/
£ i
s, 7
82 Vi
1 ,//
0 L T T T
0 6 12 18 24
Months of Treatment
---Placebo Group
No. of events, cumulative 19 40 59 89
No. at risk 2,158 2,057 1,944 1,823
— Dutasteride Group
No. of events, cumulative 12 25 39 47
No. at risk 2,167 2,064 1,944 1,846

ARLRBERICHT SR : 2 6 OB CITRENGE S IIC X 2 A2 RAFED 30ccll ETH
B2 EEBNMIEREE Lz, ZNHORBRICET 5= A7 1 v OFHANIRARIE, £ Sdec
ThHol,

FRBOIGERNDO TOWER: A » AB. 32 AEBEIE 6 » AH) ORI REREOZEA
RIZBWCHREHINCHE R R ZNPRD LI, 24 » A B £ THkkt L TR Hit7e (AVODART &
T EROHE) . 12 » A BIZET 2 3 BRBERORIN IREFEOLLEENRIL, T a2 AT
U REET-24.7%, 77 8RBET34%THY, WFEOE (T 2427 REE—77 2R ©
PEE-213%Th o7 B RERICI I HEAFH : -21.0%~-21.6%, p<0.001) , 24 » A BHIZHIS
% 3 R ARRORINIIREFE O LRI, T2 A7V REET-26.7%. 772 HREET-2.2%
ThHY ., WEEOEDFE)E-24.5%Th -7 B REBRIZIBIT HHIF : -24.0%~-25.1%, p<0.001)
(X 4) , “HEBRLEGEBRT ORYO 2 FR-IZH LN IRAE ORI X, TD0%D 2
FEMOIFERBIBIZB VTR ST,
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4, AINRBEBOR—RAT A Vb OELR
(EB1ELAILT 7 ERM B _EERABROKS)

0_ r_
-5
-10—
-15 -

Mean Percent Change From Baseline

_20 —
-25 — —
B0 T T T T
0 1 3 6 12 24
Months of Treatment
m Placebo n=704 n =645 n=2,033 n=2,043 n=2,043

ODutasteride n=702 n =630 n=2,020 n=2,027 n=2,028

BARBEICHT 2R : TR ERTEE (Qmax) 23 1ISmL/BLLTFTH 25 Z & 2R BRO SN
UL Lz, 3 2OFEREBOR—RT A > O FHQmaxiEH) 10mL/FP TH - 7=,

R=ZXF A 06O Qmax DEALICEET DML D £ 3 O W THIZB W TH, 3 4
ABIZEHGEFMICAEETHY 12 » HEE TR L7212 5 A BIZBIT 5 3 BB ARD Qmax
ONHEINE, 72X A7V REET 1L.emL/F, 77 B AREET O ImL/ATH Y | WD (T =
2 AT Y REE—7 78RR OFT08mL/ CTh-7- 3 RERIZIIT HEIFH : 0.7mL/F>~
1.0mL/Fb, p<0.001) ., 24 » A BiZEIT % 3 BRE(ED Qmax OFEHEINIEL, 7242 AF7 U K
T 18mL/A, 77 EREETOImL/MTHY . MEFOZEDEIT 1.ImL/B Th 7= (3 3k
BT H#iPE - 1.0mL/Fb~1.2mL/Fp, p<0.001) (X5) . —HEMEEHERF OREYD 2 4
IS A BT KRR EOHINL., Z D% 0 2 EROIERBIFICBW T hbiER SN,

5.Qmax D R—RF A Vind DR
(BAER(T 7 AR -EERARORES)

2
1.8
1.6 —
1.4—
1.2

1
0.8 —
0.6 AT
04—/
0.2 —

Mean Change From Baseline (mL/sec)

i o T T T T
01 3 6 12 18 24

Months of Treatment

-m-Placebo  n=2,101 n=2105 n=2105 n=2105
—-8-Dutasteride n=2,103 n=2,104 n=2,104 n=2,104
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BEEREEBOEN : 3 OB Tay hr— L SN ABOMRBRNS, IR L
T AVODART O#5- (1 B A& 0.5mg) (12X Y AUR JJIER L O BPH (%14 2 FififEiTo U
A7 HMETF L, BPH BIEUER A UGE U, ANZIRARES D U, RIREES NS 2 Z &0
IRENTZ, TIDDOFERI D AVODART IEEK L7=RiNI IR A A 3 5 %D BPH O REHE
kLR E R T EEBE 2 BNS,

14.2 o EEFE L DOBARE (CombAT)

4 R DL sk —HEMRIILEGERIZ VT, JFHRE (AVODART 0.5mg/H + % A& w &
> 04mg/H., n=1,610) OFNMEE AVODART (n=1,623) HDHWIEX LArT Y (n=1,611)
DEMRE & bl U7z, RBROGEIRIEEIT 14.1 TEIR L 72 Bk 0 55 AR A 20 ik & [
HThol, 4 FMORBBIMD 5 b, 2 M OERHMICE O TNE SN T —# Z LU T
R UTe. PBRIZBRER ST HBRE D 88% DS ANTH o7, #ERFE DK 52%7% 5o 12 ulE 3R A
EH B D WIE o ERTEROFTEEIE 2 A L Tz, A0 2 FERB ORI I3l S vz 3
FEHNTE B X, EESAIEER A 27 (IPSS) OZE(bTh -7, JFFIE. AVODART Ul
PIED D VNEH A AT Y BRI IEE A ZE D (1T DT 4,844 BIOYERE DIT L AL
. 2RO HER FCORBEHMATE T L7 (ZAZFH 79%. 80%. 78%) .
FERRIAZICHT B3R : IPSSOHKAID 7 >OEMFEHE (AUA-SIE [F—) & HWTERZ E
BlELT, R=ATA DA TIFEREE K 164 M ThoTo, OFHEIERETIEfho BAE
EHEIDV L 24 p HRICBWUERA a7 HAAEREICHEAD L, ZOEFTI» AR LY AL,
24 7 A HE CHEFFSNTZ, 24 5 A BIZEB T DIPSSOIEIR A T D= T A v G DOYHE
{fb (#SD) 1%, PEHEIERET-6.2 (£7.14) s, AVODARTEET-4.9 (£6.81) i, ¥ hAB TV
BET-43 (£7.01) S THY ., GFHBIER L AVODARTEED 21T -4-1.3 & (p<0.001; [95%(5 #E
X[ -1.69, -0.86]) . DFFSRIEREL Z L A 03 U BED ZE T TH-1.8 45 (p<0.001; [95%1E #E X [
2.23,-1.40]) Tho7= (X6) ,

XK 6. EEFIEIRAR 27 O_R—2 5 4 D[ (CombAT 3RER)

g 7

= -1

£ 2

g -2

(=]

= -4 -

2

5 ]

g

L= ]

-7
E I [ [ I I I I I
= 0 3 5] g 12 15 18 | 24
Manths of Treatment

& [otgsheride + Emaulodn n= 15964 n= 1572 n=15m n=15m n=15m
o Didasteride 05 mg n=122 n=1531 n=15% n=15% n=15%
# T =dosin0.dmg n=1573 n=1521 n= 155 n=15a% n=15%

BARFEEICHT IR : N— X5 4 > DOQmaxiIFHHE L LK 10.7TmL/ Th - 7=, FFHEE
BECTIIMOBEMBREREL Y 24 » A BIZB W TOmaxBN A= L=, Zo%ET6 » AR
KO HZBH, 24 » HBETHEFF STz, 24 5 HBIZBT 5QmaxDX—RF A Db DI
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N (£SD) 1%, OFRIERET 2.4 (£5.26) mL/Fb. AVODARTEET 1.9 (+5.10) mL/Fb, % A
2y RHET09 (#4.57) mL/ATHY . DFHBRERE L AVODARTHED 7213°F-14) 0.5mL/F»
(p=0.003; [95%(E X [t 0.17,0.84]) | DFAEIERE & ¥ LA 1 o U BEO 22T F) 1.5SmL/F
(p<0.001; [95%(E#HIX[H: 1.19,1.86]) ThH-7= (K7) .

T 30

L]
T 25
b

o
=
l

-4
i
I

Mean Change For Baselin
=
l

05—
on
I I I I
] 53 12 14 24
Months of Treatrment
i [ sheride + tamsulodn n= 135 n=14&7 n=1,d7 n=14%
O Dufasteride 05 mg n=14dE n= 1433 n= 145 n= 1450
& Tan auosin 0 dmg n=1dd n= 1510 n=1517 n=1519

BILIRERBISHT SRR BRSO RNLIRAFE O T S5cc Th o 72, 24 % A BIZEIT
DANLIRBFEDR— AT A 03D OB L#E (#SD) 1%, OFFFIEREC-26.9% (+22.57)
AVODARTHE T-28.0% (£24.88) . ¥ LA URET 0% (£31.14) TH Y | PR AFIERE L AVODART
REDZEIT ) 1.1% (p=NS; [95%(EHEX [E: 0.6, 2.8])  OFARIEREL # A2 0 o U REDEITT
$)-26.9% (p<0.001; [95%(FHEIX[H]: -28.9, -24.9]) ThH 7=,

16. A BRES L UHY HK

AVODART Y 7 N EZF 1 7 /L 0.5mg [IFE M CRER R HEEOE T F I 7L
T, FHEZHRtA > 7 TIGX CE2) EHITFESNTWD, WNEORBISPGIEX Y v 72X D30
7Y AR RV (NDC0173-0712-15) . 90 1 FE/L AV R kL (NDC 0173-0712-04) 233
Zals

25°C (77°F) TIRAT, FFRIRFEHEFH 15~30°C (59~86°F) [K[EHJI7HLE DR
SEh-=iREE5HR]

T a2 AT Y RIFRERINEND, TaX AT Y KBRS, BEREOIREICT LT
faE % MET A REMEN B 572, IR £ 7 13RO ATHEME D & 2 1% AVODART 71 7%
NERORDIRN & [FERREE T L O LR 6.1) 2]

17. BEHITEA BDRTEBER
FDA 23 AGR L 7= & M 2 2 IR,
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171 ZHEADOBRE —BHRE~ADERKM

T a AT U RPRILE i, BHEREOREICK L TEEEZ KT AREERH D720, 4T
PR FE VTR O AT REME D B B &1 AVODART 4 7L 2 B0 b /o X 5 | ERITEE
AT 2L, T2 27 U ISR S du, BV~ ERANIRE SN D aTRetEnd 5,
TR £ 72RO ATREME D 8 D HENIRNT=T 2 X AT U KA 7R vicfitniz5Hai%, #
IR ERAL 2 RN AR L OVK TRV 2 & [0/t E S L O Eorig 6.1) 54
MER 0B L~ DL B8.1) M
17.2 #km

Wi 2/ U AR ZMEIC T 2 X A7 U RG-S 5 Z L2572, [ERfilX AVODART
WX DBIEEBEZZIT OB BT L, KGN0 &H 6 » ARIDEEE T 5 F Crkin
ERETDE D, BT D 2L [ EEE L O oS 6.4) D), TaX AT
RO 1 R BV TIE S T 1% 4~6 » AN TR CH D [H KR HERE 12.3) 2/
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Manufactured by: Catalent Pharma Solutions, Beinheim, France for
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SUMMARY OF PRODUCT CHARACTERISTICS

Product Summary

1.

Name of the Medicinal Product

Avodart® 0.5 mg soft capsules.

Qualitative and Quantitative Composition
Each capsule contains 0.5 mg dutasteride.
For a full list of excipients, see section 6.1.
Pharmaceutical Form

Capsules, soft.

The capsules are opaque, yellow, oblong soft gelatin capsules imprinted with GX
CE2 on one side in red ink.

Clinical Particulars

4.1

4.2.

Therapeutic Indications
Treatment of moderate to severe symptoms of benign prostatic hyperplasia (BPH).

Reduction in the risk of acute urinary retention (AUR) and surgery in patients
with moderate to severe symptoms of BPH.

For information on effects of treatment and patient populations studied in clinical
trials please see section 5.1.
Posology and Method of Administration

Avodart can be administered alone or in combination with the alpha-blocker
tamsulosin (0.4mg) (see sections 4.4, 4.8 and 5.1).
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4.3.

4.4,

Adults (including elderly):

The recommended dose of Avodart is one capsule (0.5 mg) taken orally once a
day. The capsules should be swallowed whole and not chewed or opened as contact
with the capsule contents may result in irritation of the oropharyngeal mucosa. The
capsules may be taken with or without food. Although an improvement may be
observed at an early stage, it can take up to 6 months before a response to the
treatment can be achieved. No dose adjustment is necessary in the elderly.

Renal impairment

The effect of renal impairment on dutasteride pharmacokinetics has not been
studied. No adjustment in dosage is anticipated for patients with renal
impairment (see section 5.2).

Hepatic impairment

The effect of hepatic impairment on dutasteride pharmacokinetics has not been
studied so caution should be used in patients with mild to moderate hepatic
impairment (see section 4.4 and section 5.2). In patients with severe hepatic
impairment, the use of dutasteride is contraindicated (see section 4.3).

