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ANORO ELLIPTA is a combination
anticholinergic/long-acting beta,-adrenergic agonist
(anticholinergic/LABA) indicated for the long-term,
once-daily, maintenance treatment of airflow
obstruction in patients with chronic obstructive
pulmonary disease (COPD), including chronic
bronchitis and/or emphysema.

Wik - H& -

ANORO ELLIPTA (umeclidinium/vilanterol 62.5
mcg/25 mcg) should be administered as | inhalation
once daily by the orally inhaled route only.

ANORO ELLIPTA should be taken at the same time
every day. Do not use ANORO ELLIPTA more than 1
time every 24 hours.

No dosage adjustment is required for geriatric patients,
patients with renal impairment, or patients with
moderate hepatic impairment.

RN

ANORO
ELLIPTA

(%)

55/22 ng’

ZhRE - IR (R)

ANORO is indicated as a maintenance bronchodilator
treatment to relieve symptoms in adult patients with
chronic obstructive pulmonary disease (COPD).

Mk - & ($)

The recommended dose is one inhalation of ANORO
55/22 micrograms once daily.

ANORO should be administered once daily at the same
time of the day each day to maintain bronchodilation.
The maximum dose is one inhalation of ANORO 55/22
micrograms once daily.

1.
2.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ANORO ELLIPTA (umeclidinium and vilanterol inhalation powder)
FOR ORAL INHALATION USE
Initial U.S. Approval: 2013

WARNING: ASTHMA-RELATED DEATH
See full prescribing information for complete boxed warning.

e Long-acting beta,-adrenergic agonists (LABA), such as vilanterol,
one of the active ingredients in ANORO ELLIPTA, increase the risk
of asthma-related death. A placebo-controlled trial with another
LABA (salmeterol) showed an increase in asthma-related deaths in
subjects receiving salmeterol. This finding with salmeterol is
considered a class effect of all LABA, including vilanterol. (5.1)

e The safety and efficacy of ANORO ELLIPTA in patients with asthma
have not been established. ANORO ELLIPTA is not indicated for the
treatment of asthma. (5.1)

INDICATIONS AND USAGE -------------------—-
ANORO ELLIPTA is a combination of umeclidinium, an anticholinergic, and
vilanterol, a long-acting beta,-adrenergic agonist (LABA), indicated for the
long-term, once-daily, maintenance treatment of airflow obstruction in
patients with chronic obstructive pulmonary disease (COPD). (1)

Important limitations: Not indicated for the relief of acute bronchospasm or
for the treatment of asthma. (1, 5.2)

----------------------- DOSAGE AND ADMINISTRATION ----------------

e For oral inhalation only. (2)

e Maintenance treatment of COPD: 1 inhalation of ANORO ELLIPTA once
daily. (2)

--------------------- DOSAGE FORMS AND STRENGTHS --------------

Inhalation Powder. Inhaler containing 2 double-foil blister strips of powder

formulation for oral inhalation. One strip contains umeclidinium 62.5 mecg per

blister and the other contains vilanterol 25 mcg per blister. (3)

CONTRAINDICATIONS ------=--=--mmmmmmmmee-
e Severe hypersensitivity to milk proteins or any ingredients. (4)
----------------------- WARNINGS AND PRECAUTIONS--------=--------
o LABA increase the risk of asthma-related death. (5.1)

e Do not initiate in acutely deteriorating COPD or to treat acute symptoms.
(5.2)

e Do not use in combination with an additional medicine containing LABA
because of risk of overdose. (5.3)

e If paradoxical bronchospasm occurs, discontinue ANORO ELLIPTA and
institute alternative therapy. (5.5)

e Use with caution in patients with cardiovascular disorders. (5.7)

e  Use with caution in patients with convulsive disorders, thyrotoxicosis,
diabetes mellitus, and ketoacidosis. (5.8)

e  Worsening of narrow-angle glaucoma may occur. Use with caution in
patients with narrow-angle glaucoma and instruct patients to contact a
physician immediately if symptoms occur. (5.9)

e Worsening of urinary retention may occur. Use with caution in patients
with prostatic hyperplasia or bladder-neck obstruction and instruct
patients to contact a physician immediately if symptoms occur. (5.10)

e Be alert to hypokalemia and hyperglycemia. (5.11)

ADVERSE REACTIONS ------------mnnmemmeee-
Most common adverse reactions (incidence >1% and more common than
placebo) include pharyngitis, sinusitis, lower respiratory tract infection,
constipation, diarrhea, pain in extremity, muscle spasms, neck pain, and chest
pain. (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 ----------=--mmmmmmmeem

e Strong cytochrome P450 3A4 inhibitors (e.g., ketoconazole): Use with
caution. May cause cardiovascular effects. (7.1)

e Monoamine oxidase inhibitors and tricyclic antidepressants: Use with
extreme caution. May potentiate effect of vilanterol on cardiovascular
system. (7.2)

e Beta-blockers: Use with caution. May block bronchodilatory effects of
beta-agonists and produce severe bronchospasm. (7.3)

e Diuretics: Use with caution. Electrocardiographic changes and/or
hypokalemia associated with non—potassium-sparing diuretics may
worsen with concomitant beta-agonists. (7.4)

e Anticholinergics: May interact additively with concomitantly used
anticholinergic medications. Avoid administration of ANORO ELLIPTA
with other anticholinergic-containing drugs. (7.5)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 12/2013
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FULL PRESCRIBING INFORMATION

WARNING: ASTHMA-RELATED DEATH

Long-acting beta,-adrenergic agonists (LABA) increase the risk of asthma-related
death. Data from a large placebo-controlled US trial that compared the safety of another
LABA (salmeterol) with placebo added to usual asthma therapy showed an increase in
asthma-related deaths in subjects receiving salmeterol. This finding with salmeterol is
considered a class effect of all LABA, including vilanterol, one of the active ingredients in
ANORO™ ELLIPTA™ [see Warnings and Precautions (5.1)].

The safety and efficacy of ANORO ELLIPTA in patients with asthma have not been
established. ANORO ELLIPTA is not indicated for the treatment of asthma.

1 INDICATIONS AND USAGE

ANORO ELLIPTA is a combination anticholinergic/long-acting beta,-adrenergic agonist
(anticholinergic/LABA) indicated for the long-term, once-daily, maintenance treatment of
airflow obstruction in patients with chronic obstructive pulmonary disease (COPD), including
chronic bronchitis and/or emphysema.

Important Limitations of Use: ANORO ELLIPTA is NOT indicated for the relief of
acute bronchospasm or for the treatment of asthma.

2 DOSAGE AND ADMINISTRATION

ANORO ELLIPTA (umeclidinium/vilanterol 62.5 mcg/25 mcg) should be administered
as 1 inhalation once daily by the orally inhaled route only.

ANORO ELLIPTA should be taken at the same time every day. Do not use ANORO
ELLIPTA more than 1 time every 24 hours.

No dosage adjustment is required for geriatric patients, patients with renal impairment, or
patients with moderate hepatic impairment [see Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

Inhalation Powder. Disposable light grey and red plastic inhaler containing 2 double-foil
blister strips, each with 30 blisters containing powder intended for oral inhalation only. One strip
contains umeclidinium (62.5 mcg per blister), and the other strip contains vilanterol (25 mcg per
blister). An institutional pack containing 7 blisters per strip is also available.

4 CONTRAINDICATIONS

The use of ANORO ELLIPTA is contraindicated in patients with severe hypersensitivity
to milk proteins or who have demonstrated hypersensitivity to umeclidinium, vilanterol, or any
of the excipients [see Warnings and Precautions (5.6), Description (11)].

5 WARNINGS AND PRECAUTIONS
5.1 Asthma-Related Death
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e Data from a large placebo-controlled trial in subjects with asthma showed that LABA may
increase the risk of asthma-related death. Data are not available to determine whether the rate
of death in patients with COPD is increased by LABA.

e A 28-week, placebo-controlled, US trial comparing the safety of another LABA (salmeterol)
with placebo, each added to usual asthma therapy, showed an increase in asthma-related
deaths in subjects receiving salmeterol (13/13,176 in subjects treated with salmeterol vs.
3/13,179 in subjects treated with placebo; relative risk: 4.37 [95% CI: 1.25, 15.34]). The
increased risk of asthma-related death is considered a class effect of LABA, including
vilanterol, one of the active ingredients in ANORO ELLIPTA.

e No trial adequate to determine whether the rate of asthma-related death is increased in
subjects treated with ANORO ELLIPTA has been conducted. The safety and efficacy of
ANORO ELLIPTA in patients with asthma have not been established. ANORO ELLIPTA is
not indicated for the treatment of asthma.

5.2 Deterioration of Disease and Acute Episodes

ANORO ELLIPTA should not be initiated in patients during rapidly deteriorating or
potentially life-threatening episodes of COPD. ANORO ELLIPTA has not been studied in
subjects with acutely deteriorating COPD. The initiation of ANORO ELLIPTA in this setting is
not appropriate.

ANORO ELLIPTA should not be used for the relief of acute symptoms, i.e., as rescue
therapy for the treatment of acute episodes of bronchospasm. ANORO ELLIPTA has not been
studied in the relief of acute symptoms and extra doses should not be used for that purpose.
Acute symptoms should be treated with an inhaled, short-acting beta,-agonist.

When beginning treatment with ANORO ELLIPTA, patients who have been taking oral
or inhaled, short-acting beta,-agonists on a regular basis (e.g., 4 times a day) should be instructed
to discontinue the regular use of these drugs and to use them only for symptomatic relief of acute
respiratory symptoms. When prescribing ANORO ELLIPTA, the healthcare provider should also
prescribe an inhaled, short-acting beta,-agonist and instruct the patient on how it should be used.
Increasing inhaled, short-acting beta,-agonist use is a signal of deteriorating disease for which
prompt medical attention is indicated.

COPD may deteriorate acutely over a period of hours or chronically over several days or
longer. If ANORO ELLIPTA no longer controls symptoms of bronchoconstriction; the patient’s
inhaled, short-acting, beta,-agonist becomes less effective; or the patient needs more short-acting
betay-agonist than usual, these may be markers of deterioration of disease. In this setting a
re-evaluation of the patient and the COPD treatment regimen should be undertaken at once.
Increasing the daily dose of ANORO ELLIPTA beyond the recommended dose is not
appropriate in this situation.

5.3 Excessive Use of ANORO ELLIPTA and Use With Other Long-Acting Beta,-

Agonists

ANORO ELLIPTA should not be used more often than recommended, at higher doses
than recommended, or in conjunction with other medicines containing LABA, as an overdose
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may result. Clinically significant cardiovascular effects and fatalities have been reported in
association with excessive use of inhaled sympathomimetic drugs. Patients using ANORO
ELLIPTA should not use another medicine containing a LABA (e.g., salmeterol, formoterol
fumarate, arformoterol tartrate, indacaterol) for any reason.
5.4  Drug Interactions With Strong Cytochrome P450 3A4 Inhibitors

Caution should be exercised when considering the coadministration of ANORO
ELLIPTA with long-term ketoconazole and other known strong cytochrome P450 3A4
(CYP3A4) inhibitors (e.g., ritonavir, clarithromycin, conivaptan, indinavir, itraconazole,
lopinavir, nefazodone, nelfinavir, saquinavir, telithromycin, troleandomycin, voriconazole)
because increased cardiovascular adverse effects may occur [See Drug Interactions (7.1),
Clinical Pharmacology (12.3)].
5.5 Paradoxical Bronchospasm

As with other inhaled medicines, ANORO ELLIPTA can produce paradoxical
bronchospasm, which may be life threatening. If paradoxical bronchospasm occurs following
dosing with ANORO ELLIPTA, it should be treated immediately with an inhaled, short-acting
bronchodilator; ANORO ELLIPTA should be discontinued immediately; and alternative therapy
should be instituted.
5.6 Hypersensitivity Reactions

Hypersensitivity reactions may occur after administration of ANORO ELLIPTA. There
have been reports of anaphylactic reactions in patients with severe milk protein allergy after
inhalation of other powder products containing lactose; therefore, patients with severe milk
protein allergy should not use ANORO ELLIPTA [see Contraindications (4)].
5.7 Cardiovascular Effects

Vilanterol, like other beta,-agonists, can produce a clinically significant cardiovascular
effect in some patients as measured by increases in pulse rate, systolic or diastolic blood
pressure, or symptoms [see Clinical Pharmacology (12.2)]. If such effects occur, ANORO
ELLIPTA may need to be discontinued. In addition, beta-agonists have been reported to produce
electrocardiographic changes, such as flattening of the T wave, prolongation of the QTc interval,
and ST segment depression, although the clinical significance of these findings is unknown.

Therefore, ANORO ELLIPTA should be used with caution in patients with
cardiovascular disorders, especially coronary insufficiency, cardiac arrhythmias, and
hypertension.
5.8 Coexisting Conditions

ANORO ELLIPTA, like all medicines containing sympathomimetic amines, should be
used with caution in patients with convulsive disorders or thyrotoxicosis and in those who are
unusually responsive to sympathomimetic amines. Doses of the related beta,-adrenoceptor
agonist albuterol, when administered intravenously, have been reported to aggravate preexisting
diabetes mellitus and ketoacidosis.
5.9 Worsening of Narrow-Angle Glaucoma
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ANORO ELLIPTA should be used with caution in patients with narrow-angle glaucoma.
Prescribers and patients should be alert for signs and symptoms of acute narrow-angle glaucoma
(e.g., eye pain or discomfort, blurred vision, visual halos or colored images in association with
red eyes from conjunctival congestion and corneal edema). Instruct patients to consult a
physician immediately should any of these signs or symptoms develop.

5.10 Worsening of Urinary Retention

ANORO ELLIPTA should be used with caution in patients with urinary retention.
Prescribers and patients should be alert for signs and symptoms of urinary retention (e.g.,
difficulty passing urine, painful urination), especially in patients with prostatic hyperplasia or
bladder-neck obstruction. Instruct patients to consult a physician immediately should any of
these signs or symptoms develop.

5.11 Hypokalemia and Hyperglycemia

Beta-adrenergic agonist medicines may produce significant hypokalemia in some
patients, possibly through intracellular shunting, which has the potential to produce adverse
cardiovascular effects. The decrease in serum potassium is usually transient, not requiring
supplementation. Beta-agonist medicines may produce transient hyperglycemia in some patients.
In 4 clinical trials of 6-month duration evaluating ANORO ELLIPTA in subjects with COPD,
there was no evidence of a treatment effect on serum glucose or potassium.

6 ADVERSE REACTIONS

LABA, such as vilanterol, one of the active ingredients in ANORO ELLIPTA, increase
the risk of asthma-related death. ANORO ELLIPTA is not indicated for the treatment of asthma.
[See Boxed Warning and Warnings and Precautions (5.1).]