Contraindications

Avodart is contraindicated in:
- women and children and adolescents (see section 4.6).

- patients with hypersensitivity to dutasteride, other 5-alpha reductase inhibitors,
or any of the excipients.

- patients with severe hepatic impairment.

Special Warnings and Precautions for Use

Combination therapy should be prescribed after careful benefit risk assessment
due to the potential increased risk of adverse events and after consideration of
alternative treatment options including monotherapies (see section 4.2).

Digital rectal examination, as well as other evaluations for prostate cancer, must
be performed on patients with BPH prior to initiating therapy with Avodart and
periodically thereafter.

Dutasteride is absorbed through the skin, therefore, women, children and
adolescents must avoid contact with leaking capsules (see section 4.6). If contact
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4.5

is made with leaking capsules, the contact area should be washed immediately
with soap and water.

Dutasteride was not studied in patients with liver disease. Caution should be used
in the administration of dutasteride to patients with mild to moderate hepatic
impairment (see section 4.2, section 4.3 and section 5.2).

Serum prostate-specific antigen (PSA) concentration is an important component
in the detection of prostate cancer. Generally, a total serum PSA concentration
greater than 4 ng/mL (Hybritech) requires further evaluation and consideration of
prostate biopsy. Physicians should be aware that a baseline PSA less than 4
ng/mL in patients taking Avodart does not exclude a diagnosis of prostate cancer.
Avodart causes a decrease in serum PSA levels by approximately 50%, after 6
months, in patients with BPH, even in the presence of prostate cancer. Although
there may be individual variation, the reduction in PSA by approximately 50% is
predictable as it was observed over the entire range of baseline PSA values (1.5 to
10 ng/mL). Therefore to interpret an isolated PSA value in a man treated with
Avodart for six months or more, PSA values should be doubled for comparison
with normal ranges in untreated men. This adjustment preserves the sensitivity
and specificity of the PSA assay and maintains its ability to detect prostate cancer.
Any sustained increases in PSA levels while on Avodart should be carefully
evaluated, including consideration of noncompliance to therapy with Avodart.

Total serum PSA levels return to baseline within 6 months of discontinuing
treatment. The ratio of free to total PSA remains constant even under the
influence of Avodart. If clinicians elect to use percent free PSA as an aid in the
detection of prostate cancer in men undergoing Avodart therapy, no adjustment to
its value appears necessary.

Interaction with Other Medicinal Products and Other Forms of Interaction
For information on the decrease of serum PSA levels during treatment with
dutasteride and guidance concerning prostate cancer detection, please see section
4.4,

Effects of other drugs on the pharmacokinetics of dutasteride

Use together with CYP3A4 and/or P-glycoprotein-inhibitors:

Dutasteride is mainly eliminated via metabolism. In vitro studies indicate that
this metabolism is catalysed by CYP3A4 and CYP3A5. No formal interaction
studies have been performed with potent CYP3A4 inhibitors. However, in a

population pharmacokinetic study, dutasteride serum concentrations were on
average 1.6 to 1.8 times greater, respectively, in a small number of patients
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4.6.

treated concurrently with verapamil or diltiazem (moderate inhibitors of CYP3A4
and inhibitors of P-glycoprotein) than in other patients.

Long-term combination of dutasteride with drugs that are potent inhibitors of the
enzyme CYP3A4 (e.g. ritonavir, indinavir, nefazodone, itraconazole,
ketoconazole administered orally) may increase serum concentrations of
dutasteride. Further inhibition of 5-alpha reductase at increased dutasteride
exposure, is not likely. However, a reduction of the dutasteride dosing frequency
can be considered if side effects are noted. It should be noted that in the case of
enzyme inhibition, the long half-life may be further prolonged and it can take
more than 6 months of concurrent therapy before a new steady state is reached.

Administration of 12g colestyramine one hour before a 5mg single dose of
dutasteride did not affect the pharmacokinetics of dutasteride.

Effects of dutasteride on the pharmacokinetics of other drugs

Dutasteride has no effect on the pharmacokinetics of warfarin or digoxin. This
indicates that dutasteride does not inhibit/induce CYP2C9 or the transporter P-
glycoprotein. In vitro interaction studies indicate that dutasteride does not inhibit
the enzymes CYP1A2, CYP2D6, CYP2C9, CYP2C19 or CYP3AA4.

In a small study (N=24) of two weeks duration in healthy men, dutasteride (0.5
mg daily) had no effect on the pharmacokinetics of tamsulosin or terazosin. There
was also no indication of a pharmacodynamic interaction in this study.

Pregnancy and Lactation
Avodart is contraindicated for use by women.
Fertility

Dutasteride has been reported to affect semen characteristics (reduction in sperm
count, semen volume, and sperm motility) in healthy men (see section 5.1). The
possibility of reduced male fertility cannot be excluded.

Pregnancy

As with other 5 alpha reductase inhibitors, dutasteride inhibits the conversion of
testosterone to dihydrotestosterone and may, if administered to a woman carrying
a male foetus, inhibit the development of the external genitalia of the foetus (see
section 4.4). Small amounts of dutasteride have been recovered from the semen
in subjects receiving Avodart 0.5 mg day. Based on studies in animals, it is
unlikely that a male foetus will be adversely affected if his mother is exposed to
the semen of a patient being treated with Avodart (the risk of which is greatest
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4.7.

4.8.

during the first 16 weeks of pregnancy). However, as with all 5 alpha reductase
inhibitors, when the patient's partner is or may potentially be pregnant it is
recommended that the patient avoids exposure of his partner to semen by use of a
condom.

Lactation

It is not known whether dutasteride is excreted in human milk.

Effects on Ability to Drive and Use Machines

Based on the pharmacodynamic properties of dutasteride, treatment with
dutasteride would not be expected to interfere with the ability to drive or operate
machinery.

Undesirable Effects

AVODART AS MONOTHERAPY

Approximately 19% of the 2167 patients who received dutasteride in the 2 year
Phase 11l placebo-controlled trials developed adverse reactions during the first
year of treatment. The majority of events were mild to moderate and occurred in
the reproductive system. No change to the adverse event profile was apparent over
a further 2 years in open-label extension studies.

The following table shows adverse reactions from controlled clinical trials and
post-marketing experience. The listed adverse events from clinical trials are
investigator-judged drug-related events (with incidence more than or equal to 1%)
reported with a higher incidence in patients treated with dutasteride compared
with placebo during the first year of treatment. Adverse events from post-
marketing experience were identified from spontaneous post-marketing reports;
therefore the true incidence is unknown:

Organ system Adverse reaction Incidence from clinical trial data

year 1 of treatment | of treatment (n=1744)
(n=2167)

Reproductive Impotence 6.0% 1.7%
system and breast Altered (decreased) 3.7% 0.6%

disorders libido

Incidence during Incidence during year 2

Ejaculation 1.8% 0.5%
disorders

Breast disorders 1.3% 1.3%
(includes breast
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enlargement and/or
breast tenderness)

Immune system
disorders

Allergic reactions
including rash,

Incidence estimated from post-marketing data

pruritus, urticaria,
localised oedema,
and angioedema

Unknown

AVODART IN COMBINATION WITH THE ALPHA-BLOCKER
TAMSULOSIN

Year 2 data from the CombAT Study, comparing dutasteride 0.5mg (n=1623) and
tamsulosin 0.4mg (n=1611) once daily alone and in combination (n=1610) have
shown that the incidence of any investigator-judged drug-related adverse event
during the first and second years of treatment respectively was 22% and 5% for
dutasteride/tamsulosin combination therapy, 14% and 5% for dutasteride
monotherapy and 13% and 4% for tamsulosin monotherapy. The higher incidence
of adverse events in the combination therapy group in the first year of treatment
was due to a higher incidence of reproductive disorders, specifically ejaculation
disorders, observed in this group.

The following investigator-judged drug-related adverse events have been reported
with an incidence of greater than or equal to 1% during the first year of treatment

in the Year 2 analysis of the CombAT Study; the incidence of these events during
the first and second year of treatment is shown in the table below:

System Organ Adverse reaction Incidence during year 1 of treatment Incidence during year 2 of treatment
Class
Dutasteride | Dutasteride | Tamsulosin | Dutasteride | Dutasteride | Tamsulosin
+ (n=1623) (n=1611) + (n=1457) (n=1468)
Tamsulosin Tamsulosin
(n=1610) (n=1424)
Reproductive Impotence 6.5% 4.9% 3.3% 1.1% 1.3% 0.7%
system and
breast disorders, Altered 5.2% 3.8% 2.5% 0.4% 0.9% 0.6%
Psychiatric (decreased)
disorders and libido
Investigations
Ejaculation 8.9% 1.6% 2.7% 0.5% 0.3% 0.5%
disorders
Breast disorders 2.0% 1.8% 0.8% 0.9% 1.2% 0.3%
(includes breast
enlargement
and/or breast
tenderness)
Nervous system Dizziness 1.4% 0.6% 1.3% 0.2% 0.1% 0.4%
disorders
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4.9.

Overdose

In volunteer studies of Avodart, single daily doses of dutasteride up to 40 mg/day
(80 times the therapeutic dose) have been administered for 7 days without
significant safety concerns. In clinical studies, doses of 5mg daily have been
administered to subjects for 6 months with no additional adverse effects to those
seen at therapeutic doses of 0.5 mg. There is no specific antidote for Avodart,
therefore, in suspected overdosage symptomatic and supportive treatment should
be given as appropriate.

Pharmacological Properties

5.1.

Pharmacodynamic Properties

Pharmacotherapeutic group: testosterone-5-alpha-reductase inhibitors.

ATC code: G04C BO2.

Dutasteride reduces circulating levels of dihydrotestosterone (DHT) by inhibiting
both type 1 and type 2, 5a-reductase isoenzymes which are responsible for the
conversion of testosterone to 5a-DHT.

AVODART AS MONOTHERAPY
Effects on DHT/Testosterone:

Effect of daily doses of Avodart on the reduction on DHT is dose dependant and
is observed within 1-2 weeks (85% and 90% reduction, respectively).

In patients with BPH treated with dutasteride 0.5 mg/day, the median decrease in
serum DHT was 94% at 1 year and 93% at 2 years and the median increase in
serum testosterone was 19% at both 1 and 2 years.

Effect on Prostate Volume:

Significant reductions in prostate volume have been detected as early as one
month after initiation of treatment and reductions continued through Month 24
(p<0.001). Avodart led to a mean reduction of total prostate volume of 23.6%
(from 54.9 ml at baseline to 42.1 ml) at Month 12 compared with a mean
reduction of 0.5% (from 54.0 ml to 53.7 ml) in the placebo group. Significant
(p<0.001) reductions also occurred in prostate transitional zone volume as early
as one month continuing through Month 24, with a mean reduction in prostate
transitional zone volume of 17.8% (from 26.8 ml at baseline to 21.4 ml) in the
Avodart group compared to a mean increase of 7.9% (from 26.8ml to 27.5 ml) in
the placebo group at Month 12. The reduction of the prostate volume seen during
the first 2 years of double-blind treatment was maintained during an additional 2
years of open-label extension studies. Reduction of the size of prostate leads to
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improvement of symptoms and a decreased risk for AUR and BPH-related
surgery.

CLINICAL STUDIES

Avodart 0.5 mg/day or placebo was evaluated in 4325 male subjects with
moderate to severe symptoms of BPH who had prostates >30 ml and a PSA value
within the range 1.5 - 10 ng/mL in three primary efficacy 2-year multicenter,
multinational, placebo-controlled, double-blind studies. The studies then
continued with an open-label extension to 4 years with all patients remaining in
the study receiving dutasteride at the same 0.5mg dose. 37% of initially placebo-
randomized patients and 40% of dutasteride-randomized patients remained in the
study at 4 years. The majority (71%) of the 2,340 subjects in the open-label
extensions completed the 2 additional years of open-label treatment.

The most important clinical efficacy parameters were American Urological
Association Symptom Index (AUA-SI), maximum urinary flow (Qmax) and the
incidence of acute urinary retention and BPH-related surgery.

AUA-SI is a seven-item questionnaire about BPH-related symptoms with a
maximum score of 35. At baseline the average score was approx. 17. After six
months, one and two years treatment the placebo group had an average
improvement of 2.5, 2.5 and 2.3 points respectively while the Avodart group
improved 3.2, 3.8 and 4.5 points respectively. The differences between the
groups were statistically significant. The improvement in AUA-SI seen during the
first 2 years of double-blind treatment was maintained during an additional 2
years of open-label extension studies.

Qmax (maximum urine flow):

Mean baseline Qmax for the studies was approx 10 ml/sec (normal Qmax >15
ml/sec). After one and two years treatment the flow in the placebo group had
improved by 0.8 and 0.9 ml/sec respectively and 1.7 and 2.0 ml/sec respectively
in the Avodart group. The difference between the groups was statistically
significant from Month 1 to Month 24. The increase in maximum urine flow rate
seen during the first 2 years of double blind treatment continued throughout an
additional 2 years of open-label extension studies.

Acute Urinary Retention and Surgical Intervention
After two years of treatment, the incidence of AUR was 4.2% in the placebo
group against 1.8% in the Avodart group (57% risk reduction). This difference is

statistically significant and means that 42 patients (95% CI 30-73) need to be
treated for two years to avoid one case of AUR.
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The incidence of BPH-related surgery after two years was 4.1% in the placebo
group and 2.2% in the Avodart group (48% risk reduction). This difference is
statistically significant and means that 51 patients (95% CI 33-109) need to be
treated for two years to avoid one surgical intervention.

Hair distribution

The effect of dutasteride on hair distribution was not formally studied during the
phase 1l programme, however, 5 alpha-reductase inhibitors could reduce hair loss
and may induce hair growth in subjects with male pattern hair loss (male
androgenetic alopecia).

Thyroid function:

Thyroid function was evaluated in a one year study in healthy men. Free
thyroxine levels were stable on dutasteride treatment but TSH levels were mildly
increased (by 0.4 MCIU/mL) compared to placebo at the end of one year's
treatment. However, as TSH levels were variable, median TSH ranges (1.4 - 1.9
MCIU/mL ) remained within normal limits (0.5 - 5/6 MCIU/mL), free thyroxine
levels were stable within the normal range and similar for both placebo and
dutasteride treatment, the changes in TSH were not considered clinically
significant. In all the clinical studies, there has been no evidence that dutasteride
adversely affects thyroid function.

Breast neoplasia:

In the 2 year clinical trials, providing 3374 patient years of exposure to
dutasteride, and at the time of registration in the 2 year open label extension, there
were 2 cases of breast cancer reported in dutasteride-treated patients and 1 case in
a patient who received placebo.

However, the relationship between breast cancer and dutasteride is not clear.
Effects on male fertility

The effects of dutasteride 0.5mg/day on semen characteristics were evaluated in
healthy volunteers aged 18 to 52 (n=27 dutasteride, n=23 placebo) throughout 52
weeks of treatment and 24 weeks of post-treatment follow-up. At 52 weeks, the
mean percent reduction from baseline in total sperm count, semen volume and
sperm motility were 23%, 26% and 18%, respectively, in the dutasteride group
when adjusted for changes from baseline in the placebo group. Sperm
concentration and sperm morphology were unaffected. After 24 weeks of follow-
up, the mean percent change in total sperm count in the dutasteride group
remained 23% lower than baseline. While mean values for all parameters at all
time points remained within the normal ranges and did not meet the predefined
criteria for a clinically significant change (30%), two subjects in the dutasteride
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group had decreases in sperm count of greater than 90% from baseline at 52
weeks, with partial recovery at the 24 week follow-up. The possibility of reduced
male fertility cannot be excluded.

AVODART IN COMBINATION WITH THE ALPHA-BLOCKER TAMSULOSIN

Avodart 0.5 mg/day (n = 1,623), tamsulosin 0.4 mg/day (n = 1,611) or the
combination of Avodart 0.5 mg plus tamsulosin 0.4 mg (n = 1,610) were
evaluated in male subjects with moderate to severe symptoms of BPH who had
prostates >30 ml and a PSA value within the range 1.5 - 10 ng/mL in a
multicentre, multinational, randomized double-blind, parallel group study.
Approximately 52% of subjects had previous exposure to 5-alpha reductase
inhibitor or alpha-blocker treatment. Efficacy endpoints during the first 2 years of
treatment were change in International Prostate Symptom Score (IPSS),
maximum urine flow rate (Qmax) and prostate volume. IPSS is an 8-item
instrument based on AUA-SI with an additional question on quality of life.

Results following 2 years of treatment are presented below:

Parameter Time-point Combination| Avodart | Tamsulosin

IPSS (units) [Baseline] [16.6] [16.4] [16.4]
Month 24 (Change from -6.2 -4.9a -4.3b
Baseline)

Qmax (mL/sec) |[Baseline] [10.9] [10.6] [10.7]
Month 24 (Change from 24 1.9c* 0.9d*
Baseline)

Prostate Volume |[Baseline] (ml) [54.7] [54.6] [55.8]
Month 24 (% Change from -26.9 -28.0 0.0*
Baseline)

Prostate [Baseline] (ml) [27.7] [30.3] [30.5]

Transition Zone | Month 24 (% Change from -23.4 -22.8 8.8*

Volume Baseline)

BPH Impact Index| [Baseline] [5.3] [5.3] [5.3]

(BII) (units) Month 24 (Change from -2.1 -1.7* -1.5*
Baseline)

IPSS Question 8 |[Baseline] [3.6] [3.6] [3.6]

(BPH-related Month 24 (Change from -1.4 -1.1* -1.1*

Health Status) Baseline)

a. Combination achieved significance (p<0.001) vs. Avodart from Month 3

b. Combination achieved significance (p<0.001) vs. tamsulosin from Month 9
c. Combination achieved significance (p<=0.006) vs. Avodart from Month 6
d. Combination achieved significance (p<0.001) vs. tamsulosin from Month 6

* p<0.01
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5.2.

Pharmacokinetic Properties
Absorption

Following oral administration of a single 0.5 mg dutasteride dose, the time to
peak serum concentrations of dutasteride is 1 to 3 hours. The absolute
bioavailability is approximately 60%. The bioavailability of dutasteride is not
affected by food.

Distribution

Dutasteride has a large volume of distribution (300 to 500 L) and is highly bound
to plasma proteins (>99.5%). Following daily dosing, dutasteride serum
concentrations achieve 65% of steady state concentration after 1 month and
approximately 90% after 3 months.

Steady state serum concentrations (Css) of approximately 40 ng/mL are achieved
after 6 months of dosing 0.5mg once a day. Dutasteride partitioning from serum
into semen averaged 11.5%.

Elimination

Dutasteride is extensively metabolized in vivo. In vitro, dutasteride is
metabolized by the cytochrome P450 3A4 and 3A5 to three monohydroxylated
metabolites and one dihydroxylated metabolite.

Following oral dosing of dutasteride 0.5 mg/day to steady state, 1.0% to 15.4%
(mean of 5.4%) of the administered dose is excreted as unchanged dutasteride in
the faeces. The remainder is excreted in the faeces as 4 major metabolites
comprising 39%, 21%, 7%, and 7% each of drug-related material and 6 minor
metabolites (less than 5% each). Only trace amounts of unchanged dutasteride
(less than 0.1% of the dose) are detected in human urine.

The elimination of dutasteride is dose dependent and the process appears to be
described by two elimination pathways in parallel, one that is saturable at
clinically relevant concentrations and one that is non saturable.

At low serum concentrations (less than 3ng/mL), dutasteride is cleared rapidly by
both the concentration dependent and concentration independent elimination
pathways. Single doses of 5 mg or less showed evidence of rapid clearance and a
short half-life of 3 to 9 days.

At therapeutic concentrations, following repeat dosing of 0.5 mg/day, the slower,
linear elimination pathway is dominating and the half-life is approx. 3-5 weeks.
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5.3

Elderly

Dutasteride pharmacokinetics were evaluated in 36 healthy male subjects between
the ages of 24 and 87 years following administration of a single 5mg dose of
dutasteride. No significant influence of age was seen on the exposure of
dutasteride but the half-life was shorter in men under 50 years of age. Half-life
was not statistically different when comparing the 50-69 year old group to the
greater than 70 years old.

Renal impairment

The effect of renal impairment on dutasteride pharmacokinetics has not been
studied. However, less than 0.1% of a steady-state 0.5 mg dose of dutasteride is
recovered in human urine, so no clinically significant increase of the dutasteride
plasma concentrations is anticipated for patients with renal impairment (see
section 4.2).

Hepatic impairment

The effect on the pharmacokinetics of dutasteride in hepatic impairment has not
been studied (see section 4.3). Because dutasteride is eliminated mainly through
metabolism the plasma levels of dutasteride are expected to be elevated in these
patients and the half-life of dutasteride be prolonged (see section 4.2 and section
4.4).

Preclinical Safety Data

Current studies of general toxicity, genotoxicity and carcinogenicity did not show
any particular risk to humans.

Reproduction toxicity studies in male rats have shown a decreased weight of the
prostate and seminal vesicles, decreased secretion from accessory genital glands
and a reduction in fertility indices (caused by the pharmacological effect of
dutasteride). The clinical relevance of these findings is unknown.

As with other 5 alpha reductase inhibitors, feminisation of male foetuses in rats
and rabbits has been noted when dutasteride was administered during gestation.
Dutasteride has been found in blood from female rats after mating with
dutasteride treated males. When dutasteride was administered during gestation to
primates, no feminisation of male foetuses was seen at blood exposures
sufficiently in excess of those likely to occur via human semen. It is unlikely that
a male foetus will be adversely affected following seminal transfer of dutasteride.
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Pharmaceutical Particulars

6.1

6.2.

6.3.

6.4.

6.5.

6.6.

List of Excipients

Capsule contents:

mono- and diglycerides of caprylic/capric acid
butylhydroxytoluene (E321).

Capsule shell:

gelatin

glycerol

titanium dioxide (E171)

iron oxide yellow (E172)

triglycerides, medium chain

lecithin.

Red printing ink containing iron oxide red (E172) as the colourant, polyvinyl
acetate phthalate, propylene glycol and Macrogol 400.
Incompatibilities

Not applicable.

Shelf Life

4 years.

Special Precautions for Storage

Do not store above 30°C.

Nature and Contents of Container

Blisters of opaque PVC/PVDC film containing 10 soft gelatin capsules packed
into containers of 10, 30, 60 and 90 capsules. Not all pack sizes may be marketed.
Instructions for Use/Handling

Dutasteride is absorbed through the skin, therefore contact with leaking capsules

must be avoided. If contact is made with leaking capsules, the contact area should
be washed immediately with soap and water (see section 4.4).
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Any unused product or waste material should be disposed of in accordance with
local requirements.

Administrative Data

7. Marketing Authorisation Holder
GlaxoSmithKline UK Limited
980 Great West Road
Brentford
Middlesex
TW8 9GS
United Kingdom
Trading as:
GlaxoSmithKline UK Ltd
Stockley Park West
Uxbridge

Middlesex,
UB11 1BT

8. Marketing Authorisation Number(s)

19494/0006

9. Date of First Authorisation/Renewal of the Authorisation

17 January 2003/ 13 February 2008

10. Date of (Partial) Revision of the Text

14 August 2008
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TWEMNEZITZFOREEMENHE, 20 F—2 &2l L CRMBE PSRIRICIRZE Shan X
INTTHZENRLEFE L,

AN

T a2 X AT U Rk MEEHLHFICBITT 2 0IEARHTH 5,

47. BEREDELENESUBBOBRERDNICHTIEE
T 2B AT U ROFESFREICHASE, 72427 U FOR5IIHBIEOERE ) B &
U DIRIERENC 2 5 2 e L PREN D,

4.8. ElfEA
Avodart HpR S

2EMOBMIE T 7 B ARRERERICIBNT, T2 ¥ AT U RE&EE I 2167 HlOK 19%
DB AR BICEWER 2R BL LTz, KB DS REE ) b PEEEC, AFHgR RO ERTH o7, 2
FEMOIEER TOIEREMMICB W TH L NZRIER OFEICE(LIZA DR 5 T,

LT OFIL, HGEARRR & TRE» O ORWERZ R L TW\Wb, BRRERER O OfFHHRSL
[ZOWTIE, TRBRETERMIC X 0 KA L OB H 5 &l Sz F5 CGRBHE 1%L F)
T, TaXZAT7T ) REREINTEZBEFICBWT, BEIFHICT 78R L0 GWREBUHEE T
WEINTELDIZHONW TR L, TTREOAEEFEFRICOWVWTL, HERE TH L0, EiE
RREBEEIIRHATH D -

e PR BR C O B
B BIRSHHE BITER 4 TR | 4 B OB 1R 2 5 B OF BUE
(n=2167) (n=1744)
AR L OB E A URT A 6.0% 1.7%
U e RF—ak 3.7% 0.6%
SRR 1.8% 0.5%
JLERE GLEEX, 3L . .
AN 1.3% 1.3%
T R REE I, E D EEE, B, Wi T — & S HEE L7 3Bl
PRRMERIE, 5k O -
N 2 OB BUE S

Avodart & a EHFETHHI X L AT & OFFHEE
FaX AT U F05mg (n=1623) & X LA 04mg (n=1611) OHERIES KOG
1L (n=1610) % Ll LU7= CombAT 3ERD 2 4Ef D7 — & Tld, 1RBREATEANIC L 0 384 &
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DRENR S 5 LW SN A EFLORE | FH L 2FHOBRBEITENEN, T 22X A
TV R/ L2 UOFRIET 22%, 5%, 7 24 A7 Y FHEMEIET 14%, 5%, ¥ LA R
U BRI T 13%.4% CTdb o 1=, SHREE TR 1V FE B O ERFROBEENRE > =01,
ZDTN—T TITAERRIEE, FRCSGEEEORBIBE N @ N -T2 Th 5,