The following adverse reactions are described in greater detail in other sections:

e Paradoxical bronchospasm [see Warnings and Precautions (5.5)]

e Cardiovascular effects [see Warnings and Precautions (5.7)]

e Worsening of narrow-angle glaucoma [see Warnings and Precautions (5.9)]
e Worsening of urinary retention [see Warnings and Precautions (5.10)]

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 with rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

The clinical program for ANORO ELLIPTA included 8,138 subjects with COPD in four
6-month lung function trials, one 12-month long-term safety study, and 9 other trials of shorter
duration. A total of 1,124 subjects have received at least 1 dose of ANORO ELLIPTA
(umeclidinium/vilanterol 62.5 mcg/25 mcg), and 1,330 subjects have received a higher dose of
umeclidinium/vilanterol (125 mcg/25 mcg). The safety data described below are based on the
four 6-month and the one 12-month trials. Adverse reactions observed in the other trials were
similar to those observed in the confirmatory trials.
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6-Month Trials: The incidence of adverse reactions associated with ANORO ELLIPTA
in Table 1 is based on four 6-month trials: 2 placebo-controlled trials (Trials 1 and 2; n = 1,532
and n = 1,489, respectively) and 2 active-controlled trials (Trials 3 and 4; n = 843 and n = 869,
respectively). Of the 4,733 subjects, 68% were male and 84% were Caucasian. They had a mean

age of 63 years and an average smoking history of 45 pack-years, with 50% identified as current
smokers. At screening, the mean post-bronchodilator percent predicted forced expiratory volume
in 1 second (FEV) was 48% (range: 13% to 76%), the mean post-bronchodilator FEV/forced
vital capacity (FVC) ratio was 0.47 (range: 0.13 to 0.78), and the mean percent reversibility was
14% (range: -45% to 109%).

Subjects received 1 dose once daily of the following: ANORO ELLIPTA,
umeclidinium/vilanterol 125 mcg/25 mcg, umeclidinium 62.5 mcg, umeclidinium 125 mcg,
vilanterol 25 mcg, active control, or placebo.

Table 1. Adverse Reactions With ANORO ELLIPTA With >1% Incidence and More
Common Than With Placebo in Subjects With Chronic Obstructive Pulmonary Disease

ANORO Umeclidinium Vilanterol
Placebo ELLIPTA 62.5 mcg 25 mcg
(n = 555) (n =842) (n =418) (n =1,034)
Adverse Reaction % % % %
Infections and infestations
Pharyngitis <1 2 1 2
Sinusitis <1 1 <1 1
Lower respiratory tract
infection <1 1 <1 <1
Gastrointestinal disorders
Constipation <1 1 <1 <1
Diarrhea 1 2 <1 2
Musculoskeletal and
connective tissue disorders
Pain in extremity 1 2 <1 2
Muscle spasms <1 1 <1 <1
Neck pain <l 1 <1 <1
General disorders and
administration site
conditions
Chest pain <1 1 <1 <1

Other adverse reactions with ANORO ELLIPTA observed with an incidence less than
1% but more common than with placebo included the following: productive cough, dry mouth,
dyspepsia, abdominal pain, gastroesophageal reflux disease, vomiting, musculoskeletal chest
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pain, chest discomfort, asthenia, atrial fibrillation, ventricular extrasystoles, supraventricular
extrasystoles, myocardial infarction, pruritus, rash, and conjunctivitis.
12-Month Trial: In a long-term safety trial, 335 subjects were treated for up to 12 months

with umeclidinium/vilanterol 125 mcg/25 mcg or placebo. The demographic and baseline
characteristics of the long-term safety trial were similar to those of the placebo-controlled
efficacy trials described above. Adverse reactions that occurred with a frequency of greater than
or equal to 1% in the group receiving umeclidinium/vilanterol 125 mcg/25 mcg that exceeded
that in placebo in this trial were: headache, back pain, sinusitis, cough, urinary tract infection,
arthralgia, nausea, vertigo, abdominal pain, pleuritic pain, viral respiratory tract infection,
toothache, and diabetes mellitus.

7 DRUG INTERACTIONS
7.1 Inhibitors of Cytochrome P450 3A4

Vilanterol, a component of ANORO ELLIPTA, is a substrate of CYP3A4. Concomitant
administration of the strong CYP3A4 inhibitor ketoconazole increases the systemic exposure to
vilanterol. Caution should be exercised when considering the coadministration of ANORO
ELLIPTA with ketoconazole and other known strong CYP3 A4 inhibitors (e.g., ritonavir,
clarithromycin, conivaptan, indinavir, itraconazole, lopinavir, nefazodone, nelfinavir, saquinavir,
telithromycin, troleandomycin, voriconazole) [see Warnings and Precautions (5.4), Clinical
Pharmacology (12.3)].
7.2 Monoamine Oxidase Inhibitors and Tricyclic Antidepressants

Vilanterol, like other beta,-agonists, should be administered with extreme caution to
patients being treated with monoamine oxidase inhibitors, tricyclic antidepressants, or drugs
known to prolong the QTc interval or within 2 weeks of discontinuation of such agents, because
the effect of adrenergic agonists on the cardiovascular system may be potentiated by these
agents. Drugs that are known to prolong the QTc¢ interval have an increased risk of ventricular
arrhythmias.
7.3 Beta-Adrenergic Receptor Blocking Agents

Beta-blockers not only block the pulmonary effect of beta-agonists, such as vilanterol, a
component of ANORO ELLIPTA, but may produce severe bronchospasm in patients with
COPD. Therefore, patients with COPD should not normally be treated with beta-blockers.
However, under certain circumstances, there may be no acceptable alternatives to the use of beta-
adrenergic blocking agents for these patients; cardioselective beta-blockers could be considered,
although they should be administered with caution.
7.4  Non-Potassium-Sparing Diuretics

The electrocardiographic changes and/or hypokalemia that may result from the
administration of non—potassium-sparing diuretics (such as loop or thiazide diuretics) can be
acutely worsened by beta-agonists, such as vilanterol, a component of ANORO ELLIPTA,
especially when the recommended dose of the beta-agonist is exceeded. Although the clinical
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significance of these effects is not known, caution is advised in the coadministration of ANORO
ELLIPTA with non—potassium-sparing diuretics.
7.5 Anticholinergics

There is potential for an additive interaction with concomitantly used anticholinergic
medicines. Therefore, avoid coadministration of ANORO ELLIPTA with other anticholinergic-
containing drugs as this may lead to an increase in anticholinergic adverse effects [see Warnings
and Precautions (5.9, 5.10), Adverse Reactions (6)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Teratogenic Effects: Pregnancy Category C. There are no adequate and well-controlled
trials of ANORO ELLIPTA or its individual components, umeclidinium and vilanterol, in
pregnant women. Because animal reproduction studies are not always predictive of human
response, ANORO ELLIPTA should be used during pregnancy only if the potential benefit

justifies the potential risk to the fetus. Women should be advised to contact their physicians if
they become pregnant while taking ANORO ELLIPTA.

Umeclidinium: There was no evidence of teratogenic effects in rats and rabbits at
approximately 50 and 200 times, respectively, the MRHDID (maximum recommended human
daily inhaled dose) in adults (on an AUC basis at maternal inhaled doses up to 278 mcg/kg/day
in rats and at maternal subcutaneous doses up to 180 mcg/kg/day in rabbits).

Vilanterol: There were no teratogenic effects in rats and rabbits at approximately
13,000 and 70 times, respectively, the MRHDID in adults (on a mcg/m” basis at maternal inhaled
doses up to 33,700 mcg/kg/day in rats and on an AUC basis at maternal inhaled doses up to
591 mcg/kg/day in rabbits). However, fetal skeletal variations were observed in rabbits at
approximately 450 times the MRHDID in adults (on an AUC basis at maternal inhaled or
subcutaneous doses of 5,740 or 300 mcg/kg/day, respectively). The skeletal variations included
decreased or absent ossification in cervical vertebral centrum and metacarpals.

Nonteratogenic Effects: Umeclidinium: There were no effects on perinatal and
postnatal developments in rats at approximately 80 times the MRHDID in adults (on an AUC

basis at maternal subcutaneous doses up to 180 mcg/kg/day).

Vilanterol: There were no effects on perinatal and postnatal developments in rats at
approximately 3,900 times the MRHDID in adults (on a mcg/m” basis at maternal oral doses up
to 10,000 mcg/kg/day).

8.2 Labor and Delivery

There are no adequate and well-controlled human trials that have investigated the effects
of ANORO ELLIPTA during labor and delivery.

Because beta-agonists may potentially interfere with uterine contractility, ANORO
ELLIPTA should be used during labor only if the potential benefit justifies the potential risk.
8.3  Nursing Mothers

Apr 10 2014 08:06:57



ANORO ELLIPTA: It is not known whether ANORO ELLIPTA is excreted in human
breast milk. Because many drugs are excreted in human milk, caution should be exercised when
ANORO ELLIPTA is administered to a nursing woman. Since there are no data from well-
controlled human studies on the use of ANORO ELLIPTA by nursing mothers, based on the data
for the individual components, a decision should be made whether to discontinue nursing or to
discontinue ANORO ELLIPTA, taking into account the importance of ANORO ELLIPTA to the
mother.

Umeclidinium: It is not known whether umeclidinium is excreted in human breast milk.
However, administration to lactating rats at approximately 25 times the MRHDID in adults
resulted in a quantifiable level of umeclidinium in 2 pups, which may indicate transfer of

umeclidinium in milk.

Vilanterol: It is not known whether vilanterol is excreted in human breast milk. However,
other beta,-agonists have been detected in human milk.
8.4  Pediatric Use

ANORO ELLIPTA is not indicated for use in children. The safety and efficacy in
pediatric patients have not been established.
8.5 Geriatric Use

Based on available data, no adjustment of the dosage of ANORO ELLIPTA in geriatric
patients is necessary, but greater sensitivity in some older individuals cannot be ruled out.

Clinical trials of ANORO ELLIPTA for COPD included 2,143 subjects aged 65 and older
and, of those, 478 subjects were aged 75 and older. No overall differences in safety or
effectiveness were observed between these subjects and younger subjects, and other reported
clinical experience has not identified differences in responses between the elderly and younger
subjects.
8.6  Hepatic Impairment

Patients with moderate hepatic impairment (Child-Pugh score of 7-9) showed no relevant
increases in Cyax or AUC, nor did protein binding differ between subjects with moderate hepatic
impairment and their healthy controls. Studies in subjects with severe hepatic impairment have
not been performed [see Clinical Pharmacology (12.3)].
8.7 Renal Impairment

There were no significant increases in either umeclidinium or vilanterol exposure in
subjects with severe renal impairment (CrCI<30 mL/min) compared with healthy subjects. No
dosage adjustment is required in patients with renal impairment [see Clinical Pharmacology
(12.3)].

10 OVERDOSAGE

No case of overdose has been reported with ANORO ELLIPTA.

ANORO ELLIPTA contains both umeclidinium and vilanterol; therefore, the risks
associated with overdosage for the individual components described below apply to ANORO
ELLIPTA. Treatment of overdosage consists of discontinuation of ANORO ELLIPTA together
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with institution of appropriate symptomatic and/or supportive therapy. The judicious use of a
cardioselective beta-receptor blocker may be considered, bearing in mind that such medicine can
produce bronchospasm. Cardiac monitoring is recommended in cases of overdosage.
10.1 Umeclidinium

High doses of umeclidinium may lead to anticholinergic signs and symptoms. However,
there were no systemic anticholinergic adverse effects following a once-daily inhaled dose of up
to 1,000 mcg umeclidinium (16 times the maximum recommended daily dose) for 14 days in
subjects with COPD.
10.2 Vilanterol

The expected signs and symptoms with overdosage of vilanterol are those of excessive
beta-adrenergic stimulation and/or occurrence or exaggeration of any of the signs and symptoms
of beta-adrenergic stimulation (e.g., angina, hypertension or hypotension, tachycardia with rates
up to 200 beats/min, arrhythmias, nervousness, headache, tremor, seizures, muscle cramps, dry
mouth, palpitation, nausea, dizziness, fatigue, malaise, insomnia, hyperglycemia, hypokalemia,
metabolic acidosis). As with all inhaled sympathomimetic medicines, cardiac arrest and even
death may be associated with an overdose of vilanterol.

11 DESCRIPTION
ANORO ELLIPTA is an inhalation powder drug product for delivery of a combination of
umeclidinium (an anticholinergic) and vilanterol (a LABA) to patients by oral inhalation.
Umeclidinium bromide has the chemical name 1-[2-(benzyloxy)ethyl]-4-
(hydroxydiphenylmethyl)-1-azoniabicyclo[2.2.2]octane bromide and the following chemical
structure:

[

O

Umeclidinium bromide is a white powder with a molecular weight of 508.5, and the
empirical formula is C,9H34NO,eBr (as a quaternary ammonium bromide compound). It is
slightly soluble in water.

Vilanterol trifenatate has the chemical name triphenylacetic acid-4- {(1R)-2-[(6-{2-[(2,6-
dicholorobenzyl)oxy]ethoxy }hexyl)amino]-1-hydroxyethyl}-2-(hydroxymethyl)phenol (1:1) and
the following chemical structure:

Cl
OH
N o
SN
HO o
Cl
HO Ph,CCO,H

Vilanterol trifenatate is a white powder with a molecular weight of 774.8, and the
empirical formula is C»4H33CI,NOseCy0H;60Os. It is practically insoluble in water.

ANORO ELLIPTA is a light grey and red plastic inhaler containing 2 double-foil blister
strips. Each blister on one strip contains a white powder mix of micronized umeclidinium
bromide (74.2 mcg equivalent to 62.5 mcg of umeclidinium), magnesium stearate (75 mcg), and

10
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lactose monohydrate (to 12.5 mg), and each blister on the other strip contains a white powder
mix of micronized vilanterol trifenatate (40 mcg equivalent to 25 mcg of vilanterol), magnesium
stearate (125 mcg), and lactose monohydrate (to 12.5 mg). The lactose monohydrate contains
milk proteins. After the inhaler is activated, the powder within both blisters is exposed and ready
for dispersion into the airstream created by the patient inhaling through the mouthpiece.

Under standardized in vitro test conditions, ANORO ELLIPTA delivers 55 mcg of
umeclidinium and 22 mcg of vilanterol per dose when tested at a flow rate of 60 L/min for
4 seconds.

In adult subjects with obstructive lung disease and severely compromised lung function
(COPD with FEV//FVC less than 70% and FEV less than 30% predicted or FEV| less than 50%
predicted plus chronic respiratory failure), mean peak inspiratory flow through the ELLIPTA
inhaler was 66.5 L/min (range: 43.5 to 81.0 L/min).

The actual amount of drug delivered to the lung will depend on patient factors, such as
inspiratory flow profile.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

ANORO ELLIPTA: ANORO ELLIPTA contains both umeclidinium and vilanterol. The
mechanisms of action described below for the individual components apply to ANORO
ELLIPTA. These drugs represent 2 different classes of medications (an anticholinergic and a
LABA) that have different effects on clinical and physiological indices.