PLFIZ. CombAT ikBRD 2 4EH £ TOF — X OIENTFERICBN T, B9 1 4 H O BT
1%L, EOTRBREATERIC L 0 A & OR#EN S 5 L SNT-AFEFRTHDL: b D

FLOWREIFHBLO2FEHORBMEZ FTRIRT,

TR | 4E B O3 BUTE TR 2 4F B O3B
mapge | FTaBAT | Tabd AT | LAy | Tal AT | Taf AT | FhAny
e RIERIA | U p+2n | U R N UkR+#s [ UFR v
=2 (n=1623) (n=1611) =0 (n=1457) (n=1468)
(n=1610) (n=1424)
EIRBE | A VBT 6.5% 4.9% 3.3% 1.1% 1.3% 0.7%
(O W= A
EOBME | Ve R 5.2% 3.8% 2.5% 0.4% 0.9% 0.6%
EBIOW | B
PRI AT s 8.9% 1.6% 2.7% 0.5% 0.3% 0.5%
LR 2.0% 1.8% 0.8% 0.9% 1.2% 0.3%
(AL E
K. LEE
WA E i)
Fehie R P FEME D E 1.4% 0.6% 1.3% 0.2% 0.1% 0.4%
& A
49. BE®RE

fRREY SR 25t & L-RBRIZ W T, & 1 Bl 40mg/ H (RIEHED 80 %) £ TOT =

ZA7 Y R& T HBKEREG LIz Z A, etk FoERRBEEITI RS> 7, Smg/H
%6 HREEYS LERBRICBWLTYH, 0.5mg (BEMAE) BERKICALONT-AEERLUSN
DFEGIIFRD Hi7e o 72, Avodart (2T D RFERAREEZANT /2, LR - T, &S
BN DG A ITLENTE U CRHERIER L OSRRIEE1T Y 2 &,

5. FEZHEMH
51. ENFMEHE
WK - T A N AT 1 50 B ICEE R EA]
ATC ==— K : G04C B02

F 2B AT U R, T A MAT a5 50-DHT ~DOZEHUI 545 508 cliEE D 1 ks
FOR2HMET A4 VA 2EHFLT, fFRMLP T Fe7 X A7 (DHT) RELZET
=H5,

Avodart HipEE

DHT/ 7 X f X7 2 5T 5 7755 -

Avodart O3 H 5.7 DHT I KAE TR RUTHEARAEME T, 1 72035 2 EREIANIZERD
bND (ZENEI, 85%FB L V90%WA) . 7 2# A7 U K 0.5mg/HAE#HE L7 BPH & T
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X, 1Y% DHT B/ RO 2y 1 21412 94%., 2 H-1412 93% T, M7 A b AT 1 U HEhNER
OFRAEIL 1 ERL S 2HE D 19% Th o7,

I IRZFE NS5 2

TREBAG 1 A BRIIZRINIIR AR O R BB B3 A i, L 24 » A B ECRfe L7z
(p<0.001) . 12 % H BIZBT 2 ERNLRAFOFERAD L, 77 B RFED 0.5% (RX—2F
A HED 54.0mL 725 53.7mL) (ZEE LT, Avodart B TIE 23.6% (— 2T A L BED 54.9mL
2B 42.1mL) Thoto, Flo, AINIIRBITHTH 1 » ARIITAERBD (p<0.001) 2374
C.24 » ABECTFE LT, 12 % A B ORINIRBEATH AL, 77 B AR TONYEHEN 7.9%
(R—=Z2F A BED 26.8mL 725 27.5mL) 2k LT, Avodart £ TIX ¥ 17.8% (—— A
T A CWED 26.8mL 7D 21.4mL) AR LTz, IO 2 FMO B GRS A BT AR
KIEOWIX, ZOHO 2 FHOIFER TOMERBRIZIB VT HHERF Sz, AN ROK X
EORE/MNBIER DU EZEL LD THY ., AUR BLOBPH RO Y 2 785 Z H7- 6
R

Vi Nz g

2 EM DL EM S iR 77 £ AR R ZHERAIMRER O 12 3 HBRIC IV T, P
5B EEEO BPH ER 2 2292 BT BIZAFE 30mL L ET&® U | PSA fE7AY 1.5~10ng/mL
DFPANIZ & 2 PBRE 4325 Bl 2255 & LT, Avodart 0.5mg/H 72137 7 B AR 25l L 72,
ARBNIEDOBRIZIHEEMRTAEME LS, TaX AT U RE&L S HBRE 135 &
fex 0.5mg/ H 2GS, BT 7 B RBECEEAIL S NTZBED 3%, T2X AT Y
NEEIZIEAE 2 L ST BF D 40% 0 R A LR LTz, SBRZIER L7z 2340 Bl %< (7T1%)
N2 EBOIFER TOBIMBREET Lz,

e b HERERIRARINE AN T A — 213, KEMIRSEFSIERTEE (AUA-SD | ERRTEHR
(Qmax) X OEVERAFIAESR & BPH B T OMif TR TH - 7=,

AUA-SI /%, BPH BI#UEIRICEAT 2 7HHEH OEMET, HZmA2T L3S A THDH, N—R
TA VRO RA AT 1T R CTholz, 6 A, 1 FFBLO2FEOERE, 77 BREED
PEIENZIEI 2.5 8, 25 BB X 23 HTH-T-DIZXF L. Avodart BETIZZENE N
32, 38 MBLV4S mtkE Lo, MEGHMOZITMHFHICHE Ch T, BIID 2
FRIO ZHERBIMICA STz AUA-SI OSGEIL, £ 0% O 2 FRIOIEE M CTOILERRIC
BT HER Sz,

Qmax (RARIEH)

FERBRICEBIT D=2 T A L HFO Qmax FHMEITHK 10mL/F) (Qmax 1EFf>15mL/fD)
Tholz, | BRIV 2 FEDOREEL., RBOUEIT T 7 R TIXEN LN 0.8mL/FE X
W 0.9mL/FP T, Avodart BETIZZENZH 1.7TmL/AB L 2.0mL/F CThH -7z, WG 0=
X1 HE?D 24 57 HB £ THEHFEMIICAER CThoTo, A0 2 FM O —EHERBIFICA D
NI KRIREROEENT, ZD% O 2 FHOIFEMR TOLEEHRBRICIB W THHRr S,
BRI L O FLH G
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2AERER LI D AUR BIERIL, 7T BREET42% TH-7-DIZx LT, Avodart T
1% 1.8% (U A7 57%) Tholz, ZOETHFIFMCHEETHY . 141D AUR % [0l
T HTOIIT 2 B0 B (95%CI30~73) % 2 FREHET D MLERSHH T LA EHRL TV 5,

241 O BPH BIEFHT OB 71377 £ AEE T 4.1%., Avodart B TIX2.2% (U 2 7 B 48%)
Tholz, ZOETHHFZNCHETH Y, 1 BIOINEETRE Z L5 2 729121 51 Bl &
F (95%CI133~109) % 2 FRNAET H2MERNHDH Z L AEHRL TN D,

ELZ T

BMAHBR CIXBEZNAMICKT DT 2 ¥ A7 U ROEEIERITRGTT SN o228, Sa
BT FEILEANIINE 2B ST AREMERH 0 . BHAIGLE (72 Fa 7 i X B HEE)
DHDHLWHREICB N THREEZFRET HAREELH D,

HIC IR RE

R A Z 5 ISR L LT 1 ERTT - 723 BRI WO THUR IR RE DS 5Tt S 7z, BEETF 23
VIBEEILT 2 4 AT ) RE T THRE L TV, TSHIEEIL | FEDIRIEKR TIIC T T &
A L CE EF (04MCIU/ML £T) L7, LLans, TSHEEXIELSERHD
k. TSHAZ#EHOFYfE (1.4~1.9MCIU/mL) X EFEM (0.5~5.6MCIU/mL) NTHY | iE
BT oo VREDIEFRHFNTEZEL W T I7 B8R T 22 A7 Y REETCHEECTH -
7eio8, TSH OZEALIZERIRJICEHEE TRV L ST, T X TORKRARICBWNT, T2
Z A7 U R HURIRBERE ISR B A T & WV 2 FHLITRE O v o T2,

AIEDFAEY

2 EMDOERRBRICBNT, 3374 BE - EDT 24 AT U ROHGRBRMNELNTED,
IEEMRTO 2 F M OGO BERIFIZ, 72X A7 Y RO 261, 77RO 1 T
FUE DS Sz,

LRSS, EET 22 A7) REDOREBRIIRHTH S,

BHEDZ NG E~DEEE

18~52 DR AN (FaZ A7 U REE:276), 77 vREE 23 41) Zx5iz, 52 #HE
ORI I J O 24 W OVREL BRI 28 U C, 7 2 Z A7 U K 0.5mg/ H S FEIRFHELIC
AT ZRF Lz, 5 52 HIZ T 275, BikEl O FEEhEoX—2 7 A
IS DRI (T T BRFEOR—ZT A b OB THEE) 1L, TEN 23%, 26%
BLOI8% TH o7z, BTIREL LU T E~OEEITZED b ol 24 B OB
WMRICBIT D, TaZ A7 U REORKEE FBOFEWDRIL, X=X F A4 b 23%4
DEETHoTm, WTHOFHEREIZEBWTH, T XTORK /T A —F OFHEILIE F#
FTHY ., FANHE L TOIZERRBICH ERZES) 30%) [TITFZY Laholeid, T a4
27U RO 2HIZBNT, S2EBICRN—RAT A 005 90%% 8 2 285 T3 OB 338D 5
AUy B 24 8 BIZITE P Lz, BHEOZIREEZ b &8 2 FIREMEIL S E TE R0,

p.7



Avodart & o HEWFTH L X L2 & DM

BPH DO HAEFEN O B DR Z 2 L, BISZIRAFEDS 30mL BL T PSA {723 1.5~10ng/mL
D BRI 2kt & LT 2 EM S s — HmERICTREREERIZH UV T, Avodart 0.5mg/ H

(n=1623) \ # 2L AxAm T 04mg/H (n=1611) ¥ X Avodart 0.5mg+ ¥ A A8 2 0.4mg D
DL (n=1610) 23FHM S 4L72, HEBRTE DK 52%D3 So iZTCRERBRE A H 2 WIS o HERTE
DRMNEREZ A L T\ e, RO 2 FEF OTER I I S 7 FERHMmE A X, EESAT
SERRER A 2T (IPSS) . EAJRIEHE (Qmax) B L ORINRAEFEOELTH 7=, IPSS 1T
AUA-SI IZ QOL OEMZBM L7 8HEMNL 5 FETH D,

M OIBREAEITILL TO LB THD ;

NRT A —H IS iRasbRr Avodart HNAT Y

PSS () [R=2F A ] [16.6] [16.4] [16.4]
2 pHE (=25 6.2 4.9 -4.3°
S DZELL)

Qmax (mL/f) [R=RF A ] [10.9] [10.6] [10.7]
Uy AE (R—RFA 2.4 1.9 0.9
o DOEAR)

AL [XN—2F 4] (mL) [54.7] [54.6] [55.8]
4 HHE (R—254y 269 -28.0 0.0
D DEALFE: %)

AL AT E S [XN—2F 4] (mL) [27.7] [30.3] [30.5]
4 HE (R—254y 23.4 228 8.8
D DEALFE: %)

BPH Impact Index [R—2 T A ] [5.3] [5.3] [5.3]

(BI) () 245 HA (R—2AF 4 2.1 1.7 -1.5"
N DOEAR)

IPSS &1 8 [R—=2T A ] [3.6] [3.6] [3.6]

(BPHICRIM L7 | 24 n HE (=25 (> -14 -L1 -L1

fRFER AR 2B DOIEAR)

a. PEHRIEIX Avodart IZxF LT, 3 » HEDM DA EZ (p<0.001) Z/R L7,

b. PEFHBEEE Y 2 Azt LT, 9 AENLAEZ (p<0.001) Z/758 L7z,
c. PFARIEIL Avodart 12X LT, 6 » H DDA EZ (p=0.006) %~ L7z,

d. FREEIZZ 220 A2 LT, 6 3 AEDLAEEZ (p<0.001) Z/xRL7T-,
* p<0.01

52. EYBEZMRHYE

R

0.5mg O7 2 X A7 Y REBERO#EGH%, 724 A7 U KO Mg E R X 1~3
R CH D, MR AT XA TEV T 4 —1F3K 60%ThH D, TaX ATV KONRALET
ATV T 4 —ITRFORELZIT I,

Vi

T a2 X AT U RIZIAL 54 L (300~500L) | IMAEEE & @mV iR (599.5%) TRET 5.,
HHBESR, MET 22 A7) RIBEITZ 1 » ABICEFIREETORED 65%IZFEL., 3 5 H
HITHI 90%I T 5,
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0.5mg # 1 H 16 » AR#EE L7=RICEFIRETOMIGEHEE (Css) £ 40ng/mL |22
T 5, MENPSBERICOBEENET 22 A7) RIZEH 115%TH 5,

VEES

T 2B A7 U Ridinvivo TREZGMEGEH S5, invitro TIET 2 X A7 U RigF h 7 a—
L P4503A4 BLUBAS IZ L > TRE S, 3FHDOE / & ek e 1 O e e
e ek a5,

0.5mg/H DT 2 # A7 Y REEFREBIET 2E TRAKE LIZGE K ED 1.0~154%
CF¥) 5.4%) BREMAE L CTHERPICHRSND, FEVIX. 72X A7 Y NEGWEOK ~
39%. 21%., 7%B L O 7%% L5 4 FEEO FENH#M & 6 FEO~ A F—72 G L L CT#
HICHEIE S LD (% 2 5%A00) . B MRFICIE S S IEOREIE (HED 0.1%AKH) Lo
B S oz,

F 2B AT Y FOMRITHREEENE T, T OBEIXFEENC 2 80 OWHARIEIC X > THHA
INd, —HIETWKRECRMINDA, b —Hidfafmsngy, 7% A7) REimiE
HREEDMEY (Bng/mL AWi) Fa. IR EE RIS AR I 45 L OV BE FEAR AT 0 BU7 D VH A%
BCRMIZHREIND, Smg L FTOREE G X, 827 VT 7V AOFHLE LU 3~9 HD
BT AZ R LT,

0.5mg/ A KfE# G- Lz & & OIREIRE TIX, KV RIRRBEOEERENMEML TH Y |
BEHIIR 3~5 BRI & 72 D,

24~87 Ik DR AR E 36 Bl k5L LT, Smg DT 24 A7 ) REEFREHZIZT 2
22T ) RORYEREZ TN L=, T =24 AT U NOBRBERICK L CTHEMOA B R EEBITR
DO To D, ERHNE 50 R O BYEO T BN T, 7k, 50~69 ik L 70 kL. I
DOFEEEZ e U723, NSRRI 72 2213380 b e o 72,

B
M

et

I

BIEENT 2 X A7 U ROEYTREIZKIZTTEEBIIMRF I TR, LELERL, &
FAREEICB T AT 2 X 27 U F0.5mg 5Tt FRAITIE 0.1%A00 L2 S g uni=o
BEEL AT HEETHIERT 24 27 U NREOBRMICHEE R ERIZ20WE THEh
% (142 OESMR)

w1

-]

b
5oy

Vg2

REENT 22 27 U ROEWEHBIZKZTHEBIIMRF SN TR (M43 JoHEER) ,
TaZ A7 Y REB IR L > THEKT o720, HEEL AT 585 TIRmiEdh 7 =
ZATY RBENEF L, 72227 Y RO¥EEIITEET 2 LTRSS (142) BIW
[44) DIESH) |
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53. HIERKHEROZLMET—4

BATO— i, BB LOBAREEREBRICE O TIE, FZe ORI RS
A IEEY el

HEZ v b OEFERNERER Tl BN IRI X ONEFEO T &RV | B ATEIR D & D53 Wb |
SZHRBEOKT (T2 A7 U ROFEIEEMICLD) PO LIV, Zivh O O KRB
HIEIIAHATH D,

fthd S0 1B LEERFLEA] & RRICERBITICT 22 X7 ) Re&E5 LA, 7y FEB X
T CTHEMERR R OMEME(E RO DN TWD, TaX AT RERE LT v b &R
SEMEZ v FTIE, MPICT 2227 Y Rz, —FH, FEREZHRL LT =
Z 27 Y REMERHIM IR Lo, b MRRICBATT 2 /RN & 2 &4 1471 kS
I g EE B C O HER L OMEMELITRO e o7, LR -> T, BRNLT 24 A7 U R
WBATT 2FICE D, HERIEPSERELZZ T DI n e E X b,

6. HEIFREIE

6.1. HmPpn—&
BT LONEY
HFVNEET T DT 7)) RBLORYZU®U R
7F ke Fa¥xs b (E321)

TRk
vI7F

7Y ¥ra—)

T F &> (E171)
wambgk (E172)
FERY 7 URU R
VUF s

EHkE UCGRAELEE (E172) 20RO EIRIA 7, 72 AEBRY g =1, 7 n
L) a—B IO~ ad—/1 400

6.2. EEEEER
A"

6.3. REFHE
4 R

6.4. BRELOEINLIE
30°C LA ETHRAFL TidZe H 70y,

10
p. 10



6.5. AROIHEERUVAR
107 v ETF U7 BILADDREHZ PVC/PVDC 7 4 VLD T ) 2 X —a3T 10,
30, 60 B L N90 B TN FEHTHE, T X TOMEY A ARIITE I D DI TiEZeu,

6.6. AL IUVEIEWCETLHIEESEE

F 2B AT Y RIS N 5120, NEMOIRNT D 72Vl Lank 91295
Tl RN TR/ T UE o 725813, AL 2 300 AR S K UUK THEWT
FT2& (44 OEZR) |

AREH OB X OBEIEML TS OB AN e > CTHEET S Z &,

7. ERGTRAZBNESE
GlaxoSmithKline UK Limited
980 Great West Road
Brentford
Middlesex
TWS8 9GS
United Kingdom

Trading as:

GlaxoSmithKline UK Ltd
Stockley Park West
Uxbridge

Middlesex,

UBI11 1BT

8. ERATMBRKZEES
19494/0006

9. mAIDTRAZEB/AZEHH
2003 4£ 1 J 17 /2008 42 13 H

10. XX (#4) #®ETH
2008 4 8 A 14 H

11
p. 11
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1.7-p. 1
1.7.

1.7. RERMS—ER
A7) & ArERs o saig e ERE 7 270 F (I - - o

B /5. ABIcsD TERENIRIEJE O SRERERE L TV ARV, Lizas-
T, ARG E LTE, 7Y Ko 2 IR KIE O A T 5 7 <Y ) v
g 270 (R = - O - - 0o A R chisr
e ok o geREEo s 5 4 22 s (TG -
B - - o, A - AR A EORERSE, ARIE LT
FRENE LT-1B L OFE 1721077,



®17-1 RERZDEOEE - DR, AL - AE. BFALOIELGENLER (FD 1)

— x4 T o AT R
W54 | 7ARNT 7L 0.5mg
(B | (T2« 2327 T4 RS
7K —
FHH
BEA -
il —
B X5y —
a== -
&
.
BRI O | 1 TP TFT 22 27U F05mg &
=g s
#hie AR AE RIE
SIS e - HRICEET SEALOER
RISTIRAMER LW ARWERFICI T 2B MER O 3R ST
W (THRIREGED 0EBH) |
ik | EE., RACIET 2227 Y KL T1E05mg % 1 H 18R 0 #
® | 575,

A% - REICEHEY 2ERLDIEE

(DA 7/ DORNED D D IEHERE 2 R 2 803D T, BT
BIEATZ BT D EFITEDEERZIAL Z &,

QGBI SEEDED b HE S H D2, TR &L

L7=OITiE, W 6 4 AMOIRENLETH D,

guan<y ) UHiET AT

LT

zd-7



— kA

T o AT KR

R o
EE

(EZ] RoBHIFIREGLRNI L)

(DAFNDRSY e UMD 5 o 32 TE SR L A 6 U BUE O BEEE O &
% B

Q% [ TEHEREARER] KO T, P, RALmE O
5 OEZM]]

@M% [ TEEREARNER] KO VNEFE~0#RE ] OEHSR]

(HEEOITHERERE O &H 2 BE [AAIT R TRHF SN D720,
MPREN LRI 282055 ((HEERE) 0EZR) . ]

1. BEERE ROBFITEEICEG T2 L)
JFHERERE S D do 5 B [ARFNT EICFI AR S v, T
#3~5HHE Th D, FHEREERE O H 2 BEITRE LG ED
EYBEEIMRE STy ( Ry #ERE] OESR) ]

2. EEREKRNTE

(1) AENIRERIL S D Z &b, LtER/NRITh e rns
IR BEANZ i 72 2 &, IR 8RN i 7= 855120,
BEHICAMEKRTHEY 2 & ( T85 | T, R, =35
I ~DFH | O UNREA~OFS ] OESM) |

(2) AAHBEGRICEZ- ORI e OME L2 Efi+ 52 &,
T, AFELGFICEBNTHEMIC NS OREZ S5
A&,

(3) AANL, MIyHFAIZIRFFEFUR (PSA) [TREAL 525D T,
UTORIZERTSHZ &,

1) PSAfEIL, RINARED AT U —=2 ZIZRIT 5 EE/RIFET
b5, —IZ, PSAEAEEEM GEH. 40ng/mL) UL DO
BIE, BRDFHMAMEE L 720 | BINLIRAERR O FE i % & 8
WCANDUERD D, 7B, AFEGHOBET, KEI#RE
AT PSA EAN LA T > Th . BN O 2 W & Rk
LZEWESICHEETDH I &,

ran<y ) NI AT )L

LT

¢d-7



A F o4 AT R
A Eo 2) AFNL, ANZIEDTFEF CThoThH, &5 65 A2 PSA
FE % 50% ) 85, LiziosT, A&l%E 65 AL ERS

LTV EHE D PSAEZ TN T A B3CIX, WIEME 265 L7
A BZE UCHREEE kT 52 &, 7ok, PSAEIZ, A
G- 1kt 6 5 A LINICAKIE 5-BREERTOEICR 5,

3) AHF LIRS D PSA EOEHGHEMIZ LT L CTlE, &HlID
REAESF A ERICED, EELGHET 5 Z &,

4) AFFERIZB VT, freeftotal PSA thiZ—EICHERI S NS
DT, BNV OR Y7 U—=2 27O HHT%free PSA % {# [f
THHEEICIE, WEMOPFHEIIARETH S,

3. ®HE/EH
AFNZ, £L L TCYPIA4 TR a NS ( [EEmEhaE| DIH
M)

HrREE (PHHICEET S 2 L)

R4 E BRERAEIK - BEAE ¥E - BIREF
CYPIAMMHEMERZAT | 2N DHOHKAIE OOFHIZL | CYP3A4IZ L B AAKI O
2 EH D ARFIOMAFREN EH | @B HES RS,

U e LA ® D,

ran<y ) UHBT AT )L

LT

pd-z1



— 4 FTaHATY R ruan<y ) UHiBT AT L

ALt | 4. BIER

TR FENEGRFRER 2 BT FRASEF] 403 51+ 44 451 (10.9%) (2
AR 2 S RIER N BSE S, TR DI,
A 1301 (32%) . UV ER—BIE7H (1.7%) . IH=kE
E (MEeEE. LI, B, LEAHRE) 641 (1.5%)
Tholz (KRR |
PLFD X5 ZEIERN & 6o Ga1cid, ERIC CCEy)
TRAVE LT Z &,
1%L E 1% ki SEERBE"

= 5 771//1/5—3_#&,‘45;{2) .

FEBED |

i
=
N

BAEE Z 5 PRI
R A2
LA
W@EE | ) v bl
DELE, RO
smmpy | VR (kb

o, FLER., #
. FURE R
%)

T 1) AFEME XN OHTRD A THDEWERNZOWTIBHEAR & LT,
1 2) VRS C OB 0.01%A

ILEEE

gd-21

LT



M

Fa2 4 AT YR

R o
EE

ran<y ) UHBT AT )L

LT

9gd-z



T

T af AT YR

R o
EE

ran<y ) UHBT AT )L

LT

Ld-271



M

Fa2 4 AT YR

R o
EE
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HELRGIHEZ T2 Z &P lESh TN, |

ZTDMDEE
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1.8.1.