Umeclidinium: Umeclidinium is a long-acting, antimuscarinic agent, which is often
referred to as an anticholinergic. It has similar affinity to the subtypes of muscarinic receptors
M1 to M5. In the airways, it exhibits pharmacological effects through inhibition of M3 receptor
at the smooth muscle leading to bronchodilation. The competitive and reversible nature of
antagonism was shown with human and animal origin receptors and isolated organ preparations.
In preclinical in vitro as well as in vivo studies, prevention of methacholine and acetylcholine-
induced bronchoconstrictive effects was dose-dependent and lasted longer than 24 hours. The
clinical relevance of these findings is unknown. The bronchodilation following inhalation of

umeclidinium is predominantly a site-specific effect.

Vilanterol: Vilanterol is a LABA. In vitro tests have shown the functional selectivity of
vilanterol was similar to salmeterol. The clinical relevance of this in vitro finding is unknown.

Although beta,-receptors are the predominant adrenergic receptors in bronchial smooth
muscle and beta;-receptors are the predominant receptors in the heart, there are also beta,-
receptors in the human heart comprising 10% to 50% of the total beta-adrenergic receptors. The
precise function of these receptors has not been established, but they raise the possibility that
even highly selective beta,-agonists may have cardiac effects.

The pharmacologic effects of beta,-adrenergic agonist drugs, including vilanterol, are at
least in part attributable to stimulation of intracellular adenyl cyclase, the enzyme that catalyzes
the conversion of adenosine triphosphate (ATP) to cyclic-3’,5’-adenosine monophosphate (cyclic
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AMP). Increased cyclic AMP levels cause relaxation of bronchial smooth muscle and inhibition
of release of mediators of immediate hypersensitivity from cells, especially from mast cells.
12.2 Pharmacodynamics

Cardiovascular Effects: Healthy Subjects: QTc interval prolongation was studied in a
double-blind, multiple-dose, placebo- and positive-controlled crossover trial in 86 healthy
subjects. The maximum mean (95% upper confidence bound) difference in QTcF from placebo
after baseline correction was 4.6 (7.1) ms and 8.2 (10.7) ms for umeclidinium/vilanterol 125

mcg/25 mcg and umeclidinium/vilanterol 500 mcg/100 mcg (8/4 times the recommended
dosage), respectively.

A dose-dependent increase in heart rate was also observed. The maximum mean (95%
upper confidence bound) difference in heart rate from placebo after baseline correction was 8.8
(10.5) beats/min and 20.5 (22.3) beats/min seen 10 minutes after dosing for
umeclidinium/vilanterol 125 mcg/25 mcg and umeclidinium/vilanterol 500 mcg/100 mcg,
respectively.

Chronic Obstructive Pulmonary Disease: The effect of ANORO ELLIPTA on
cardiac rhythm in subjects diagnosed with COPD was assessed using 24-hour Holter monitoring
in 6- and 12-month trials: 53 subjects received ANORO ELLIPTA, 281 subjects received
umeclidinium/vilanterol 125 mcg/25 mcg, and 182 subjects received placebo. No clinically
meaningful effects on cardiac rhythm were observed.

12.3 Pharmacokinetics

Linear pharmacokinetics was observed for umeclidinium (62.5 to 500 mcg) and vilanterol
(25 to 100 mcg).

Absorption: Umeclidinium: Umeclidinium plasma levels may not predict therapeutic
effect. Following inhaled administration of umeclidinium in healthy subjects, Cy,.x occurred at 5
to 15 minutes. Umeclidinium is mostly absorbed from the lung after inhaled doses with
minimum contribution from oral absorption. Following repeat dosing of inhaled ANORO
ELLIPTA, steady state was achieved within 14 days with up to 1.8-fold accumulation.

Vilanterol: Vilanterol plasma levels may not predict therapeutic effect. Following
inhaled administration of vilanterol in healthy subjects, Crax occurred at 5 to 15 minutes.
Vilanterol is mostly absorbed from the lung after inhaled doses with negligible contribution from
oral absorption. Following repeat dosing of inhaled ANORO ELLIPTA, steady state was
achieved within 14 days with up to 1.7-fold accumulation.

Distribution: Umeclidinium: Following intravenous administration to healthy subjects,
the mean volume of distribution was 86 L. In vitro plasma protein binding in human plasma was
on average 89%.

Vilanterol: Following intravenous administration to healthy subjects, the mean volume
of distribution at steady state was 165 L. In vitro plasma protein binding in human plasma was
on average 94%.

Metabolism: Umeclidinium: In vitro data showed that umeclidinium is primarily
metabolized by the enzyme cytochrome P450 2D6 (CYP2D6) and is a substrate for the P-
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glycoprotein (P-gp) transporter. The primary metabolic routes for umeclidinium are oxidative
(hydroxylation, O-dealkylation) followed by conjugation (e.g., glucuronidation), resulting in a
range of metabolites with either reduced pharmacological activity or for which the
pharmacological activity has not been established. Systemic exposure to the metabolites is low.

Vilanterol: In vitro data showed that vilanterol is metabolized principally by CYP3A4
and is a substrate for the P-gp transporter. Vilanterol is metabolized to a range of metabolites
with significantly reduced ;- and ,-agonist activity.

Elimination: Umeclidinium: Following intravenous dosing with radio-labeled
umeclidinium, mass balance showed 58% of the radio-label in the feces and 22% in the urine.
The excretion of the drug-related material in the feces following intravenous dosing indicated
elimination in the bile. Following oral dosing to healthy male subjects, radio-label recovered in
feces was 92% of the total dose and that in urine was less than 1% of the total dose, suggesting
negligible oral absorption. The effective half-life after once-daily dosing is 11 hours.

Vilanterol: Following oral administration of radio-labeled vilanterol, mass balance
showed 70% of the radio-label in the urine and 30% in the feces. The effective half-life for
vilanterol, as determined from inhalation administration of multiple doses, is 11 hours.

Special Populations: The effects of renal and hepatic impairment and other intrinsic
factors on the pharmacokinetics of umeclidinium and vilanterol are shown in Figure 1.

Population pharmacokinetic analysis showed no evidence of a clinically significant effect of age
(40 to 93 years) (see Figure 1), gender (69% male) (see Figure 1), inhaled corticosteroid use
(48%), or weight (34 to 161 kg) on systemic exposure of either umeclidinium or vilanterol. In
addition, there was no evidence of a clinically significant effect of race.
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Figure 1. Impact of Intrinsic Factors on the Pharmacokinetics (PK) of Umeclidinium and

Vilanterol
Impact of Intrinsic Factors on Umeclidinium (UMEC) & Vilanterol (VI) PK
Population Description: PK UMEC: Fold Change and 90% CI VI: Fold Change and 90% CI Recommendation
Gender:
Male AUC gl L] No dose adjustment
Cmax gl Ld
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>65 Years AUC gl L] No dose adjustment
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Cmax —e— ——
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Cmax —e—
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Hepatic Impairment: The impact of hepatic impairment on the pharmacokinetics of
ANORO ELLIPTA has been evaluated in subjects with moderate hepatic impairment (Child-
Pugh score of 7-9). There was no evidence of an increase in systemic exposure to either
umeclidinium or vilanterol (Cp,x and AUC) (see Figure 1). There was no evidence of altered
protein binding in subjects with moderate hepatic impairment compared with healthy subjects.
ANORO ELLIPTA has not been evaluated in subjects with severe hepatic impairment.

Renal Impairment: The pharmacokinetics of ANORO ELLIPTA has been evaluated
in subjects with severe renal impairment (creatinine clearance <30 mL/min). Umeclidinium
systemic exposure was not increased and vilanterol systemic exposure (AUC o.24)) was 56%
higher in subjects with severe renal impairment compared with healthy subjects (see Figure 1).
There was no evidence of altered protein binding in subjects with severe renal impairment
compared with healthy subjects.

Drug Interactions: When umeclidinium and vilanterol were administered in combination
by the inhaled route, the pharmacokinetic parameters for each component were similar to those
observed when each active substance was administered separately.

Inhibitors of Cytochrome P450 3A4: Vilanterol is a substrate of CYP3A4. A
double-blind, repeat-dose, 2-way crossover drug interaction trial was conducted in healthy
subjects to investigate the pharmacokinetic and pharmacodynamic effects of vilanterol 25 mcg as
an inhalation powder with ketoconazole 400 mg. The plasma concentrations of vilanterol were
higher after single and repeated doses when coadministered with ketoconazole than with placebo
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(see Figure 2). The increase in vilanterol exposure was not associated with an increase in beta-
agonist—related systemic effects on heart rate or blood potassium.

Inhibitors of P-glycoprotein Transporter: Umeclidinium and vilanterol are both
substrates of P-gp. The effect of the moderate P-gp transporter inhibitor verapamil (240 mg once
daily) on the steady-state pharmacokinetics of umeclidinium and vilanterol was assessed in
healthy subjects. No effect on umeclidinium or vilanterol C,,.x was observed; however, an
approximately 1.4-fold increase in umeclidinium AUC was observed with no effect on vilanterol
AUC (see Figure 2).

Inhibitors of Cytochrome P450 2D6: In vitro metabolism of umeclidinium is
mediated primarily by CYP2D6. However, no clinically meaningful difference in systemic
exposure to umeclidinium (500 mcg) (8 times the approved dose) was observed following repeat
daily inhaled dosing in CYP2D6 normal (ultrarapid, extensive, and intermediate metabolizers)
and poor metabolizer subjects (see Figure 1).

Figure 2. Impact of Extrinsic Factors on the Pharmacokinetics (PK) of Umeclidinium and

Vilanterol
Impact of Extrinsic Factors on Umeclidinium (UMEC) & Vilanterol (V1) PK
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

ANORO ELLIPTA: No studies of carcinogenicity, mutagenicity, or impairment of
fertility were conducted with ANORO ELLIPTA; however, studies are available for individual
components, umeclidinium and vilanterol, as described below.

Umeclidinium: Umeclidinium produced no treatment-related increases in the incidence
of tumors in 2-year inhalation studies in rats and mice at inhaled doses up to 137 mcg/kg/day and
295/200 mcg/kg/day (male/female), respectively (approximately 20 and 25/20 times the
MRHDID in adults on an AUC basis, respectively).

Umeclidinium tested negative in the following genotoxicity assays: the in vitro Ames
assay, In vitro mouse lymphoma assay, and in vivo rat bone marrow micronucleus assay.
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No evidence of impairment of fertility was observed in male and female rats at
subcutaneous doses up to 180 mcg/kg/day and inhaled doses up to 294 mcg/kg/day, respectively
(approximately 100 and 50 times, respectively, the MRHDID in adults on an AUC basis).

Vilanterol: In a 2-year carcinogenicity study in mice, vilanterol caused a statistically
significant increase in ovarian tubulostromal adenomas in females at an inhalation dose of
29,500 mcg/kg/day (approximately 7,800 times the MRHDID in adults on an AUC basis). No
increase in tumors was seen at an inhalation dose of 615 mcg/kg/day (approximately 210 times
the MRHDID in adults on an AUC basis).

In a 2-year carcinogenicity study in rats, vilanterol caused statistically significant
increases in mesovarian leiomyomas in females and shortening of the latency of pituitary tumors
at inhalation doses greater than or equal to 84.4 mcg/kg/day (greater than or equal to
approximately 20 times the MRHDID in adults on an AUC basis). No tumors were seen at an
inhalation dose of 10.5 mcg/kg/day (approximately 1 time the MRHDID in adults on an AUC
basis).

These tumor findings in rodents are similar to those reported previously for other beta-
adrenergic agonist drugs. The relevance of these findings to human use is unknown.

Vilanterol tested negative in the following genotoxicity assays: the in vitro Ames assay,
in vivo rat bone marrow micronucleus assay, in vivo rat unscheduled DNA synthesis (UDS)
assay, and in vitro Syrian hamster embryo (SHE) cell assay. Vilanterol tested equivocal in the in
vitro mouse lymphoma assay.

No evidence of impairment of fertility was observed in reproductive studies conducted in
male and female rats at inhaled vilanterol doses up to 31,500 and 37,100 mcg/kg/day,
respectively (approximately 12,000 and 14,500 times, respectively, the MRHDID in adults on a
mcg/m” basis).

14 CLINICAL STUDIES

The safety and efficacy of ANORO ELLIPTA were evaluated in a clinical development
program that included 6 dose-ranging trials, 4 lung function trials of 6 months’ duration (2
placebo-controlled and 2 active-controlled), two 12-week crossover trials, and a 12-month long-
term safety trial. The efficacy of ANORO ELLIPTA is based primarily on the dose-ranging trials
in 1,908 subjects with COPD or asthma and the 2 placebo-controlled confirmatory trials with
additional support from the 2 active-controlled and 2 crossover trials in 5,388 subjects with
COPD.
14.1 Dose-Ranging Trials

Dose selection for ANORO ELLIPTA for COPD was based on dose-ranging trials for the
individual components, vilanterol and umeclidinium. Based on the findings from these studies,
once-daily doses of umeclidinium/vilanterol 62.5 mcg/25 mcg and umeclidinium/vilanterol 125
mcg/25 mcg were evaluated in the confirmatory COPD trials. ANORQO ELLIPTA is not
indicated for asthma.

16

Apr 10 2014 08:06:59



Umeclidinium: Dose selection for umeclidinium in COPD was supported by a 7-day,
randomized, double-blind, placebo-controlled, crossover trial evaluating 4 doses of
umeclidinium (15.6 to 125 mcg) or placebo dosed once daily in the morning in 163 subjects with
COPD. A dose ordering was observed, with the 62.5- and 125-mcg doses demonstrating larger
improvements in FEV| over 24 hours compared with the lower doses of 15.6 and 31.25 mcg
(Figure 3).

The differences in trough FEV, from baseline after 7 days for placebo and the 15.6-,
31.25-, 62.5-, and 125-mcg doses were -74 mL (95% CI: -118, -31), 38 mL (95% CI: -6, 83), 27
mL (95% CI: -18, 72), 49 mL (95% CI: 6, 93), and 109 mL (95% CI: 65, 152), respectively. Two
additional dose-ranging trials in subjects with COPD demonstrated minimal additional benefit at
doses above 125 mcg. The dose-ranging results supported the evaluation of 2 doses of
umeclidinium, 62.5 and 125 mcg, in the confirmatory COPD trials to further assess dose
response.

Evaluations of dosing interval by comparing once- and twice-daily dosing supported
selection of a once-daily dosing interval for further evaluation in the confirmatory COPD trials.

Figure 3. Adjusted Mean Change From Baseline in Post-Dose Serial FEV; (mL) on

Days 1 and 7
Day 1

300 -
T
E
T 200
a -
(TH —
g . A
o 100 - _;_________————————
= &
- ’_
= kS
5 n e ——— —— — — . — ' ——— -
=
T
7 -100
&

200 -

T T 1
1 2 3 4 5 6
Time (hr)
Placebo * 9%  Unedidinium31.25 mcg et Umedidinium 125 mcg  A—A—a

Umeclidinium 15.6 mcg @—8—8 Umeclidinium 62.5 mcg  m—a—a

17

Apr 10 2014 08:06:59



3004

Adjusted Mean Changes FEV, (mL)

-200

200+

1004

-100 4

Day 7

T T T T T T T T T T T T T T
(4] 2 4 6 8 10 7 14 16 18 20 22 24 26
Time (hr)
Placebo ¢  Unmeclidinium 3125 meg Te-tedr Umeclidinium 125 mcg  d—d—dk

Umedidinium 15.6 mcg @—8—@  Umedidinium 625 mcg B=-E-8

Vilanterol: Dose selection for vilanterol in COPD was supported by a 28-day,

randomized, double-blind, placebo-controlled, parallel-group trial evaluating 5 doses of
vilanterol (3 to 50 mcg) or placebo dosed in the morning in 602 subjects with COPD. Results
demonstrated dose-related increases in FEV| compared with placebo at Day 1 and Day 28
(Figure 4).

Apr 10 2014 08:07:00

18



Figure 4. Adjusted Mean Change From Baseline in Post-Dose Serial FEV, (0-24 hr,
mL) on Days 1 and 28
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The differences in trough FEV, after Day 28 from baseline for placebo and the 3-, 6.25-,

12.5-, 25-, and 50-mcg doses were 29 mL (95% CI: -8, 66), 120 mL (95% CI: 83, 158), 127 mL
(95% CI: 90, 164), 138 mL (95% CI: 101, 176), 166 mL (95% CI: 129, 203), and 194 mL (95%
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CI: 156, 231), respectively. These results supported the evaluation of vilanterol 25 mcg in the
confirmatory COPD trials.

Dose-ranging trials in subjects with asthma evaluated doses from 3 to 50 mcg and
12.5 mcg once-daily versus 6.25 mcg twice-daily dosing frequency. The results supported the
selection of the vilanterol 25 mcg once-daily dose for further evaluation in the confirmatory
COPD trials.

14.2 Confirmatory Trials

The clinical development program for ANORO ELLIPTA included two 6-month,
randomized, double-blinded, placebo-controlled, parallel-group trials; two 6-month active-
controlled trials; and two 12-week crossover trials in subjects with COPD designed to evaluate
the efficacy of ANORO ELLIPTA on lung function. The 6-month trials treated 4,733 subjects
that had a clinical diagnosis of COPD, were 40 years of age or older, had a history of smoking
greater than 10 pack-years, had a post-albuterol FEV less than or equal to 70% of predicted
normal values, had a ratio of FEV/FVC of less than 0.7, and had a Modified Medical Research
Council (mMRC) score greater than or equal to 2. Of the 4,713 subjects included in the efficacy
analysis, 68% were male and 84% were Caucasian. They had a mean age of 63 years and an
average smoking history of 45 pack-years, with 50% identified as current smokers. At screening,
the mean post-bronchodilator percent predicted FEV; was 48% (range: 13% to 76%), the mean
post-bronchodilator FEV/FVC ratio was 0.47 (range: 0.13 to 0.78), and the mean percent
reversibility was 14% (range: -36% to 109%).

Trial 1 evaluated ANORO ELLIPTA (umeclidinium/vilanterol 62.5 mcg/25 mcg),
umeclidinium 62.5 mcg, vilanterol 25 mcg, and placebo. The primary endpoint was change from
baseline in trough (predose) FEV, at Day 169 (defined as the mean of the FEV, values obtained
at 23 and 24 hours after the previous dose on Day 168) compared with placebo, umeclidinium
62.5 mcg, and vilanterol 25 mcg. The comparison of ANORO ELLIPTA with umeclidnium 62.5
mcg and vilanterol 25 mcg was assessed to evaluate the contribution of the individual
comparators to ANORO ELLIPTA. ANORO ELLIPTA demonstrated a larger increase in mean
change from baseline in trough (predose) FEV relative to placebo, umeclidinium 62.5 mcg, and
vilanterol 25 mcg (Table 2).
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Table 2. Least Squares (LS) Mean Change From Baseline in Trough FEV; (mL) at
Day 169 in the Intent-to-Treat Population (Trial 1)

Trough FEV; (mL) at Day 169
Difference From

Umeclidinium Vilanterol

Placebo 62.5 mcg” 25 mcg”

(95% CI) (95% CI) (95% CI)

Treatment n n =280 n =418 n =421

ANORO ELLIPTA 413 167 52 95

(128, 207) (17, 87) (60, 130)

n = Number in intent-to-treat population.
* The umeclidinium and vilanterol comparators used the same inhaler and excipients as
ANORO ELLIPTA.

Trial 2 had a similar study design as Trial 1 but evaluated umeclidinium/vilanterol 125
mcg/25 mcg, umeclidinium 125 mcg, vilanterol 25 mcg, and placebo. Results for
umeclidinium/vilanterol 125 mcg/25 mcg in Trial 2 were similar to those observed for ANORO
ELLIPTA in Trial 1.

Results from the two active-controlled trials and the two 12-week trials provided
additional support for the efficacy of ANORO ELLIPTA in terms of change from baseline in
trough FEV, compared with the single-ingredient comparators and placebo.

Serial spirometric evaluations throughout the 24-hour dosing interval were performed in
a subset of subjects (n = 197) at Days 1, 84, and 168 in Trial 1. Results from Trial 1 at Day 1 and
Day 168 are shown in Figure 5.
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Figure 5. Least Squares (LS) Mean Change From Baseline in FEV; (mL) Over Time (0-
24 h) on Days 1 and 168 (Trial 1 Subset Population)
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The peak FEV; was defined as the maximum FEV| recorded within 6 hours after the dose
of trial medicine on Days 1, 28, 84, and 168 (measurements recorded at 15 and 30 minutes and 1,
3, and 6 hours). The mean peak FEV ;| improvement from baseline for ANORO ELLIPTA
compared with placebo at Day 1 and at Day 168 was 167 and 224 mL, respectively. The median
time to onset on Day 1, defined as a 100-mL increase from baseline in FEV;, was 27 minutes in
subjects receiving ANORO ELLIPTA.
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16 HOW SUPPLIED/STORAGE AND HANDLING

ANORO ELLIPTA is supplied as a disposable light grey and red plastic inhaler
containing 2 double-foil blister strips with 30 blisters each. The inhaler is packaged in a
moisture-protective foil tray with a desiccant and a peelable lid (NDC 0173-0869-10).

ANORO ELLIPTA is also supplied in an institutional pack of a disposable light grey and
red plastic inhaler containing 2 double-foil blister strips with 7 blisters each. The inhaler is
packaged in a moisture protective foil tray with a desiccant and a peelable lid (NDC 0173-0869-
06).

Store at room temperature between 68°F and 77°F (20°C and 25°C); excursions
permitted from 59°F to 86°F (15°C to 30°C) [See USP Controlled Room Temperature]. Store in
a dry place away from direct heat or sunlight. Keep out of reach of children.

ANORO ELLIPTA should be stored inside the unopened moisture-protective foil tray
and only removed from the tray immediately before initial use. Discard ANORO ELLIPTA
6 weeks after opening the foil tray or when the counter reads “0” (after all blisters have been
used), whichever comes first. The inhaler is not reusable. Do not attempt to take the inhaler
apart.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide and
Instructions for Use).

Asthma-Related Death: Inform patients that LABA, such as vilanterol, one of the
active ingredients in ANORO ELLIPTA, increase the risk of asthma-related death. ANORO
ELLIPTA is not indicated for the treatment of asthma.

Not for Acute Symptoms: Inform patients that ANORO ELLIPTA is not meant to
relieve acute symptoms of COPD and extra doses should not be used for that purpose. Advise
them to treat acute symptoms with a rescue inhaler such as albuterol. Provide patients with such

medicine and instruct them in how it should be used.

Instruct patients to seek medical attention immediately if they experience any of the

following:
e Symptoms get worse
e Need for more inhalations than usual of their rescue inhaler

Patients should not stop therapy with ANORO ELLIPTA without physician/provider
guidance since symptoms may recur after discontinuation.

Do Not Use Additional Long-Acting Beta,-Agonists: Instruct patients to not use other
medicines containing a LABA. Patients should not use more than the recommended once-daily
dose of ANORO ELLIPTA.

Instruct patients who have been taking inhaled, short-acting beta,-agonists on a regular
basis to discontinue the regular use of these products and use them only for the symptomatic
relief of acute symptoms.
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Paradoxical Bronchospasm: As with other inhaled medicines, ANORO ELLIPTA can
cause paradoxical bronchospasm. If paradoxical bronchospasm occurs, instruct patients to
discontinue ANORO ELLIPTA.

Risks Associated With Beta-Agonist Therapy: Inform patients of adverse effects
associated with beta,-agonists, such as palpitations, chest pain, rapid heart rate, tremor, or

nervousness. Instruct patients to consult a physician immediately should any of these signs or
symptoms develop.

Worsening of Narrow-Angle Glaucoma: Instruct patients to be alert for signs and
symptoms of acute narrow-angle glaucoma (e.g., eye pain or discomfort, blurred vision, visual

halos or colored images in association with red eyes from conjunctival congestion and corneal
edema). Instruct patients to consult a physician immediately should any of these signs or
symptoms develop.

Worsening of Urinary Retention: Instruct patients to be alert for signs and symptoms
of urinary retention (e.g., difficulty passing urine, painful urination). Instruct patients to consult a

physician immediately should any of these signs or symptoms develop.

ANORO and ELLIPTA are trademarks of the GlaxoSmithKline group of companies.

ANORO ELLIPTA was developed in collaboration with Theravance

@GlaxoSmithKline

GlaxoSmithKline
Research Triangle Park, NC 27709

©2013, GlaxoSmithKline group of companies. All rights reserved.
ANR:1PI

MEDICATION GUIDE

ANORO™ [a-nor’oh] ELLIPTA™
(umeclidinium and vilanterol inhalation powder)

Read the Medication Guide that comes with ANORO ELLIPTA before you start using
it and each time you get a refill. There may be new information. This Medication
Guide does not take the place of talking to your healthcare provider about your
medical condition or treatment.

What is the most important information I should know about ANORO
ELLIPTA?
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ANORO ELLIPTA is only approved for use in chronic obstructive pulmonary
disease (COPD). ANORO ELLIPTA is NOT approved for use in asthma.

ANORO ELLIPTA can cause serious side effects, including:

o People with asthma who take long-acting beta,-adrenergic agonist
(LABA) medicines, such as vilanterol (one of the medicines in ANORO
ELLIPTA), have an increased risk of death from asthma problems.

e Itis not known if LABA medicines, such as vilanterol (one of the
medicines in ANORO ELLIPTA), increase the risk of death in people with
COPD.

e Call your healthcare provider if breathing problems worsen over time
while using ANORO ELLIPTA. You may need different treatment.

¢ Get emergency medical care if:

e your breathing problems worsen quickly
e you use your rescue inhaler, but it does not relieve your breathing problems.

What is ANORO ELLIPTA?

ANORO ELLIPTA combines an anticholinergic, umeclidinium, and a LABA medicine,
vilanterol.

Anticholinergic and LABA medicines help the muscles around the airways in your
lungs stay relaxed to prevent symptoms such as wheezing, cough, chest tightness,
and shortness of breath. These symptoms can happen when the muscles around
the airways tighten. This makes it hard to breathe.

ANORO ELLIPTA is a prescription medicine used to treat COPD. COPD is a chronic
lung disease that includes chronic bronchitis, emphysema, or both. ANORO ELLIPTA
is used long term as 1 inhalation, 1 time each day, to improve symptoms of COPD
for better breathing.

e ANORO ELLIPTA is not for use to treat sudden symptoms of COPD.
Always have a rescue inhaler (an inhaled, short-acting bronchodilator) with you
to treat sudden symptoms. If you do not have a rescue inhaler, contact your
healthcare provider to have one prescribed for you.

e ANORO ELLIPTA is not for the treatment of asthma. It is not known if
ANORO ELLIPTA is safe and effective in people with asthma.

e ANORO ELLIPTA should not be used in children. It is not known if ANORO
ELLIPTA is safe and effective in children.

Who should not use ANORO ELLIPTA?
Do not use ANORO ELLIPTA if you:
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o have a severe allergy to milk proteins. Ask your healthcare provider if you are
not sure.

e are allergic to umeclidinium, vilanterol, or any of the ingredients in ANORO
ELLIPTA. See “What are the ingredients in ANORO ELLIPTA?” below for a
complete list of ingredients.

What should | tell my healthcare provider before using ANORO ELLIPTA?

Tell your healthcare provider about all of your health conditions, including

if you:

¢ have heart problems

e have high blood pressure

¢ have seizures

e have thyroid problems

e have diabetes

o have liver problems

e have eye problems such as glaucoma. ANORO ELLIPTA may make your
glaucoma worse.

¢ have prostate or bladder problems, or problems passing urine. ANORO ELLIPTA
may make these problems worse.

e are allergic to any of the ingredients in ANORO ELLIPTA, any other medicines, or
food products. See “What are the ingredients in ANORO ELLIPTA?” below for a
complete list of ingredients.

e have any other medical conditions

e are preghant or planning to become pregnant. It is not known if ANORO ELLIPTA
may harm your unborn baby.

e are breastfeeding. It is not known if the medicines in ANORO ELLIPTA pass into
your milk and if they can harm your baby.

Tell your healthcare provider about all the medicines you take, including
prescription and over-the-counter medicines, vitamins, and herbal supplements.
ANORO ELLIPTA and certain other medicines may interact with each other. This
may cause serious side effects.

Especially tell your healthcare provider if you take:
e anticholinergics (including tiotropium, ipratropium, aclidinium)
e atropine

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

How should | use ANORO ELLIPTA?
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Read the step-by-step instructions for using ANORO ELLIPTA at the end of
this Medication Guide.

Do not use ANORO ELLIPTA unless your healthcare provider has taught you how
to use the inhaler and you understand how to use it correctly.

Use ANORO ELLIPTA exactly as your healthcare provider tells you to use it. Do
not use ANORO ELLIPTA more often than prescribed.

Use 1 inhalation of ANORO ELLIPTA 1 time each day. Use ANORO ELLIPTA at the
same time each day.

If you miss a dose of ANORO ELLIPTA, take it as soon as you remember. Do not
take more than 1 inhalation each day. Take your next dose at your usual time.
Do not take 2 doses at one time.

If you take too much ANORO ELLIPTA, call your healthcare provider or go to the
nearest hospital emergency room right away if you have any unusual symptoms,
such as worsening shortness of breath, chest pain, increased heart rate, or
shakiness.

Do not use other medicines that contain a LABA or an anticholinergic for
any reason. Ask your healthcare provider or pharmacist if any of your other
medicines are LABA or anticholinergic medicines.

Do not stop using ANORO ELLIPTA unless told to do so by your healthcare
provider because your symptoms might get worse. Your healthcare provider will
change your medicines as needed.

ANORO ELLIPTA does not relieve sudden symptoms. Always have a rescue
inhaler with you to treat sudden symptoms. If you do not have a rescue inhaler,
call your healthcare provider to have one prescribed for you.

Call your healthcare provider or get medical care right away if:

e your breathing problems get worse

e you need to use your rescue inhaler more often than usual

e your rescue inhaler does not work as well to relieve your symptoms

What are the possible side effects with ANORO ELLIPTA?