B ATE RS S oy B

So BB RIAEHE

BTSZ ARAE A S

» ®
. 7HRILITVH TEIL 0.5mg
57 IB:]:}: ® =% 37 =1
Avolve™ Capsules 0.5mg A

F1RRTYEHTEL SEATL
iy % |IRRAE CER MR ZBET 5720, PTP RO FEERFT L L) R 55 BRI R
MR - aLEIcFRR [ B 2001 4F 11 A

(% Bl (koBFIiIHE Lz L)

(V)AAID RSy K UM > 5o 35 TERE SRR HRI % U@ HUE O BEE
D& 5 BE

(&t [THEEREANEE) KO TEiE, e, B#ALms~
O¥E] OESHR]

@yhRss [TEEARAEARNER] KO DNEE~OEE | O
2]

AHFEFEONFHEREED H 5 BE [AANTEICFEC#Esh s
7, mHBEER LT BEANS S (MEEHE ) OE
ZHR), ]

(#BRE - $£4K]
1. 488

Ay G 1A EAPICF 2% A5 Y F05mg 256

il

CTFLe Faxy by BT DS
VU R, BIF, 77UV, BI7YUEY
V. kT, = R kek

i

2.9
AKANTREEAREH ORFEHIEOKD 2L HITHY | #
I— FRWERIZFRO LB ThD,

fR7e4 B = — K A7 5=
TARNTHTE A oy ce 599mg
JL 0.5mg 2F 9 19.3mm
JEX % 6.6mm
[%hEE - ZhE]
AISZIRAE

| RhEE - BRICEAET SEALOEE

FRISZIRASIER LTV RIS T B A S R OV P

PRREn TR (THRHEME OHEBH),

2 EELERNEE

MAFNIRBETIR SN D Z &b, LWR/NRxh FeAnrs
RN RAN b 72 2 & IR - AN i 7= 355 1,
EbIZAEARTHS 2 & (TEETy, Thfhm, . #imE
~OFL ] RO DNREA~DRE ) OESBR),

(QAFN B G- H I E A2t D BN IR OB & £ 92 Z &,
F7o. AFEGHICENTHE-MIC Z R 6 ORE % £
HZ &k,

@V, MIFHT IR RHUR(PSANC KB E 52 5D T, T
DRICEET D &,

1) PSA EiE. RINEARFEDO A 7 U —=2 72 BIT 5 EE ek
ThDH, T, PSA EAKYEM (EF. 4.0ng/mL) LLE
DFAHIIE, HR DB HE L 22 v | BN AR R O FE i
EEBICANDVLERD D, e, REIELHOEBET,
AFI P H-R/iTD PSA A FEHEM AT CTH o Th., BINLIREED
PR LWL DICEET Dk,

ARFNL, BN IREDOTFE T TH-TH, 5 6 » AkIZ PSA
EA % 50%ID S5, Lo T, A#l%Z 6 » ALLEH
HLTWAEFO PSAEEZFEGNT B2 1E, WIEMZ 2 75
L7cfix HZ e U L T2 2 L, 7238, PSA i
. ARAIFE G IR 6 1 A LAPIZARAIR 5B OEIZRE
b,

)ARAIF H-HIZ KT B PSA O FEHGEIIEAI T L Tk, AH
OIRFEARMTE2EEICED, EELTHHET5 2 &,

HAFFe G-I B T, freeftotal PSA I —EICHEFF S 5
DT, BISIEDO AT V—=2 7 O HIITY% free PSA % i
AT 285612, WEMOREIIAETH D,

3. #E{ER

A#NL, FL LTCYPIA4 TR#fS D (THEpENE) nES
),

SRR HICEET 22 L)

[Rix - AE]
WEL. AT 2% 27 ) FELT1E05mg %2 1 A 1 [E#%
N5+ 5,

D Rk AERICEAETAERALDEE

S ()BT ONENH ARSI R T S B A b B 0
DT BT RAEMAT Y BT 0TI T O ERAIAL

Zé&,

L QB G HEIIICKEATED DN HE b H DN, R

AT 27012 1E, I 6 4 AMOWENLETH D,

[(ERLDEE]

LEERE ROBFICIEEICKRETDZL)
JTHERERRE D & % 8 [AFNZTICHFIR TG S v, 500
13K 3~5 W TH D, AFEREIEE O H 2 BH IR G LGS
DEDEREITHET ST (THEDEIRE] OHER), ]

HH2E ERERAEK - SEHE | #F - ERETF
CYP3A4 BB | 2o 03AIE OO | CYP3A4 12X D
EREATS | ([T AHOMAREE | AH O RB AR
E-3 1] N ERTZAREERD | EEIN S,
UbFELE | B,

4. EIER

ENESRRBR I\ T, FRAER] 403 B+ 44 1 (10.9%) (2
AR MET 2 a5 RIER A #E Sz, 20X b0k,
A 136 (3.2%), VB F—Ek 7 4] (1.7%), ILEMRE
(LM b, I, . LB AR 6 61 (1.5%)
Tholz UKREE),

TFo XS EWERNS bbb Haicid, R U Tl
B2 VB %179 Z &,
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T 2) WS COBEE © 0.01%AT
5. ITiR. ER. RIBEFE~AOERE
W&z sGE LNz, [Ty NEROUYFILT 24 AT
U REROELL LIRS, BRI OSMERZROMEMEALD 22 &

., AAIOBEFIZL VPP ReTF A AT o BMETL,

BTFEIROINAETEE DI EERET 5 Al HE
7= ]

QABID I HICATT 20NIARATH 5,

6. NRE~DIE
INRBEITEE L n 2 b, DNREIC

AR O 2h ik i%;éﬂf“@‘]

1. BRLDEE
BEFUIZ (8% - PTP ALAED AL PTP > — RS HLY L THR
T3 L5852 L, [PTP > — FOREEKIZL Y, S
AR IEREEA~FIA L, BT 2 2 L CHERRIR %
DOEERGIEEIRT L EAMEIN TN D, ]

8. FOfDEE

(YA RBR TN T, 18~B2 i D BEFER A (ORHIRE : 27
B, 77 R 23 61) ZRRIC, 52 WM OB HIE KO
mLﬁwﬁﬁﬁLM%ﬁ%ﬁbf $ﬂ0m@aw+m%ﬁ

W95 A G U7z, #8552 BICEB T D15k, K
@E&Uﬁ%@@#mﬂﬁmhm%®IWﬁw (77 &R
FEORERIMED S OZLTHEE) 1L, ZHEI 23%., 26%.
18%TH Y | H%%W&U%%Wﬁmwgﬂm oYY (WY
o7z, ARFIBEZIT 2RO G-RIED & O LR 3
@\mﬁﬁmﬁ%%%%tﬁwr%m%@iif&otoL
DLARBS, WPNOFEREIZB N T, 2 TORK T
f—&@?ﬁﬁﬁm%ﬁ@Wf@U\%%uﬁﬁbt%%%

ICEEREH (30%) ICIXELRN -T2, Fio, AEIRED 2
BHNCET, BE5 52 38 BB 5-RifiE D 90%% H 2 5 K51
&mﬁww 16O HALTZ AN, BEF 24 3 BIZITRRE U=, AFID
RS RAE TN, fx DBREOZIRRRICR L &0 &
) RERNERZ LONITRHTH 5,

Q7 BT NOIRREREINCT = % A7 Y K% 2010ng/Vt/ H &
TEHARPN B G- L7255, 2010ng/PE/ B RE (A% % AR L?" B
PEOREIE 5mL % LT 100% W X425 & E =8
A7 50kg D 2Pk IR éﬂé%ﬁ%k%*a®mM+Tﬁ
éﬁé)@%%%l@ . ARG OBEHIIAHTH D

. IR - QHA@TiﬁTﬁ—T%L}%z)‘ LD BT,

(@7/h®hhﬁﬁﬁ% BV, mHE EEHRICE TS
R R DR 141 17%) & 5 | RGBT O B8N 3 7 B AL 7=,
L L7226, FEH AR QWA R O RBURINT 5 7
v NORNZWHERED B b ~OIMFEDNRNZ &5, B MT
ISR A IEME 2 R B X W A ERIEITEW E B 2 5TV 5,
B, U AONRAFERBRICEB N TIE, T2 X AT Y NI
BET 2 L EZEX ONDEBEOREITRD N7,

@)T 2 Z ATV REBEAB ORI L OREMEII R TH
%o TRE. 2~4 T OUESMEIRFER (4325 f5) 2RV T 3

PEARIE S

K9 DSER<

1.8.1.

FOLBABEESNIZ, ZDIE, TaF 27 ) Faks
SNIEFITIX 2 51 (IR 108, 11 5 ). FI &R
DAHPEG SNIFEFITIE LBIEE ST 5, ERNEKRR
BT OWMBEILR L,

[ ¥ B &)

1. AR

(1) H Rl 5335
TREER AR NS AA 1~20mg % HiEIfE OG- L7z & & 54 2.0
~2.3 RN e M P IR S (Coan) ISEE L, BT D5
AL 232~298LTCTdH 577, Coaxl TG HRITHSF L CTHIM
L. R OMIER () 1% 89~174 FEETH Y | MK
ITIERIE CTH o 72,

()1 B 5Bk
B SZ AR RE B2 (T A F 0.05~25mg% 1 H 1[0 6 » AKX
RO LZL &, 05mgTiRBLZ#E 5 » H TERIR
REICEE L, 6 » A COMEHIRMILEIT 44.82+17.91ng/mL T
&okﬁwm&ﬁwﬁﬁﬁﬁuxﬁaMiuﬂzﬁ%f&

. HRITERIECTH -T2,

(£) 0.05mg D¢ 5-#& T #1318 B T BRA
<= 2.5mg (n=69)
1000 o 05mg (n=T1)
[ 38 P Wit ]
5 I “_0.05mg (n=70)
E w0 7 - [ :
E P * L 2 . - -
&l _ & .
.
g 10 .
:
£ -
P BG4 Ry IR
DI1 N ¥y N ] ] L4
0 1 2 3 4 5 [ T 8 9 10
g () EHHSD
B-1 REEORS%OMERT12RTY) FREQER

CE#fE+SD)
(7E) AFIOARMEIZ LA 1[H05mg TH 5,

2. 88
T ad AT RIZEICHFICBIT 2REHC L > THkT D EH
Zbhb,

(1)CYP3A4/CYP3A5 (T k- T/KEE(L 773, CYPLA2, 2A6,
2B6, 2C8, 2C9, 2C19, 2D6, 2E1 TiIf#@f &S e h 7= (in
vitro 7R .

Q)R IRIERSE BT AK 05mg 2 1 B 1B ERO#FRE L&
&, ERfREwThH D 1,2-KFLR, 4-KEBILIE, 6-KER
4K{Z’K7j)6$nh IS j/bﬁ_

3. it
Ta X AT Y RFFEICRHmE LRI s 5,

(DA NN AA] 1~20mg Z HEIRE O &5 Uiz & & #5114 48
REH AN O SRR L IRIFR H S e o 72,

(JE) AFNOAZHEFTLALE0.5MgTH 5,

(QFERERR A 05mg 2 1 H 1181 6 » HLLEXKERAO#ES L
ol &, FTHITK S%ORE(LERHRE S, BEmE R
ZAUEHREY) & LTR 2% RN E 7z, R ~DRZE
{EARDOPEIE 0.1% R TH 0 | BhEmE oPEk b METh -
= UMEANDOT—%),

4, ERMEIZE T 5EDERE

24~ 875k DIERERR A AHISMg Z B [ElRE O % 5 L7z & &, 50
~B975% M ONTOR% LA D AR IREE Dyl 149755 DL DAEIREEIC e~
THER L, AUCy13#920%HE M L7z, 7ok, Z OEILITEER
"WEBEEZDHLOTERY GMEAOT—4),

(GE) AFNOEZRAEIZLIA1E05MgTH 5,
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5. BENRE
TEFERR N C AR 2.5my % R HERR DG L & & Eydie
T A= ICETOEERBD, AUC) ILZEE MR 5002573
7> 52197ng-hr/mLICID Lie, 7238, Z OB ITEER Fds
525D TIiHew,
(E) AFNOAZRHREITLALE05MgTH 5,

6. EMBE{EA

(1)CYP3A4 BHEMEH & 43 % 354
AHOFBLHINHIT CYP3AL [HERITH D7 hat Y —u
WX o CHESN (invitro 3ER) .
CYP3A4 BHEF & AHI O SMAE HAE A RBRILE N S e
WS, BRRERER TR PSRRI N E SN BE T —F D
FHERTEMBNREMAT OFER, XTSI VERRE XX VT T
TLAEMIE L OUFRICEDARKI O VT T 0 ADIKT AR
e GKEADT—%),

(2)fth D IEHI & DHEH
AFN0.5mgH B NI ML AL AF T I TLT 7Y
ARV, FAARaY UERE. 7TV VR & off
BN TEDHEEIERITRD bRtz GHEADT —
),

() AFIOARMAEIZLIALE05MgTH 5,

1. Z DD EMEERMM/SS A —42

WA FHIR H ==
TEFER I AA] 0.5mg % HiEIRE n G Uiz & & | ZEMERF
JARIL9% Th -7z GFEADOT—%) |

QR BAT
TEFERE NI AH] 0.5mg 2 AR A #G Uiz & & iR /1
TE IR LI 11.5% Th -7~ BHEADT—%)

Q@)VEARAZR (invitro #&BR)
Mg R AR AT 09.8% L <, 7T 2 v al-BRMEREE A,
aLVFarRTaA REE7a 7 U RO RLE S S
07 AR DREA I, F I 99.0%, 96.6%. 89.2%
KN 87.6% Th -7z, EEAMAEIL20~2000ng/mL (272 V) ##
ETholz (RIAiE)

[ER R RE ##)
1. E TERER
N CEEHE S N7 AN IR FE 30cc LA_E ORI RN KE BE &
KL L7 “EERLEGEER (18 11 24 @R E) 1<
BT, AEKFENZANRIRAR OB RO Hivlz, AH|
0.5mg (X7 7 AR L, BINCIREFE 2 A B2 S, 1-PSS
(EBEAISER R 2 77) RO KIRTE= 4 A B U L,
F-1 FIRERORENEROEL
7Z%HR | 0.05mg 0.5mg 2.5mg
(n=70) (n=67) (n=70) (n=67)
PEHT | SFEME(SD) |45.7 (20.26)|44.4 (14.22)[45.4 (15.20)[41.0 (13.61)

FHE(SD) |42.1 (21.26)|37.9 (14.72)|34.6 (14.66)(30.7 (11.85)
24 8% | (%) -8.7 -155 -25.3 -25.6
p fi - 0.021 <0.001 <0.001
WAL () , ZMLEIIHIGE T /LI & 5 7 AP0
(1) AFOAGEAREIZ 1L H 1E05mg TH D,

2. FMAHER
PN CHEME S 72BN IRA R 30ce L LD RIS IIERAE B %
e L “HERIEGEAER (1B 1[5 52 EiRn4#5) (<
BT, AAI0.5mg (37T ARITH L, I-PSS K UM KRR
EHEICEE L, DR A BRI SE,

1.8.1.