ANORO ELLIPTA can cause serious side effects, including:

See “What is the most important information |1 should know about
ANORO ELLIPTA?”

sudden breathing problems immediately after inhaling your medicine
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e serious allergic reactions. Call your healthcare provider or get emergency
medical care if you get any of the following symptoms of a serious allergic

reaction:
e rash
e hives

e swelling of the face, mouth, and tongue
e breathing problems

o effects on your heart
¢ increased blood pressure
o a fast and/or irregular heartbeat
e chest pain

o effects on your nervous system
e tremor
e nervousness

¢ new or worsened eye problems including acute narrow-angle glaucoma.
Acute narrow-angle glaucoma can cause permanent loss of vision if not treated.
Symptoms of acute narrow-angle glaucoma may include:
e eye pain or discomfort
e nausea or vomiting
e Dblurred vision
¢ seeing halos or bright colors around lights
e red eyes

If you have these symptoms, call your doctor right away before taking another
dose.

e urinary retention. People who take ANORO ELLIPTA may develop new or
worse urinary retention. Symptoms of urinary retention may include:
o difficulty urinating
e painful urination
e urinating frequently
e urination in a weak stream or drips

If you have these symptoms of urinary retention, stop taking ANORO ELLIPTA
and call your doctor right away before taking another dose.

¢ changes in laboratory blood levels, including high levels of blood sugar
(hyperglycemia) and low levels of potassium (hypokalemia)

Common side effects of ANORO ELLIPTA include:
e sore throat
e sinus infection
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o lower respiratory infection
e common cold symptoms

e constipation

o diarrhea

e pain in your arms or legs
e muscle spasms

e neck pain

e chest pain

Tell your healthcare provider about any side effect that bothers you or that does
not go away.

These are not all the side effects with ANORO ELLIPTA. Ask your healthcare
provider or pharmacist for more information.

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

How do | store ANORO ELLIPTA?

e Store ANORO ELLIPTA at room temperature between 68°F and 77°F (20°C and
25°C). Keep in a dry place away from heat and sunlight.

e Store ANORO ELLIPTA in the unopened foil tray and only open when ready for
use.

e Safely throw away ANORO ELLIPTA in the trash 6 weeks after you open the foil
tray or when the counter reads “0”, whichever comes first. Write the date you
open the tray on the label on the inhaler.

o Keep ANORO ELLIPTA and all medicines out of the reach of children.

General information about ANORO ELLIPTA

Medicines are sometimes prescribed for purposes not mentioned in a Medication
Guide. Do not use ANORO ELLIPTA for a condition for which it was not prescribed.
Do not give your ANORO ELLIPTA to other people, even if they have the same
condition that you have. It may harm them.

This Medication Guide summarizes the most important information about ANORO
ELLIPTA. If you would like more information, talk with your healthcare provider or
pharmacist. You can ask your healthcare provider or pharmacist for information
about ANORO ELLIPTA that was written for healthcare professionals.

For more information about ANORO ELLIPTA, call 1-888-825-5249 or visit our
website at www.myANORO.com.
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What are the ingredients in ANORO ELLIPTA?

Active ingredients: umeclidinium, vilanterol
Inactive ingredients: lactose monohydrate (contains milk proteins), magnesium
stearate

Instructions for Use

For Oral Inhalation Only.

Read this before you start:

e If you open and close the cover without inhaling the medicine, you
will lose the dose.

¢ The lost dose will be securely held inside the inhaler, but it will no
longer be available to be inhaled.

e Itis not possible to accidentally take a double dose or an extra dose
in one inhalation.

Your ANORO ELLIPTA inhaler

Carton
Tray Lid

Medicatio
Guide

How to use your inhaler
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e ANORO ELLIPTA comes in a foil tray.
e Peel back the lid to open the tray. See Figure A.

e The tray contains a desiccant to reduce moisture. Do not eat or inhale. Throw
it away in the household trash out of reach of children and pets. See Figure B.

Figure A Figure B

Important Notes:

¢ Your inhaler contains 30 doses (7 doses if you have a sample or institutional
pack).

e Each time you open the cover of the inhaler fully (you will hear a clicking
sound), a dose is ready to be inhaled. This is shown by a decrease in the
number on the counter.

e If you open and close the cover without inhaling the medicine, you will lose
the dose. The lost dose will be held in the inhaler, but it will no longer be
available to be inhaled. It is not possible to accidentally take a double dose or
an extra dose in one inhalation.

¢ Do not open the cover of the inhaler until you are ready to use it. To avoid
wasting doses after the inhaler is ready, do not close the cover until after
you have inhaled the medicine.

e Write the “Tray opened” and “Discard” dates on the inhaler label. The
“Discard” date is 6 weeks from the date you open the tray.

Check the counter. See Figure C.
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e Before the inhaler is used for the first
time, the counter should show the number
30 (7 if you have a sample or institutional
pack). This is the number of doses in the
inhaler.

e Each time you open the cover, you
prepare 1 dose of medicine.

e The counter counts down by 1 each time
you open the cover.

Figure C

Prepare your dose:
Wait to open the cover until you are ready to take your dose.

Step 1. Open the cover of the inhaler. See
Figure D.

} e Slide the cover down to expose the

Mouthpiece

mouthpiece. You should hear a “click.” The
counter — Cover counter will count down by 1 number. You do

not need to shake this kind of inhaler. Your

inhaler is now ready to use.

Figure D e If the counter does not count down as you
hear the click, the inhaler will not deliver the
medicine. Call your healthcare provider or
pharmacist if this happens.

Step 2. Breathe out. See Figure E.

¢ While holding the inhaler away from your
mouth, breathe out (exhale) fully. Do not
breathe out into the mouthpiece.

Figure E
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Step 3. Inhale your medicine. See Figure F.

¢ Put the mouthpiece between your lips, and
close your lips firmly around it. Your lips
should fit over the curved shape of the
mouthpiece.

o Take one long, steady, deep breath in
through your mouth. Do not breathe in
through your nose.

e Do not block the air vent with your fingers.
See Figure G.

¢ Remove the inhaler from your mouth
and hold your breath for about 3 to 4
seconds (or as long as comfortable for you).
See Figure H.

Figure H
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Figure 1

Figure J

Step 4. Breathe out slowly and gently. See

Figure 1.

You may not taste or feel the medicine, even
when you are using the inhaler correctly.

Do not take another dose from the inhaler
even if you do not feel or taste the medicine.

Step 5. Close the inhaler. See Figure J.

You can clean the mouthpiece if needed,
using a dry tissue, before you close the
cover. Routine cleaning is not required.

Slide the cover up and over the mouthpiece
as far as it will go.

Important Note: When should you get a refill?

Figure K

When you have less than 10 doses
remaining in your inhaler, the left half of the
counter shows red as a reminder to get a
refill. See Figure K.

After you have inhaled the last dose, the
counter will show “0” and will be empty.

Throw the empty inhaler away in your
household trash out of reach of children and
pets.

If you have questions about ANORO ELLIPTA or how to use your inhaler, call
GlaxoSmithKline (GSK) at 1-888-825-5249 or visit www.myANORO.com.
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This Medication Guide and Instructions for Use have been approved by the
U.S. Food and Drug Administration.

ANORO and ELLIPTA are trademarks of the GlaxoSmithKline group of companies.

m .

ANORO ELLIPTA was developed in collaboration with Theravance

@GlaxoSmithKline

GlaxoSmithKline
Research Triangle Park, NC 27709

©2013, GlaxoSmithKline group of companies. All rights reserved.

December 2013
ANR:1MG

35

Apr 10 2014 08:07:04



A XEBOEER (N T4 1)

INHOEER (NMTFAB) KX, 7/ —u )V FPEAL~NT—D
BEPOAERERICHLERTRTOFBHRITB VAT TVRY, T
J—ma Y 7EORMIE (&) 23BITHL,

T)—a Y FHE (UAZYI=T L« ©5 T a— LRARRAD
BAH
A KEAR @ 2013 4

B wn B BEEE

BHEBLEDFMICK L T, IAIXE (X)) 28HT52 4,

s FAEPRBD1OTHHET T r—NVEORREIESHE B, T
FLF U UHIEEE (LABA) 1%, WEBEEEDY 27 #HREE
%, BIO LABA (L AFa—N) 2AVWET S RABRERT
X, AT r— BRI 2% B BEEEOEMBETRD bk,
PNATr—/LTRD LNEARFRIZ, ZFEHRSD 1OTH
BAEIrFu—LE ST T LABA TR b 5 EEhEEILE
DEERATHBLEELZOND (51H) ,

o WEAEICEYARFIOREEREDEIIHL SR TVAR,
AFNIE R OIBRE G & L (5.178) ,

ZheE- 2R
AFNE, ta U AITHD Y A7 VY=g A ERREEEEN B, Hl
(LABA) THHETZ T ua—/LOERAHITHY , 1SVEFAZENENZE B
(COPD) HBHEDORFEAZEICKT 5 1 B 1 Bl EMHERRRE 266 &
T2, (1H)

R R - ARANL, RS SR ORI ST B O TR 4 # i
EL7Z, (1IH, 521H)

A A&
o BOMAFLEDAH, (2IH)

e COPD OffeFptik : AFl& 1 H 1 1BRAT S, (IFH)
R OEE
WA« A v ~T =%, OENRARESZ &/ 25 EEA L
TVAZ—=A N 7% 2HNETEH, —FOA RN v Fix, 7V A
—1lHIzV AT V= b 25ugEA L. O —FDAKY
A, TV AE—1Mb-V T TFu—LE 25 gafdT5, 3
H)

LABA #&B T HMOEK & OFHIZ, IBEHRGOV AT RH D720,

L7z &, (5313H)
RN SE TR AR LA, ARG EHIEL, Bl
REBTS L, (5.5
DIMERELZ AT HEEICTEEICES T 2, (571
YRR, HURIRTPEE, FERBL N N TV K= 2% HT 5
BEICITHEEICRS T 2L, (5.8TH)

BAZEMB A RENFE DN B LT D BTN b 5, HEBARNELZET D
BEICIEEICERS L, ERBBENIZOEDICEMOBRREEZT 5
EXOBFEEETH L, (5.93H)

REANEALT 2BENNH D, BINIRIEIE LB R 2
THRFITERICES L, ERAENEOELICEMDORZEE %
AL BEERETLZ L, (5.105H)

Bh U 7 AEL OEIEFCEET 528, (5.111H)

Bl{EA

BHZVEIER GEBEER 1%UAL»ST 7RI bEhoic b
D) . WHEHAK, ElmPER, TROERG:. ER. TR, YR, K
i, BB LEUOWRE CH D, (6.13)

BIERBSSRbN 2B E12iX. GlaxoSmithKline 1 (1-888-825-5249)
XX FDA (1-800-FDA-1088 XX www.fda.gov/medwatch) (2555
5T &,

R EIER

A7 TF b7 o L PASOSAABLEER 2B T H8Al (X ha)ry—
VEE) EEICERSTH L, DIEERESISEIITBENLD
% (7.1

E) T IUAXRVE—BHER L P ZERRI D O - FRCHEEICE
G452 L, 77— LO0LMER~OIERAZEERT 5B8EN
BHsnH (12%1)

BHEWTHE  HEICEET 2 2 L, BRI KB SRR 4
L, EEOREIBE L& TEENRHD (131H) |
FRA  BEEICEGT D2 L, FED U T DMEEERRBNCAE O LE
MZEL O/ TR A Y ¥ AEIE, PRI O DR E LT 5
BEhWRH D (141H)

Prlay v Pray LHIE AT D & MMM EERNET D
BENWRH D, AFlLHia ) ANEWE &G T D ME OO Xk
52k (75

.= y=A
.« SUEMSULAAIORANCAT B B OBEGE (457) BHICIER 5 WM OAIN 1 o0 T 1T RE ST 5.2
BLREOEA EOER e °
« LABA MW EMMIED ) %/ K SED (5.1 1) . 2013 4 12 A dear
o AHFIDOFH-%, COPD OEMHE IR, & 5 WX AR DOIRED 7=
BB LRz &, (5.21H)

" CE (230 : Bk 7 Ky EAER
s . g o EIESE 7.1 F k7 & LP450 3A4 [HEEFA]
1 HEe-HE 72 E T IUAFR U —PHEAROEERT
2 Rk A& 5
3 FEROEE 7.3 BT N LT U Sz R REMT 56
4 =3 7.4 IV 7 DRRRER pRFA
5 BEEROMHEA LoBER 7.5 P U Al

5.1 i 2. BESEE 5T 8 Rl BEEMA~D®RS

5.2 BRI b e IR 8.1 [

5.3 AF OB K OVt o> e e VEEh LB, HIK 8.2 i R OV PE

3 L D OEH 8.3 LR
5.4 A7 F b7 v LP4A50 3A4 BREMEH 26T 5 8.4 INBA~DEE
KA & oA EAE 8.5 i ~ DS

55 A B SR 8.6 JHEREIR T

5.6 W BORE S 8.7 EREREIR T

5.7 VR 10 BEERS

5.8 PEfFIrne 10.1 TAT Y= N

5.9 PAZEME A RN BE O HEA{ L 102 EIr75m—L

510  JREADEAL 11 R

511 AERH U o A SE M OV i b 12 FRBRZKHE
6 BIYER 121 {EAR

6.1 I R S B B Ao 122 ¥z

Apr 10 2014 08:07:05

123 IEWEhRE



13 FEERFEM ‘ 16 A/ RERCEHR

13,1 DSAEE, BRIFME, ZihekE 17 RBEIBLDIREER
14 BEEKRBR *FIRACE (230 LA PNTEHEEXEFY TR v v o—EIiIoR
141  FAEHEAR L TR,
142 FREEAIEAER
2

Apr 10 2014 08:07:05



BACE (230

%L . ih S BT

ERRESHR B, 7 FLF U UHEEE (LABA) 1I. MEBEEDY X7 ZHKSE
b, XKEOKFE T 7 e RARBRP O/ LN, BlDO LABA (v ATr—)L) %
BEOWBIBEERICEM LI EOREEE S TR ERR LT —F b, YLX
Tr— VBRI AmBREEFEOMMBIRENT, VAT a— /TR LI ARFT
Rix, 7/ —ogm™Mx Y FZEMODEHRGD 12 THDHET T a—LuE2gied T
LABA CERO LN DEPBILEBDIERTH B L EXDND [BERMEH FOREE
(.1 7H) /]

i B BE TR DAF DOREM R OFRMEIIHESL SN TV, AN EDIRREE
Bt & L7V,

1 Bhae- R

AANL, Hi= U oA & RRpFEEENR B RIEAI OB EA] (Hi= U #H LABA) THY
TBMEAUE SCR M OY/ SRR 2 & L8 PEPAZEME iR & (COPD) & A4 % B DA
PHZEIC9 2 1 H 1 RO RIMERRIEZ#IG &35,

EHEE R PR IE - AR, SPERE SRR ORI TN B ORI 2 BIS & L7,

2 FYE - A&

KA (TAZ V=0 h /BT 70—)1625,/25ug) 1L, FARADAHT1H 1[0
H5T 5,

AN LA AR CReEAFICEE 5, SEABREEDS 24 FEOIC 1 B2 82 TR B v,
mn R, BEREBIE T2 AT 2 8EFE ITEEONIEREER T2 AT 28 BT &
ENIRNECTH D[RR (12.378) 2]

3 HAREOEE

e NFHERA, RGO L REOOHERBIER T AF v 7 4 T —L, “HEANLT Y RAHZ
—ZA MU T E2HENE LTS, A2 M) w72k, OFERNRARER =G/ 57
YAZ—=MMN30HA>TWDE, —HOARN) T ZT ATV =L (T RAZ—1#
H7=h 625pg) EEAL. b —HFOARAN) v IFe T T —L (FTUAX—1@Ad
720 25ug) 2EHT 5, KA v FIZT IV RAEZ =N TEAS>TWBLBRERNH Ny 7 %
e STV 5,

4 2=

HEAICHTDEEDBBUEEZ A THEE, HAINVITVATZ IV V=ULA, BT 70—
IV SAIARFNOEIII T DMBUEN R LTI-2 L 0d 5 EEITIL. AR EZHRE LN
& [BEROEN FOME (5.61E) . EX (11 E) #20] ,

Apr 10 2014 08:07:05



5 BEROMEH EOEE

51 ImERERE

o MEZATHHWRE LG L LI KRBT 7 e Rt BRoOT — 2725, LABA I
M B REEHIED Y A7 R IELBENNH D T EN/RIILT-, COPD EBHIZEIT
HIEEHEN LABAIZ L > T ERT 20 E 20 B 572007 —Z 3G 61TV
A

e JIOLABA (/AT m—)b) Al O EIRRIEIGEN LT & & 0Red 77
YR &R L7 KkE T 28 Wl 7 T B AR REREBRICB W T, L AT e — LR ECE
A BB OHIINERD b [P AT a— LB ET 13,176 Bith 1361, 75
TAREET 13,179 B9 361, AHxFY 227 1437 (95%CI: 1.25, 1534) 1 . ZOmgHE
BIEEAE Y 2 7 OHERIZ, ABIOFKTD 1 > THHET T u—/LaEETe LABA
THROOLNLIFIHILAEDOIERATHD EEZ BN D,

o AHFNOEG %5 T T 9BRE 2B Thiip S BFEISE DR AE N EFHF 2508 9 0% i
T2 DI+ 72 BRI STV e, T E B 2B 1T 2 ARAF| Ot O %)
PEIIFESL S LTV, AR EOIRFEZ#EIS & Lew,

5.2  REBMEELSMEER

AFN O 51, COPD OAMERIHER: B A\ I A Z & )3T AHetk D & % COPD JER D

HELRFIZIIBAMG L7222 &, COPD 23 G HE U 72 e BE 2t e & U 7= iR 580 S

TV, 2D LD 2RI T CARA OG- % Bds3 25 Ol T2,

KA o GYETER OO T DI (Thbb, &KAE SISO RMEER DIGHE D 12 DR

FiEELTC) HLRNT &, BMEEROFEMZ HRY & LU7ilBRITER S Tunenge

D, ZOXIBRBEROTEOIZHKRFHIELG L2 &, SRR IZE R /EEN R B, %

WAFTHRET HZ &,

AFN OG- 2 FdsS DR, FRFREENR B, BN 1 A SUI A 2 e eis (B : 1 H

418) FEAH L CEAEITIE, 2b D Bl EHEHA 2 IE L, AMEMERaE

WO DT=DIZOHRMERT B LR TH &, AFEUTT DR, EEMNEFEEIT,

FEREREEN By HI AR B ALS L, BEICZOMHEZMAT 2 2 &, HERFRER)

A By IS AFKI O B DO BINIIE B E DO > 7 F A Th D720, TSkt 3 2 daH

7R R SR AVE D I & 7R D,

COPD %, #HEFMOMICAMEES 25 = &b Hiud, B ML E T BRI HE B

HZELDHD, AFTREXNFEOIERZ 2 har— L TE Rl ko720, FHTOHE

I R VEEN Y By MW AT DR EAME T L7z v . R VEEN By MR N B L v %

KWL= T 52 Lid, REBEL RTIEECHLAREENRH D, DX 72

A2, BEHIZEE KO COPD I OFRMEZ 4 5 Z &, AKlo 1 B &

o, HEEAEZ LEAAREE CHET A Z LT, 20X ) AR TIEEE TR,

53  AF|O@RIE A KOO RRREED B, HIEIK & OHFH

KA &, HESEEFHMEE 2 LR 2HECHEA LY, #HEAEL2 LR HETHHLEZY,

LABA 2 & HTHMAI LA LI-0 LW &, BERGICELIBENNH D,

TR AT O @M FIIE > T, BRRAIICRIE & 72 2 DIVEVER M OSE T NS S

TWb, RAEZFEHL TWDEBEEE, W78l THIL, LABA #5483 HthdFAl

Apr 10 2014 08:07:05



Bl : A TFa—)v, RVETa—)L T <)L, arformoterol tartrate, A > X T
n—/L) ALV &,
54 BEARTF b o b P450 3A4FHEERAEZE T HEA L OMEEA
AR By b3y — VK OSE )72 b7 1 A P450 3A4 (CYP3A4) BHEEH
EATHIENRDLNPO TWAMOIER (F] : U M FENL, 7T A<, =N
TR AT ENLN, A hTaFY—, utF N, RT7FV Ry. RV T 4 FE
N, X FENL, TRV, hrL T U Ref vy, R atry—u) Loff
MG Z2BET 28, DIERERAOBBNHEMT 28EZNNHHT-OIEETHZ L
[ ATER (7.1 7)) | EREPE (12.31H) #2506
55 AEMERE SRR
OB AF & [FERIZ, KANL, EfMEE0THBENDH LA BIERE #4252
TEENDH D, RFOEGHZICHFEMERE SOENRBEL L GE1E, B HIZERFFE
BNV IR AR CLE L, AFOBRGZEDIZHIEL T, BORELZFGT 52
L.
5.6 @BUER
ARHN OB 5% GERBUE SN BIT 2 B8ZNR D, BEEOLEAT LAX—2HT 5
BEIZBWT, JWEEEA T H2MMOBHIOWARICT T 7 4 7 F 0 — LN WE ST
WHTeH, HEOHLEHAT VAT —2 AT 5BFIIARAEHFEH LW &[22 (4
H) ]
57 LIEER
BT 7 — Ui, OB HIEE & [FARIC, —EBo B CTERIRAIICRIE & 72 2 0 AE F
MaglxioIbBEnrd s, 29 LomEERIZ, IRMmBEosn, ks L <ix
JLoRImMED B XIEROHEME L THRO LT\ D [AFEHE (12.21H) 5
H] o 29 LIAERAD BB LTSGR, RAORGZFIETHMERND L5515 5,
F7o. BHITERIL., THCEEIL, QTcMFRIERE & OSTH 77 FREE D .LEXZE L Z 5] &
TTZERREINTODER, 2SO ROBERGEEMSRIIARHTH D,

FOD, DIERE, FROEARE, REIREOEINTEZH T 588120, EE
G35 &,
58 fFFERRR
AANL, AR T 2 2 EGHT DTN TOIA| &[RRI, R BT F R AR
HHEHIE 2 A3 5 BB W QN A AR T 2 NS 7z vE 2 o3 B i, IS
BHETHZ L, FUDO BT RLF U VBRI TH L T V7T a—ud, §lIRkN
BHRICBEFEORERIB N O 7Y R—3 R BB ESE 5 2 LGS TW5,
59 FAZEMARNEOE
AFNL, PHEMARNEL AT HEBEICIX, BEICRET L2 L, UWHEROEER.,
BAMEPAZERR A RENBE OB - iR (B - R - IR TR, T, R, A5 -
1M O E R K D AR D IR FE S BAAE) [CHEETDHI L, 2D DN TNDK
B JERMNBNT-GA/ITE G ICEROREZZ 5 L9, BEEEETLZ L,

Apr 10 2014 08:07:06



510 READEAL

AFNX, REAZAETH2RBEICIXERICEREGT 52 L, WHEROESE FRICHIRIEXR
SE I E R PAZE 2 A3 D ) 13, IRPADEME - fEtk (B« HEIRINEE, HERIE) 12
HETHZE, ZNHOWTIOHE - SEIRPBNTGEITE GICEMOBZE L2 T
HEH, BEERET L &,

511 B U v A UE KR OV MU

BT RLF U I, BZ O ITMENY YT 4 712k » T, —H#oRBEE CTHE
KIIEA Y U AMIEEZSI S EZTBENND D, T9H LEES Y U AMEEIZ XV OlE
BUWERDREBLT A REMNH 5, ML U 7 ABITEE @M Th U sz L3
ELR, BREEIL, —HoRFE TS MELSIEEZTRB8ZENND D,
COPD ZH T A E 255 L LT 6 » AT - TARBIZ L7z 4 0 iE KRR
TiX, M7 RUBEXIEH U U LA~OXRFNOEEL R FEIUIFRD v o7z,

6 BIVEA
AENIFOHFHKTD1>THDHET T a— V%D LABA X, WEBELED Y 27 %
R EE 5, AANIMEOREREE MG E LIV [ B0 NS R ONMEH | D7
B G.1RH) z=H]

LUF OREIWERIZOWTIE, I X 0 FEIC T 5,

o TTFMERE IR [BER O LoE (5.5 H) 2 2H]

o LDIMEVER [ZHER N EoME (5.7 1H) 0]

o PAEEMIARKNIEDIEAL [BER OEH LOVEE (5.9 H) #2/H]

o JREADIEEAL [BEZR OEH Fo/E (5.101H) &)

6.1  ERIRRBRAE

FEIRERBRITRE 2 R T CEMBMESNTWND Z 206, B 5 EAORRRRIC K T 5 EIE
FRBLERIT, BIOFEF OFKAERIZIB T 2B & BEHEK T 5 Z LIXTET, KRB
BCORBRE ML CTORWATREER S 5,

AFNOEEKRRE 7' 1 77 5 CTlX, COPD A3 5 #5h% 8,138 723, 4 AD 6 » A [t
BERERRER. 1 KD 12 » A M EYZEMRER &K O Ofth 9 RO E IR 2 A AL S 1
oo BEL1I24BINAA] (A7 V= A625ug/ BT T a—/125ug) DOFK5% 1
BILL R, 1,330 2k bmoHE (VA2 V=0 L8125/ 70T r—
V25ug) TEREEZTTE, UTOREET —21%, 4 K0 6 5 HEREL OV 1 AD 12
» HRBRIZESS b0 TH D, TOMORBRIZBW TR SN-EIERIE. 2hbo
FRAERERICB W TRO LN LD LRI TH - 7=,

6 & HHEER : & 1 FORANAED BIEHORBRIL, 4 KD 6 » AMEER, 77205
2ARDT T ARG EREE GRBR 1 25n= 1,532, 3B 2 25n= 1,480 f3]) KON 2 K FEIK
SHEEER GRBR 3 23n =843 #i], #ABR 4 n=869f5]) TS LD TH D, 4,733 61D H
B, 68%MNFMET, 84% 0 ANTH o7, FRFHIL 63 ik, FHIRLEFE T 45 pack-years
T, S0%NHBREE LT STz, A7V —= 2 TREORE ZYRERIR 5% O ¥ 1 7
i (FEV)) (348% (#iPH : 13~76%) . XUVE ILiEA 5% OEIFEV,, 55 TS

Apr 10 2014 08:07:06



& (FVC) kix0.47 (&EPH : 0.13~0.78) | FHJRIWIERIE 14% (HEiPH : —45%~109%)
ThoT,

WEREIX, AHKl, VA2V V=0 L/ BT 70—/l 125ug25ug, VAV YT =7 A
62.5ug, VAZ U= A125ug, BT T u—/L 25 ug, EXMREIT T RO 1
H 1B 2507,

K 1. BYEFAEMRKBZHE T 588E OFRFBFITB O THEARN 1%U LSO T T
REEL D bED o TZEIEA

YA Y= A | BFrFu—/L
FoR | T/ —mrYTE 62.5 pg 25 pg
(n =555) (n = 842) (n=418) (n=1,034)
BIVEA % % % %
JRYLIE 3 T OVE AR HUE
NEFIER/S <1 2 1 2
Bl L e 5% <1 1 <1 1
T AGE G <1 1 <1 <1
H Wb
{5 <1 1 <1 <1
T 1 2 <1 2
B R R B L O O Rk i =
DU i 9re 1 2 <1 2
A <1 1 <1 <1
ERI ] <1 1 <1 <1
—f - RHEER IO GE
KL DIREE
JiopE <1 1 <1 <1

AHIF BN TRO BN ZDMORIWEH T, HBIEDN 1% ThH o727 7 v AR
E 0 b @ RIERIL, WMk, DNz, AR, 18R, B REymrERE,
e, Bk R MR, B AT, ME0E, OEME, DEMESMHE,  REEMERIAM
e, DAREEZE, £ O FEIE, BERORIEX Th o7,

12 % HHEER - R Z MRS T, 3B35BIRTAZ Y = A 12508/ E7 7
12—V 25 ug X7 78 RO 2K 12 5 AR, ZORMZ 2R RO AN Ot
FHEFRAEE R N — 2 T T IR 7T B AR IRA R ER O A D A
PEROIR—RA T A R LR Th oo, ZORBRIZBWT, "AZ U V=D A
125ug,/ 7 7 m—/L 25 ughf T 1%L Lo 7 T B R4 BRI D HEFE CREL L ZEIE
M, BE. HER. RlsER, ok, ARG, BREE. B, EHEMED W, I8,
Halse . o A L AVERGER:, $TR M OWEIR I T o 7o,

Apr 10 2014 08:07:06



7 EYEEIEA

71  F b7 1 b P450 3A4 [HEH]

AHNDO 1S THDHET T a—id, CYP3A4 DIE THh 5D, #8172 CYP3A4 FHEE
MEzETH7r ha Yy —LoftlEEEX ©707e— 1O gRgEaEalilsE5,
AF & b3 F =R U7 CYP3A4 ILEEM 2 HT % 2 & BSEER O 355
Bl: U FFEL, 2TV RAATALY, A=ATEY A UDFEL, A FTaFY
—)L, vt e, X777 R, X7 4FEN, BRFENL, TR AT,
favrr RvAvr, R afFy—n) EOFAEGERFTH2BIXEETLHZ L
[BEHERME FOVER (5.4H) | HKREPE (12.3 H) #2007

72 E)TIVFFXVE—PHEARONZRRI D OH

E7 7 a—ud, o BRI L [FERIC, £ T I oA U —BIEAL. ZBRAR
Lo HoF S LI QT BIR A R S5 2 & DB D IRA D 5252 17 T\ D HE
XD LD REA O G TH 22BN EE ITIIFICERICES T2 L, Zhb
DIANZ L > TT KT U RO .LLE R~DIERANER T 28101 H 5, QTc
HfRAIER SE 5 2 00> TV DHEAITIE, LEMEAEIRO Y 27 BNHEKRT %,
73 BT RLFV U2 AARETEE