#-2 I-PSS. BARFERUVNIREROBSHHROEL

Eirax i 7T R 0.5mg i
SEATiE (n=181) (n=184) P
1-PSS e 550 | FHIME(SD) | 16.0 (6.01) | 16.6 (6.56)
(fy  |52i8%| FHINE(SD) | 124 (6.32) | 11.1(6.82)
pl[a s 3.7 5.3 0.003
o e | TR FHIME(SD) | 11.2 (4.41) | 11.2 (4.13)
NS
Hx(rjnﬁ_lzztf 52 | THINE(SD) | 119 (4.82) | 134 (5.75)
Bl 0.7 2.2 <0.001
e e | BT | PA(SD) | 49.4 (17.16) | 50.2 (19.79)
o '&i”%f B 5 | T9ii(sD) | 447 (17.36) | 35.1 (19.04)
ZEALEE (%) -10.8 -338 <0.001

TR R OEALRIRIGE 7 /1S K 2 FHEG 2 T 1 fi

0

-14 N — O- - F5tR (n=181)
™ AN —®&— Fa14271F0.5mg (n=184)
< o N
L] \
¥ N,
w3 S

-~ R

8 “g--- S
» 44
&

5

64

R—Z54 Y 12;@ 248 3658 52;@

LRI 7T K B B T

B-2 I-PSSDR—RSA UhoDELRDOHER

3 - -O- - 54K (n=181)
- — 88— F242571)K0.5mg (n=184)
g
2
)
E
] 27
Ky
&
S
#5014 o
i3 ///

__-o”
o
R—R54 Y 1238 2458 3658 52;8

ZALBITHRIGE 7 /T & 2 iR 2l

H-3 BRARBEOR—RSA UHLDELROHR

2438 528

-10 -

-20

BSIIRBHEOETIE (%)

-30

-40 4 075+ (n=181)
B 71425 1)K0.5mg (n=184)

BACRIIHIEE 7T X B iR A T

H-4 FMIREBEOR—RTA UM bOELEQHRE
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(% % % =]
Fad ATV RiE, TARATEYEVE REF A RATRY
NEWT 5 1 AIR O 2 B 5a B e A LET S, Ve FeT R
F AT B AFRNIRIERICBE 53 5 =R T v K Th o,
1. E MZHITERE
WIE O e FaF & b AT o CEERTEM
ATSZBRAE R BB IS ASH] 0.05~2.5mg & 1 B 1 [EER A&
Hllbla, MBEPYE FrT A AT o U BEI&RE 28
FCICECNICE T L7z, JUSITARKEENTHY, #5 6
& H @ 0.5mg 2k 513 89.7% L 2.5mg & [FIFEEE TRe KT
HoT,
(F) AFNOAZMAEIFZLH 1\ 05mg TH D,
QFNZ IR OV e FeT 2 s AT o VIRERK TER GHE
ANDF—H)
A7 MR IE RE FBE AR 0.5mg 2 1 H 1 RIS ER D5 Lz
L&, BE 3y AN e FeT A MR T e R
EX7 7 v RS &l LT 93%id Lz,

2. In vitro RUEMIZH 1T ZHE
()5 3% Tl B E1E A
InvitrolZBW T, b b 1 AR 2 Al St rligss 2 fHE L72Y
o Flo, FBT v MIBWT, AMAMICEREG LT A R AT
O ORI IRICBITAYE FrT A AT e r ~OE%
PR L7z,
QLT O e FaT 2 F 2T o UEER TER
F v MIREHRET S Z L2k, BT e Ras
ARAT O U RERRT S,
(3)AISZHRAE/ IMEF K OB HfI/E
Ty MOREHRGT 5 Z LIk, BEIRER/D S22,
Flo, EBIy MIXERGTHZLICED, 7AMAT
VBRI ARIE R & ] L7,

(BRI S BEFHME]
— W& T a2 X AT YR
{574 : N-[2,5-Bis(trifluoromethyl)phenyl]-3-oxo0-4-aza-5a.-
androst-1-ene-17p-carboxamide
713 CyHaFeN,0;
4y : 528.53
HEER

PR AT EA~MEAOBR KR TH D,
s : 242~250°C
SEARE (logP) : 4.9 (1-4 72 & 7 —LIKR)

[(M#kL EDEE]
AFNTRBWIN SND Z L b, "IER/NRITH 7' bR
NTERN AN RN &, IR AN 7= 5813, B
AR EAKRTHED 2 &,

(2 #¥]
THRNT BTN 05mg : 30 B 7L (10 B 7 X3) PTP
90 # 7& (10 1 7/ X9) PTP
300 1 7 &V (10 1 71 X30) PTP

1.8.1.

[ & X K]
1)Tian G, et al.: Biochemistry. 34, 13453-13459 (1995)

2)Bramson HN., et al.: J Pharmacol Exp Ther. 282(3), 1496-1502 (1997)

[EHEER %]
TR AT T4 RS

T 151-8566 HUAUAB KA X TBK - 4+ 4-6-15
HARZZ— T B H—

TEL : 0120-561-007 (9:00~18:00/+ H#iH & kx<)
FAX : 0120-561-047 (24 WFRE=Z )

TS50V -RZR 54 vkREit
HRBESXTE S & 4-6-15
http://www.glaxosmithkline.co.jp

@GRS

1.81-p.4



1.8.2.

1.8.2.  #hEk - DR RUZDHREIRHL
1.8.2.1. ZhEE - IR

TS AL RAE

1.8.2.2. R EIRH

AHNFHKIE GlaxoWellcome 7 (Bl GlaxoSmithKline 1) TRI% S 117~ Al-4-azasteroid B #% %
AT 5 SR ERTH S, SaBILERITT A AT r 2 LV IEMEO SV DHT (¥
E ka7 A NRTaY) ~ERTHMETHY . BRI RIEICIE DHT 2385 LT\ b &
EZzoNTWD, AFNT 1B IO 2 O SaimcitE a4 HEL, 7 A hAT a5 DHT
~OEWEIHT 5 Z EI2E 0 IBR UL RA /NS5, BB RIEDERK O—>
TREDHEMAIPAZE TH Y | ARFNZ X 2 RISZIR M/ NIH A PAZE A8 L. TR ESIEIR
ORI LORBEOSEE 25T,

AMZARAE KA B 2 %t 5 & L7 ENEE TAHEER (ARI20005 3ER) 12350 T, AAl 0.5mg
I% DHT %9 90% il L, AN IRAFE 250 25%00 S w72 (£ 1.82-1) , Dk, EiZih
Te AR RE B 2 x5 & L7 [EN S IAERER (ARI105326 #6R) Tix, AH 0.5mg 1L~
FERICH L, %5 52 BIZBWTAHEIC PSS (FEFRFISLBYER 2 2 7) ZEvd &4

(p=0.003) . AZRAREOAELRBD (p<0.001) I L Qmax (R AKRFER) OAE /2 H
M (p<0.001) 233D BNz (F1.82-2) .

#1821 HE24BIZHIFTHMED DHT REH L VRIMIEEED
R—RA54 oMhbDEILE : ARI20005 RER (FAS)

AN 0.05mg 0.5mg 2.5mg

(N=70) (N=67) (N=70) (N=67)

Mm% DHT 2 D& kR 1.4 -69.2% -89.7% -89.7%
AT SEIRA RS DI b +! 8.7 -15.5% 25.3% 25.6*

Source Data : 5.3.5.1.1 3 14-5, 15-19

LG -2, LOCF

*p<0.05 (vs 7 7R, —RMIYE T LD UHIE), HEO MR 2 PRE FIE % Kl
*1: EEEHE

£ 1822 HES2BEICHEITHHIILREME. IPSS H KLU Qmax D
R—X54 U bDEIL : ARI105326 FHER (FAS)

75 %R 0.5m

(N=181) (N:18%1) p i
IPSS DZE{b ! 3.7 5.3 0.003
AN IRARE DAL= -10.8 338 <0.001
Qmax D Z V& (mL/sec) 0.7 2.2 <0.001

Source Data : 5.3.5.1.3 Table7-3, 7-31, 7-65
PR ), LOCF
pfl (vs 7 Z R, —BBIEET VIZL D tRE)
*1: EEFHME H
L b, BT RAERIE B 2 x5 & L2 ENERREUBRIZ IV T A 0.5mg IXRTNZIRAFE &
P UL ERB X ORMEZUGET 5 Z LR S NTz, RINCIRIERIEI I RIS MRAE R, JRIE P2

1.82-p. 1



1.8.2.

BILOTERBIERICL DEEMS T ENDZ Enb . RADOZHEE « hE % TRINLIRIEKAE )
L7,

1.82-p.2



1.8.3.

1.83. M- AERUZTDHRFEHRR
1.8.3.1. A& - AE

W, RACIET 22 A7) RELT1E05mg % 1 H 1ERE OG5,

1.8.3.2. R EIRH

AKFNET A D AT 1 b DHT ~OEBZIHIT 5 Z L1280 . IR L7RiSzZ g 2 #E/
SE5H720, DHT Il ORERGIMEIET L EEXOND, Le-> T, ENFEIHH
B (ARI20005 AER) Tk, DHT 29 50%j8) &5 & Fifll & 7= 0.05mg % I H & A,
DHT %1% WIS & PRl S 05mg A HERE, 05mg & LRISHETH S
2.5mg fgmﬂﬂﬁik FE L, IMIE T DHT O 3 & BN IRERE O ROFER NG |
AT BRIEE FBFE 2%~ 2 ARAN OHESEH & 2 it L7,

ARI20005 3R 1% 50 LA E ORI ARIERAE BT 2 %8s, 77 AR, &K 0.05mg, AH|
0.5mg F 72 14K 25mg D 1 H 18] 24 HH OB 5 21T o - {EAL, —HEEMR., 77 &Rt

AR Ch oo, H&5 24 BIZBIT 2 MIETRZGIRIRE CEEE) 1345 0.05mg # T
100ng/mL AF 0.5mg T 44.82ng/mL., AF 2.5mg £ T 297.61ng/mL T&H Y . AFH| 0.5mg
L B0 BEETHI 90%D L1 T DHT 2 Db 23380 bz GREE 3 A M A%
0.05mg ¥ : —69.2%, Al 0.5mgBf : —89.7%, AH| 2.5mg#t : —89.7%) ., TEFHKER T
o HEG 242 H 1T DA IREFEDOZ L= 1X, AAKl 0.5mg #EFs I OAH| 2.5mg #f C[RIFE B
Th otz GRIERE LM ; AK) 0.05mg #f : —15.5%, AK] 0.5mg ff : —25.3%, AHAl
25mgff : —25.6%) . ZAUDDOFERI D, A 05mg Ll EO#E G TH LS M HREICE
W, DHT Li&i T Im S, IBR LRSI N5 2 &L DS GRS T,

£7-. EFRIRBEICRIT DA OHHNIL 3I~5HE & RV &b, 1EH -0 oFkbEE%
iﬁﬂ%b + FARAS DHT;cfnﬁ%IJM%%hémltP/;;%f“ﬂz%%o Lok, BHERREES< TS

HERACFRE TH D, oLt et (¥—2 /N7 70E/hSTEL L)

isoto“: VITAT U AEBE L, T1HLERAORE) BEYTHD LR L,

INHDOOHTHRE RIS E . ENFHIIHRER (ARI105326 #kiR) (2301T 2 A/ O M - M
&% 1H 1A 05mg &% E L, AAIOHZ) %:Jﬁacl:()\;zaafikob\‘(\ 77 & R % 5k BRI R

L7, ARI105326 i 50 ik LA _E ORI ARIEKIE B 2 %R, 77 B AR £ 7213454 0.5mg
®O1H 1A 2 MO T BIEALL, —HEMR, V7R EABRCTCHo7, FH
FHIEE T &G 5SS 5 IPSSOE b GREER A FMHE) 1L, 77 8RB CT—37,
AAI0BMgAECT—53THY ., AF 05Mg X7 7RI L IPSSEAEICLESEDLZ LM
MR ENTz, £7o, MEREROAEESLN T 7 BRI LAA] 05mg B TRoRL <8 5
NEEbDOD, AF05mg i3 ~7 7R EIFEREDOLENET 07 7 4 V&R LT,

7K. R A BEE xR E LZENG 1 AHRER (745-01388R) 1BV T, ZEHERHE 512
U BHEE T Chax & AUC T TRIEZ R L, tou (FE TR L7z b 0D, R B8
BZHHDOTEHRWEZEZ NI 0D, AEIORBIZEBWTREFORELB[E S 50
(X7 & LT,

183 -p. 1




1.8.3.