BIEWTH X, AAIDIE Y Th 5 BT T 10— /LD BRIFLEED i ~DVEH %2 MW+ % 0
7253, COPDIEFIZE W THEORQESISE LGSR TBEARH DL, TDD,
COPDEF IZIX@ ., PlEWEE 2 B 53 5 XX CTlidewy, oL, FEDRI T TIL,
DX RBEHEIIHT D, BT NLF U U B AERESRIC 0 2 X FRTRE 72 FEH A AFTE
LWEERH D, O X I REAICIE, DIBERMBENERZMEI L TH LWy, 29
LA TE R IR T 52 L,

74 FED U T AMEERHERRA

DV U DMERFHRRA OL— T RIRARCT 7 ¥ RRARANE) OFKGIZL->TAHEL D
ZEOHDHLEREALDY, IHMES U T AAEX, AFOLIKS THHET T r—
NEOBRIMIE (Fro, HERMREZ LF25E) 1ck 0. AT o8z hnb 5.
29 LIAAEH ORI EEMEIIRHTH 508, AEIZIED U 7 DEFRERIRA & OFH 5
HZEAIITEET D Z L,

75  H=a U oA

oV UHIEOFHT D L, IR EERNEC D AREENRS D, ZD7=H, KAl L,
la ) oMWE 2583 HMMOIEA OB G, fta V) SHREWERAOHEINCE D B2
NRHDHTOWET D 2L [BEEROEH LOMEE (5.9 510 2E) . FIfEH (6H) =
M,

8 Rl 2B ~D&E

8.1 Ifhw

TETIEAER « ARG IR AR ESEEED T Y —C, AHISUIAFOME % D%y TH
HZIA V= ARNE T T a— Ll oWTE, Figa sl Li-, e xiBae
BE, L<EHINZRABRITFER STV, BMWAETERER) S v S TORE I
THITE BDIT TIERNWTD, R ~OERENOEGIL, BIENRNR T 0 RDBREIA~
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DEAEN 72 ) A7 % ERIDZGEEICORITH Z &, Eicid, AF oA PIcER L=
TN OEMICERLT L2 L oERTLHZ &,

DAY Z=0A Ty MR XTI, AR5 MRHDID (b kN TOm K
5] ARG E) OFNZIH 50 5K N200 1% (7 v MIREMWICRH Dk 278
ug/kg/ H OW A58, v X1 IREMICXT T DK 180 ng/kg/ H D TG & TD
AUC#RLE) <, EAFERITERD vk oTz,

EZ>ra— 7y MUY TIE, ALK % MRHDID @ 1L E 41K 13,000
ERNT04E (T v MIREIKT 5 ek 33,700 ug/kg/ H OW A LB TO ug/m’ #i
B, 7Y R IXREMIC T B BOK 591 ng/kg/ H DWW AR TO AUC #FfE) T,
BATEERIIERD beho7=z, LML, UHFITiE, BAIZX3 5 MRHDID O
450 15 (REEMIC X% 5,740 png/kg/ H O AF 58 3% 300 pg/kg/ H DR T G-&TO
AUCH#AFLfE) T, BIEOBRERNRD BT, 6 OFKERIZIL, JEHEHEAR K
OHTH OB T F b RE L& E TV,

HEEIEAEA -

DAY =0A Ty FTHE, BRAICRT D MRHDID O 80 {5 (REEIMIZ XT3 % &%
K 180 pg/kg/ H DR N # 58 TO AUC HARE) T, JEEW - A% E~OREIL e
-7,

7 ra—a A7 Y= 5 Ty NTHE, BAIZKF 5 MRHDID O 3,900
% (RIS 5 ek 10,000 pg/kg/ H O O #5-8&TO pg/m® #5E) <. FHPEY -
EBRIEE ~DRBEIX o1,

82 SERUCHE

W O ERFOARFI DB OWTHRFT L7z, & FEFSRE Lz, #URxiisEs,
K EBENT-RBRILESEE S LTy,

B AN I+ UG T D BZNNH D120, SR ORF OB G, BIER 2%
7 4 v NBEIER /U R B ERIAGAEIZORTO T &,

83 #Hm

7/ —a Y 7E KK e NHLHHICBATT NIRRT HE S, < 0T b
HHHIZBITT 57120, AR EZRARICEGET258I3EET 2 L, lx OkSOT
— XS, BRI L DARBNOERICET A, & MExSRE Lz, @Y7z
WTZRRBRN D T — 2 DG 5TV D DT TR W28, RAIZE > TORA|OEHEM %
R L ET, A2 TIET 20 AAORG 2T IET L0 ERETHZ L,

VAZ VY=L A7 VY=g A0t NHHICBITT 20EARHTHDL, L,
AT v M. AT AMRHDIDOK) 25 5 TG Liz& 2 A, {+7 » F2PEIZE
WTEBARRRIREO Y A7 )V V=g ARKRE SN, ZUE, 7AZ U V=7 AR
HHICBIT LI 2R LT D EEZILND,

v ru—)L . v rru—int NHFICBITTANIAHTH S, Ll il
DB fIFEIT e FEITHICHRE STV D,

84 /pNRE~DEE

AAENTNEA~OE G2 & Ly, WNNEBE IR T 528 & AT ST
AN
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85 EmE~DKRE

INFTILHELN TS T —XIZHESL L, BMEEICBIT 2 AEREIIAETH 5,
7220, LVEIROND—ETREEZMENELS 2D Z EITHETE R,

COPD Z %GR & B AR DRI, 65 Ll EDOWERE M 2,143 Bl AL D
L, DO B AT8FIN TS5 LA ETh o7, 6 OERE & L0 FEOYERE & O
2. BEMIHEIMEC OV TORKN R EZTRD N holz, £z, HEINLTW
% DMOFGRRER D b, Elnikirg & X 0 BFEOWERE & O TGO TR S
FLTUWDRUY,

8.6 THERBIET

WAL FE D IFREREIR T (Child-Pugh 2 27 7~9) 243 5H8E T, B#HDH 5 Chax X
X AUC OHINIFEO bT, BAMBAE L PEEONITEREIKT 283 2 85 & f/EE
XL DM TEDL LD o7, BEDOHERIK T2 AT o HRE L5 & Lzl
TN SAVTWNRY [HGARFERE (12.3 1H) 2]

8.7 EHEEIET

OB T (CrCl 2% 30 mL/min A4i) AT H2HMFICBNT, A7 D=
VAR T T a— L OREFEEITWT IS, BEFEERE TS TERISHEM L 220,
RIS TR CIIHEREIIARE T D MR FERE (12.3 1H) 220

10 BERE

R G- ORERIEFIL, AFTIEHE ST,

KENI T AT )= AR T T a— Ol FE2ES6T 570, UL FICRTEA D
BT DO ER G D U A7 ITIAFNC L Y TEE D, a5 I3 5408&E & LT,

AHN OG- 2 IET 25 & &b, WEIRHERE RO SUT K FHREE G 5, Dk
PR B Z A AERSEOEER G2 HET L T Vs, _5Ltiﬂi§%i§%%%%
EZTEBZENLHLZEICEETHZ &, BERGBIRAELESGE IO E=%U
THRHELEIND,

101 TAZIJTV=0UA

BHABOY A7) Y=y AX, ia ) MO - ERIC ORI BEARS D, L
L. COPD #H 3 % #5rE| Wﬁl%%@@ﬁfﬁj/ﬁﬁﬁ(Wﬁ%“laﬁﬁi@
161%) ©1H 1EWAELEL 14 HRE T 721212, 2FMEoft=a U UMHEWERIZRED &

o T,

102 v Z7ro7u—)

E7 U7 u—/LOmERES TR S A8 - ERIZ, WEDO BT KU U SRR OMK
{5« SER KO I S0 B 7 R LU Rl o s « ek (F] : PetiE, &l X
AR, 5K 200 [B1/53 005 E 1 9 SR, AEENR, pPRdmiE, 50, MRk, e

AR, AR, O, BVE, L, FEIMED U, . BRI, RHRAE, 5 b,
BV o AffE, REHET > K= R) OB UIENA TH D, T X TOAEAREHIIL
AR EFIRRIC, ©F7 7 a— /L ORERGIZITMEL, S HIZEFETEES BEAR
5D,
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11 R

AENX, vAZVY=0h Fial A) LT T7r— (LABA) OFEAIZ 17
NIRAIZ LD =T 2WARBHITH D,

AT )= ARAL O F4 1, 1-[2-(benzyloxy)ethyl]-4-(hydroxydiphenylmethyl)-1-
azoniabicyclo[2.2.2]octane bromide T 5, L FE&EIILLFDO LB Th 5,

RS

UA ) V=T MEAEIE 18 508.5 D ABORIR T, FEEREUE CoHiNO,#Br (Ui
BT E=UMEEMELT) TS, KIZETFIZ W,

v7r7ru—/L N7 o = VEERREE Db 54413, triphenylacetic acid-4-{(1R)-2-[(6-{2-
[(2,6-dicholorobenzyl)oxy]ethoxy} hexyl)amino]-1-hydroxyethyl}-2-(hydroxymethyl)phenol
(D) Th 5, [LHEHERLUTO L B0 Th 5,

Cl
OH
N o
HO \/\/\/\o/\/
Cl
HO Ph,CCO,H

v 7u—L ) 7 o = VERRRIEII & 774.8 D A EAOMAKR T, FEERAUT
C24H33CIHNOs*CooH 60, T 5, KITIZ E A ETE T 720,

AHNL, KA LERODTTAFT v I A ~T—ThHY, “BHFEANVTIVAZ—AK]
 TE2NEAT S, —HOAR) w7 EOKT Y 22—, Wb A7) =7 A
B (G T142pg T, AV VP =T A 625 pg lTHY) | RAFT Y UEEY S R
U (75 pg) KOFLEE—/KFnd (125 mg (THHY) 22Bkd HODORESMIEEZ G/ L.
B DA RN w7 EDKT Y AL =X, ke 77 e —v N 7 = = VR
(GHEAOug T, BT T o= 25ugllHlY) | AT T U VB~ X T A

(125 ng) K OFME—/KF¥ (12.5 mg lZFY) ok 5 HEDORAGMEEZEHT 5,
HBE— KT AE O L2 EEHTH, KA v~T—0REEITH L, W7 U 2% —NOEH
NEHL, BENR T AE—=ANLMAT DI ETELARATICIERTE 5 X 9127k
Do

FEYE in vitro RS T CTlE, Wi 60 L/ T4 MR 21T 728546, 1 B0k EIZo
EX55ug DI AT Y=g AR 2ug DT T a— L RBKRA T =B D,
PAZEMERTE B A A L, MBERES L ITIK T Lok ABEERE (FEV/FVC 23 70%A0 7>
FEV, BT HIME D 30%A0i 0 COPD X% FEV, 25 FHIE D 50%A 2> D18 M FEE R~ 42)
TlX, RA T —Z LT E— 7 K& 66.5 L/ (#iPH : 43.5~81.0 L/43)

ThoT,

JflCBET D EBEOEMEIL, WA ET 0 7 7 A NVEDOBREDOHERIZ L > TR D,
12 o7

12.1  {ERS%F

T/)—n 2 VTE CKFNT vAT V=T AR T T e —VOW 2GR T D,
LU 9il 2 Doy OERBEFIIAFNC S M T E D, LT OEMIL, BRRR K OVE

10
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R FEERIC R U TR 2R A FF o 2 ORI (Bi= U U HILOLABA) IZET
Do
VA Y= A Y= AT, BREEERIOBAR DY VEITHY . Wl
Pia U oA EMEEN D, DAD Y UZFIROML D>BEMS DY 7 X A FIHEEL LB
WEHET L, [AERNIZBWT, EEHOM3 ZHERLEIC L > TERIEERZRH L, K
BXIriRAEE 29, b N AROEMH kOS2 BRI QN HIREEAIZ T, BLain-27]
WS ER 2R3 2 E RO BT, #Eun%ln VitroiR & in vivoiR IZ BN T, A
Y U EORTEFal) AL VEER LI-RE SUEICXT T 5 Pz RIX. HEKRF
MTHY, 24K A2 TR L7z, 2o OFT ROEKRPEZEEIIAHTH S, ¥
A7) U= AR AR OREYERIX, EIZ, FRERARIEATH D,
E?y%m~wzaﬁy%m~wmumAf%éommmﬁ% IZBWT, B9 5 m—
JVOREREREIRMEII VN AT o — L L RIBETHDH Z LRI TWD, ZDinvitroT
DOPT ORI EEMIIAHTH 5,

RESCERBHOT Ru T U U BRIE B BEWRFERTHY | LDEOT R
UV UZRIRIE B ZBERNERTH DN, BRI MBI HFEL, BT RLT U
VEBEEERD 10~50%% EDTWD, ZILEOZEEROEMIEIEIZ R TH 503,
B DOZFMWITIY | EEIRMEO By HIFEEIC & DliE~DIER 25 & 2 Al REME DS
NTW5b,
7o ra— N EE BT NuU U VHIMEEOIEKBERIX, 77 /v = U
(ATP) OV A7V v 735-TF )=V (A 27U w7 AMP) ~DZ % fil
WS AEEETHLMNT T =Ly 7 T —Eoliliic, D7 &b ESIICERT 5,
A7 Vw7 AMPIRED EAIE, &E SOEET Ok O1E2>, Mk (Frlo~ A M
fi) 76 OEIRFRLEEUE A 7 ¢ =— & — Ol 2 5] Z f 2 9,
122 ¥AHZE
DIMEVER . BFEHGE - BEFEAERE soflzxtg s Lic “EEmNEREG T TR -
Fxt 7 v 2 A — =3 BRICEB W T, QTeMMRIERIZ OV TG L7z, QTcFD~N—2A
TA CHIERIZEBIT D FMED T TR & DEORERE (95%EEXMO LR X, U
A7 VY= AM1250g,/ B 770 —/125ugT4.6 (7.1) ms, VAV U= L
500 g/ B 7 7 u—1 100 pg (HEREHAEOZNEN 8%, 41f%) T82 (10.7) msTh
27,
MR 72 AR RO b, DA O R—R T A UAERICI T 2 EHED
TR REDEORKE (95%EFEXMD LIR) 1%, &5 10 5%ICBWT, A7
VY=o Ah125ug/ B 77 a—/125ug T88 (10.5) /4y, AV VY= L4
500 ug,/ B 7 > 7 m—/L 100 ug T 20.5 (22.3) [El/5 fébof_
1EVEFIZENEA 2L : COPD & 22 S VTR (2361 2 AFI DD~ DFEE L | 24
e AL 2 — DB ZHWT, 6 » AL 12 » A RBRBRICB W T2, 53 623K
Fl, 281 BN T A 7 V= 5 125ug/ E7 T a—)125ug, I2BINT T EROEE
T T T, DIREASOERKRICER O H 5 BT O Lo T,