PLEXv, HiE - X T8, RAIIET 22 A7 U FELT1E05mg %2 1 H LA
A#&545 ERELL,

183 -p.2



1.8.4.

1.84. FERLODIE (B) ELUZTORERN
A EOEE (%) A EARAL
£RB] KoOBEIZEIRGLRNIL)

(W)AAN DRy M OMho> So 15 ol 38 BH.FE I o6F LIS iUE D BE
FRED B 5 HBE

Q& [ MEEREANER] KO T,
FEAOfh ] OEEM]

PES 152 7L

QyhR%E [ TEEAREANEE] KO UNESA~DHKE |
DS ]
(4) B ONTHERENSE O b 2 B RN IR TR S

AT, mqﬂzﬁiﬁxhﬂﬁ“ék%ﬂﬁﬁé ( MEER
5 oEZW) , ]

Q) — A 7eEEFEHE LT, K
F O B3 23 2 i EOE O BE
RO H 5 EE 2 ERITRE
L7z, Flo, ZX@E S D

HOLABE L, o> ba EICHE

R PEE FE I 5 5 BUE O BE

D & 5 BE Z B RITRIE

L7z,

QAKIOFEFEICLVIF e R
07 ARNATFOUNET L,
BA IR O Al gR DI E %
FLET D AR H 572
Tk Z BERICER E LT,

@)Y/NRFIZX T DS 72 <
MR X OE M R
NTWARWzw, NS

SUTRE LT,

@ARFNTE IR TRB# S D
e, mMHPRENERT LR
Tnnb s B IXOENS
D B R BB 350 T R B
zifm\:}:#% O R R

HEATOLIREEERIC
ﬁx'ﬁbﬁ_o

1.84-p.1




1.8.4.

A EoEE (%)

AR EARHL

 ZhEE - MRICEET AEALOEE 5
LRIDTIRAMER L TR BE I 1) 5 A R O 2 |
gu%%émfw@w(rﬁﬁﬁﬁnggﬁ)o :

ARFNIAEKR U 7= Bz iR 2 i/ S
L2 IR VIBESRERTZ
& ENERRRBR G 2 3\ TR
SERRZSAE 30ce A O B 1T KT
LA FRRBR N N2 & S ER# L
77

R% - ARICEET AEALOEE :
(1) TR DA ORI & R S
L HDHOT, AT EAEMWAE VBT 0TI D
L EEMBAR L, §
 QBREHATIICHESRO SNIHE LB,
 BBRETHIT 5720\, WE 6 A RO |

VETH D, :

) A 7B ORNEWYH HENREE
WA ST 5 HERH o -
7o hFLH L7z,

QEEFET 42> — e sE
(2 AH| DIE RN R 2 FEAf
D 7o DI B2 BT & Frdk L
77

(EALDFEE]

1LEERE RoLFEIITEEICRGTLZL)

HRERERR S D & 2 B [ARANT IS ATIR THREH Shu,
WIFA 3~5 BRI TH B, HHEEERTE O H 5 BE KRG L
7256 OEWERRIIRFT S LTy ( TEEYERE] -
ZM) . ]

AFNEE B I CRE &,
WA 3~5 B TH D720,
JFHRERR E O & 5 BE 1B 5T 5
LEE, EERMLETHD L
BRI LTz,

2L BEELERMIE

(OABNTREWRIL SN D Z E s, LE/NRIE D 7L
LR ANl e 2 &, IR 3RBNC it 72 15
A2, EbicamekTko 2 (&2 .
g, PEE, BRHWEA~OELL ] KO UNREA~OR G |
DEZMH)

Q)AFNEE5-RN B 2o O RIS IE DA 2 £ 45 =
Lo Fio, BAFEGHRIZBWTHEMIC 2N D O
EEMTDH L

(1) T2 ORERLS M,

)AANT, MEATSL IR U
(PSANZH A G2 HT=, K
Fl 4 5-Rl#4 (RS RIS DO AL
e FEHE L AT ST R OO A7 M A e
T OVENHDLZ LR
#H LT,

1.84-p.2




1.8.4.

EH EoEE ()

A EARHL

@)AFANE, E[L‘Iiﬁﬁiﬂﬁffifﬁ TUR(PSANC A G- 2 5 DT,

UTORICEETDZ &,
1) PSA fliIL, BINZARED A Y U —= v ZICBI D EE G
BEThDbH, —MIC, PSAMEAKEYE (E% . 4.0ng/mL)

U EOBEITIE, B 25 HESNE L 720 | BSR4
DENi & BEIZAND VBN D D, B, AFIFEGHO
BT, AAIEG-ATO PSAESEEEART Ch > Th,
AN OB & BRI L 72N X D ICER T2 2 &,

2) KAENX, RN IEOHFIE T ThoTh, 56 4 AZIC
PSA i % ) 50%8/b S %, Lichi->T, AflE 6 5 H
VL E#EE LTV 5 B3 O PSA 2§l 2 B1ciE, JIE
EZ 2/ L2 L UCHREHEE T2 &, 7
B, PSAMHEIZ, AAIFG-H 11 6 5 H AW AAIE 55
BRIOMEIZR 5,

3) AR E-HIZ I 5 PSAEOFHRIH I3 L Tk, &K
HORERBTFEEEICED, EELTMT 2 &,
4) AFIFe Gz BT, freeftotal PSA it —EICHERF S D
DT, HINLIRED A7 U —=2 27D HE)TY free PSA %

AT 25612, WEEOTHEIIARETH D,

@)VAANL, MiE AT AREF
AP (PSA)IC A 5.
257128, PSAEDFT
i B3 2 B & Rl
L7,

3. #HE{EH
AHNT., FEL L TCYPIAL TRETEND ( [Fyihhe
HEM) |

BrtREFE WHHICEET 22 L)

e Sk BRERER - HERE | #F - BIREF

CYP3A4 BHEE

RA%xHT5FA
LI Nl ) 3

B OIEA L Off
A L0 ARAO
BRIEN EH9 2% W
Mnd 5,

CYP3A4IZ k%
AFNORH DI
FINo,

AFNT EF L LT CYP3AL
TRE SN D720

CYP3AATHEEHZHT %
HH L OPERIC X 0 AAFI D
AN 535 Al EERE
DD ENBEHE LT,

1.84-p.3




1.8.4.

A EoEE (%)

AR EARL

4. BI1EMR
[E NSRBI C 3T FRASER 403 519 44 1] (10.9%) (2
BRI A AR 2 B ORIERRHE Sz, T0FERLD
. FhEA2 136 (3.2%) . Ve R—EE 76 (1.7%) . #L
BEEE (KM EALE. Him. B, BRI 66
(1.5%) Th-ot= GKEK) |
LIFD X5 eBWER R & 62356121, FERIZI U
B 24T 5 2 &

1%L 1%k % SERERERED
=HIWE LXK
JRED | g
BB 2 F PR
DR
EREEY |
e T
EAEE | U R
s r4, I | HrkEE
EkEE (L
5§i§;§§§§‘ (Lol slo
= . L.
FLE R

E1) BREEIIMENOHTERD N TWDEIWERIZD
WTITHHEARR & LT,
£ 2) WA CTOBEE © 0.01%A

BEPET—% v —
B L OEWNERRFER D
FERIC D X Fdk L
Too FBUHEIX, BN
AR ORE RN O R
ML, BHAOHLTED
HILTWBHEITERICDS
W CIRBEEE RBC 08
L7z,

5. 1R, ER. BRIGEE~ADEE

O&MECiFRE LW L, [Ty PERUIRIZT 24 AT
U REREAEE LToRER. BRI oS VAT O ML AN 2 5
N, AFOBRFZICLIVIMPYE Fesx 27 o UNMET
L. BrRIRosNEGERORELZ HET 2 rTREMEN TR I
77 ]

Q)AFIDHI AT T 2 NEARHTH 5,

(1) s OBRER
HLZ,

Q)AAN DA AT
BT 27— 21
BoHR TV n-
W, TOEFHEHL
77

1.84-p.4




1.8.4.

A EoEE (%)

6. NREADZE
INBEZIT R Lz &, NRAE
ML OHZEITMESL STV, ]

X LTI T R &

1. #EREDEE

FEHNZZAFHEEF - PTP GLEEOSKAL PTP o — RSB HLY H L TR
THEOET AL, [PTP Y — FOREEKICL Y, VLA
EANEE R AT L, IR - L TRt A %o &
ERAHEZIFET S Z EBNHESh TS, ]

L\/_\

EFNE ALl
Eéﬁ@f§£$bé
O ITEVFRE L
770

8. TDMDEE

(DHEAMEE R RBRIC BT, 18~52 mORERERR A (RFIRE « 27
B, 77 BARRE 2341 235z, 52 EH OG- M kO
24 M O 5% BN 2 m LT, Kﬁomwamﬁm%r
(X T DB AT L=, &5 52 BB 26 75 1
W%&Uﬁ%@@¢@&5mﬁ#%@$w@9$(77t$

BEOEGHMED O O THE) 13, ZEih 23%, 26%,
18%TH Y . K FIRE K ORI RE~D BT B )

STz, ARIBEIZIIT DK O GRTED & OFEE 3
%, 24 A OBIIIFZICBNTS 22%DEETH o7, L
MDURNRG, WTNWORMIREIC BN TH, &2 TORIR T
A= OWEEITIEFEFHEANTH O . FaNHE LR
WCEERAE (30%) ([ZIXEShoTz, Fo, AFIRED 2
BIZIBWNT, 85 52 1 B2 GHIED) D 90% % i 2 5 K5 13X

DD DR HAVTZAY, B 24 8 BT Lo, ARAIOKS
RIS MAE TR0, Hx ORBEOZIRREICH L ED LD

RERARRIERZ bONIAHATH 5,

Q7 7PNV OIRBEREINCT = % 27 Y K% 2010ng/Vt/H £
TERIREE G- U 7= f5 5. 2010ng/PL/ H & CR&IZ AR L 7= Bk
DFEHR 5mL &1 LT 100% W I S 45 EARGE L= 5aic, iR
HH 50kg D MEDNMREER S D HEE i KRR D 186 {5 IZFH Y
%) OMERER LRIz, ARG L OB EMEIIAIITH 5535,
GHEL « JRE O RIBRED RO LT,

OEEFET —4F > —
FEBBI, AFIO
TR RN 551 D AE IR
FRtEIC xS 2 BBk
DUNTCHREHE L 72,

QP T —4 > —
NEBBIZ, TS
P OGN
HEROFERIZ SN T
FoE L7,

184-p.5




1.8.4.

EH EoEE (%)

AREARHL

()7 v DN AFHRBRICBN T, @mHE ERHEICBITS
IREE O 141 1%) $5-IRF 1N B Rl A i O ¥E N 23 7 & 41
Too L2ALZRDN B K B A A QNI TR Rl 0D 38 B L2k [K] 3~
%57y NONZWEREDO B h~OIMFEMRNZ &b,
RSB A REIE 2 R 8 & 2 fa iRV & B 2 s T
Do B, U AONAFMHRBRICBWTIX, 727 AT
NIZBIE T 2% L& 2 DD IEGEOREITRD LR o7,

4 T 2 X AZAT U R&BHEILNADOREER L OREMEIIRHTSH
Do 708, 2~4 TR OWFSMEARER (4325 1) 2B\ T 341
DIBABHE SN, ZDH B, TaXZ AT Y Rp3gh s
UTIERI G 2 41 (BREEHAR] 10 @M. 11 H) . 77RO
G SITIEFI T LHIRE ST b, ENERRHER
TOWEITR,

REXFEET —4& v —
cEBEIZ, T b
BIO~TZONA
JEPERER OFEFIZ o
UWVCHREH L 72,

GEHTHDLT 1T A
7 U RO SLED
FLACR LA B E &
AAHNDENF DGR
RERICEB T HHNA
DIEBURBLUZ DN T
RoE L7,

1.84-p.6




1.9.

1.9. —BHAMICRIXE
1.9.1. JAN

oo = |7 | BB oS R A RS RISV TR T O L 50 BUE S, 20044F 10 A
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