11
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123 FEYERR

TAZ Y=L (625~500 ug) KMET T r—/L (25~100 ug) ZOWTIX, #
TEVE D ZEMBNRENFRD BTz,

WY -

DOXZ V=0 A A7 )=y AOMBERRENSIXEEDEEZ TR T e &
2D, BEWRE~DOT A7 Y V=0 A AFE%, 5~1557 CCnuTIE LT, U
A7 VU= N, WAERGS, KRN BRI S v, AEND S O EE <
DTN ThD, AFOKERABEG%, EFEREICITI4H DINICEIEL, HK1.8FD
LZHENED LT,

EZra— BT 7 —)LOMERRENGITREDIRZ TR TERNnEZ 25
N5, BEHRE~OE 7 T a— VARG, 5~1573 T CunlZELTE, ET7 0T
0 —/UiE, WABG%, KEOBIN LRI E i, RORITZ < bTnTH D, AKXl
DRAEW A%, EFIKEEIZIE 14 BURNICEREL, &K 1.7 FOFEIFRD Hivl,
SAKiTEn

DAY = A WA I CHIRNE G L2 & X OB OFEIEIL 86 L Th
STz, Invitro TOE MR A EHRIX 89% TH -7,

EZ T r—/b  fEFEERE ICFRIRN R G L2 & & OS5 MBEROEEEIX 1651 TH -
72o Invitro CTOt MIFEEAEERIL 4% TH -7,

REH -

DAY Z=0A cInviroT —X2 L0, UAZ Y= NIEIZTF N v LP450 2D6
(CYP2D6) fEERICEI VR END &, U A7 UV P=0 AFP-HEEAE (P-gp)
KT UVAR—=LZ—DIETHDHI EVRENT, VATV V=0 A0 EERGFREIE I,
R b pofast OkEgfb, O-Ii7 k) L Z2hnick s Wl 7 vr o U Bias)
Thd, xRN ERIND DN, 2o OMEIL., FEEIEERREAR X K
WITIEBEMEN A TH 5, R 02 IRE &I,

EZ = InvitroT —X X0, BT 7 — L EIC CYP3A4 IZ L VG E N
HZ b, FUAI YTV =TNE Pgp NTUVAR—F—DIEETHDHZ LRI NT,
ET T a— U3k R S D, s OREIIE, B KON By R AE
DAREER L 0 ZE L <KV,

e -

DRI V=0 A EEERR LT A7 ) V=0 AOFRNEEIC L D2~ AT R
ABRODORE R, TR D58% DN FEH | 22% N R HPICHEE S D Z LR STz,
Z DEIRNBE G123 238 BE Y E O Frpdat=21x, B ~o et Z2 7~ LT,
e BB E ~ DR OB 5%, TR O & 582%™ 2 FE P R R 1392%,
PRAERIZI% AR Ch oo Z b, BRARIUIIT < DTN TH D Z EDRREI N
7oo 1A 1EIE %O FNHRIITTRF TH 5,

BT = b HEERR LT T e — L OR ARG LD~ AT AR B O
FERL. R IR D T0%0N R, 30% N FEFICHEt SN D Z RSN, BTV
T — )L ORI, MERARGICIVRDIZEZA, 1TERITH D,

12
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Rl 7e 4B - B - FFREEEIR F R OV Z OMONIER N T A 7 ) =g AR e T T 1
—/VOEWEREIZ KT T B2 XNRT, REEMTEE BT ORE R, v (40~93
) (KIZR) | MR (69%2FHME)  (KIZW) | MART A RAIOMEH (48%)
SITEE (34~161kg) M, VAZ VTV =D LAXIIET T B —/LOWT ORI
FE T, BRRAICRIE & 72 550 8% RITTRFUIRO b oo, £7o. NEDSERIK
HICE & 70 2 8% KA TRHIL B ER D b d o7z,

B1. ARNERPTAZ YV V= LRURE T T a—LVOERERE (PK) ICRIZTE
-

WINEIR N A7 J Y= (UMEC) MO'EZ T u—/L (VI) ®PKIZKIFTHE

SEFARE PK -
UMEC : %38} T 90% CI VI @ R KT 90% CI HEDE 41
PERI
AUC 2 gl Ll
Fik B
Cmax aal o AR L
fF i
’ AUC e Il
65 I8 FlEGRE 72 L
Cmax A gl gl
AR AUC e F—— PR AR 72 L
Cmax —e— I *
WA FEIITHERBAR AUC —— —e— FEFEZ L
Cmax —e— ——
CYP2D6 FLEH :
Poor Metabolizer AUC e FERH72 L
Cmax —e—
I T I T I 1 [ T T T I 1
0.0 0.5 1.0 1.5 2.0 2500 0.5 1.0 1.5 2.0 25
Pogisiteb's s RS N (4 POgilihaba p ey N

JFBERENE T - T O FTFEEEIR T3 (Child-Pugh A 227 7~9) Zxf4 L LT, FFHEREIR
TRARFNOIEDENREIZ KITTHEIZOWTHE LTz, TOREER, VA7V V=7 AXiX
BT 07T m—ONTNNORHIRETEER (Con FAUC) 23T 2 FEHLITER D B L7
note (KR , PEEOHEEIK TEICEW T, BEMESDRFEHERE 2T
ZALT DRELTER D D ivie o7z, BEEOFERRIK TH COMFHITFHNE L TR0,
EREREMCT : BEOBEEIRTE (7L T7F =2« 7 U7 T2 ZAH30 mL/min ki) %
XE L LT, AREIOEMBIREIZOW TR Lz, UAZ U U= AORTIEEEEITHIN
B, E70T7n— LOLHIREGFERE (AUC(.q) ITEEOBEHERTHDIT O DREFHK
BB IR T56%m -T2 (KIEMR) . EEOBHEEIR TEICE VT, EEEA D ME
FEWEBRAE IZ bR TR LT 25RO S o T2,

BYMHEER : v A7 VY=g nt T T a— L EFARAKRE LZE Z A, K5
DIEYENFE T A —ZEIX, ENENDOHEDS Z i b LT & & OFEYEE < Z
A—ZEEFRRTH -T2,

13
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F N2 2 APA50 344/ EF] - © T 7 10— UIEICYP3AADHE Th b, WS %%t
G LT, Fhary—400mgl L7z 0T 7 v —25 pg A FH#EFH O
IEENREFHI L OV FRUERIZ OV TG 27200 “HERKR, RKEHRSES, 287 0
A G —N— YR EAERRERZ I Uiz, 7 b3 — VOO HR & O E %
H#oE 7 rra—/LOMETREE L. 77 RHRAELY &2 (K2BR)
ZOE T T u—/UgGREOEINE, pRITHEEIZEE 3 508800 F o U 7 A~d
£§¢%®ﬁm%ﬁ01iw&@oto

P-HEEFIE b7 > R — 5 —[{EEH G T B3HA : DA ) = AT 71
— I T N EP-gpDIEE TH D, FEEDP-gp b 7 v AR—F —[LEEREZAT HX
7A\w(mm@%11@)ﬁ&fﬁ)V:WAﬁwaiy%u~w@ﬁﬁ%%®£
WMIENREIC IF TR B O T, RS 2t b L TRFT LTz, ZTORER, v A2
V=7 AOAUCIZITILMEDEINMNED Hivien, B 77 v —/LOAUCIZITEET
BOLNT, UAZVV=UA, BT8OV TINDChratl b EEITFRO 5178
Motz (K2&08) |

F 2 2 AP450 2D6JHZEF 7 A 7 U ¥ =7 ADin vitrofG#EHIZ EIZCYP2D6 % ST 5,
UL, REEEARARGRZIZBWT, VAZ UY=L (500 ng) CEKFEHEDS
%) OeHRFEREICIL, CYP2D6DTEM 4 A3 H¢5R+ (Ultrarapid Metabolizer,
Extensive Metabolizer &2 (NIntermediate Metabolizer) & Poor Metabolizer & O [F T, KR
IZEBROH D TR O N7 (HISH) |

X2 ARERRTAZ V=0 LRRET U TFu—LOERYERE (PK) CkIETE
&

SRR A7 U V=7 A (UMEC) KO'E T 7 ra—/L (VI) @ PKIZMKIFTHE

L P S o .
UMEC : {5 % 18 90% CI VI 2 53R 08 90% CI HELESIR

S

AU s IR PR 72 L

Cmax = e
rhary—i

A ——— EERY

Cmax e

I I T T T 1 r T T T T 1
0.5 1.0 1.5 2.0 2.5 3.0 0.5 1.0 1.5 2.0 2.5 3.0
R %95 221k R %95 224k

14
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13 FEERIREME

131 PARNE, BEFEE, ZEEEE

7/ —a Y TE RKFIE AW AR, BRI RREREE I BT 2 aR I
Fhi STVTWRWA, LFICREET D EB0, HxORSTHLIU A7 V=0 MKW
BT T a— L OWTTERER N HEi STV D,

VAZ V=L UAT VY=L, 7y RO T R % iz 2 R GRERIC
BWT, TNLEEK 137 pg/kg/ AL 295/200 ng/kg/ B (M, #E) DO AT 58 (AUCH:
FHCEAIZ X AMRHDID D Z AL 41U 20 {5, 25/201%) T, & 5IZBHET 2 JEEHRE B
KO EFREGIER I S RhoT,

A7) =g M, BlaEERER (nvitro = — A ZABBR, invitro~ 7 A Y o JER
B M N invivo 7 v NEBE/IMERER) 2B\ T, B HE S,

I - M > MIZBWT, TS AR 180 pg/keg/ H O Rz FH 58 K& U K 294 ng/kg/ H
DO AL (AUC #a8 TSRS 5 MRHDID O # - F140 100 7. 50{%) TR
REFEE DO FT RITRD b o T,

BT —)b . w7 AW 2N AUREERBRICBWT, BT T —uid,
29,500 png/kg/ H W AFe L& (AUCHARE TR IZXT9 5 MRHDIDO#] 7,800 f%) T, M
~ U AR B IRRAE RV R ORI A B2 5 & 2 Uiz, 615 ugkg/H D
e A5 (AUCHAE TR AT AMRHDIDDH) 210 fi%) TIEIEEOHINLEE D 5
n7ginoiz,

7 v M AW 2EMBAUFEEREBRICBW T, BT e —E, 844 ugkg/ AL ED
e AP 58 (AUC #18 TR ISR %5 MRHDID O#] 20 f2LL ) T, #HEHOICHE .
e~ o AN I3V 2 P B BV A IR O HE N K OV N ARSI O MR o iR 2 5 & i 2
L7z, 10.5 pg/kg/ H O AF -5 (AUC #L5E Thi AT k92 MRHDID OF) 1 %) Tl
JES IR D bz o Tz,
FoMETOINLOEETRIZ. ZAE T p7 R U UHEERIC OV Tl
SNTVWLHEDOLFAIRTHD, ZNHORFTREE D & OFEMIIARTH D,
7o ra—ix, BlaaEERER Lin vio =— A RBRER. in vivo 7 v MEBE/IEZERBR.
invivo 7 v M AREH DNA &5k (UDS) #5k K& N in vitro vV 7 /N2 A % —f& (SHE)
AfEEER] (2B WW T, B EHIE ST, BT T e —Udinvitro~ 7 A 7\l
BRizBW TR EHESI N,

W - WEZ > M E W T R L7 ARERBRIZ B W T, N E R 31,500 pg/kg/ H .
37,100 uglkg/ H OB 7 v — L A58 (ng/m’ B TR A ISR % MRHDID O %
ALE VR 12,000 fi%, 14,500 f5) T, ZMREEREE O LITFERD o7z,

14  FERABR

AFN OGN R OEINEIL, 6 KOHEHERER, 4 KD 6 » AMOMERERER 2 A
D7 T Yz Rkt FRERER M O 2 AR D FEFGFREAER) | 2 KD 12 ] 7 0 A 4 — N —lBk &
W1 ARD 12 » ABOEMZE2ERRE2 SO T-MKREE 0 77 2B W TEHME L 7=,
AFNOF ML, FIZ, COPD Xixhs B A 1,908 2 L 5 &% & ikl & O COPD &

15
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#5388 B LD 2ARDT T ARARIKGERBR, TOICZnbE2MEd 5, 2ARKDEHK
St FRERBR M OV 2 KD 7 1 A A — R —3 BRI LS\ T 5,

141 HEFRERR

AHNIDOCOPDIZXT 5 HEDRERINIL, Hx DEAEKRS THLIET T r— LK DT AT
V=7 A AOHEFERBRIZESNTND, ZNHORBROMBRIZIESE, COPDEFH
EXRRE LTERIERBRICBWT, "AZ UY=L /BT 7 a—1 625,725 ugh O
125,725 ug®1 B 1A GOV TR L7z, AR B 2@ & LRV,

VA VT =g DA U =7 AOCOPDIZXT 5 HEDEINIL, COPDHEFE 1634
XD, AHEDOT A7 Y V=T (15.6~125pg) XIX7 7 BARD1H ARG %%
SLE7THMEOEEAL “EHER T 78RR 0 24— "— BRI L0 EAfT BT,
FHEMBENFED B, 62.5 pgL 125 pg Tk, [KHETH 515.6 ughk U31.25 pgll kb
T. FEV\ 3 24BfIc o TREL HE LT (M3)

#57H HDOFEV, b T 7fEOR—A T A4 S OELEITX T 7R, 15.6 pg. 31.25 pg.
62.5 g 125 pg T, ENEN-T4mL (95%CI : =118, —31) . 38mL (95%CI : -6,
83) . 27mL (95%CI: —18, 72) . 49mL (95%CI : 6. 93) . 109 mL (95% CI : 65.
152) TH-o7-, COPDEE ZXfG L Li-ftho2AD AR ERAER Tk, 125 ug% k%
HETI LT DRENMDRDBO Tz, b0 HEFRERROERENG, HEX
JEZ DWW T S BIZFEHliT 572, COPDEE Z x5 & LI-MGERERICB W CQ2HED Y
A7 VT =5 (62.5ughk 25 pug) ZaETd 5 2 LS,

1A 1A G &1 A2 G 2 bl U 7o & 5-[fR ORHliAs Ko 6. COPDEE x5 L LT
FREERERIZ B W TR B OB GBI OV TRETT 5 Z &R FF ST,

X 3. ##51HEBROEE7HEBOEBRE#DER FEV,fE (mL) OR—X5 4 U1 b
DEAL B DR EHME

300 -

g

I

:

Adjusted Mean Changes FEV; (mL)
g
L

-200 4

Timne (hr)

Placebo 49  Umedidinium 31.25 mecg de-sdetr Umedidinium 125 mcg  A—d—ah
Umeclidinium 15.6 mcg 8—8—8 Umeclidinium 625 mcg a8
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300 7HH

200

100

AR P2 L B (mL)

u -
1@!1
= -100 4/
>
m
B
200
1 1 1 1 I 1 I 1 1 1 I 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
IR¢fH] (hr)
77eR S04V AT VT=ULIIS U ey A ) U= L 125 pg  Aek—h

TAZVI=UALLIS6NE @47 A7 VT=VLR5 m-m-am

I 7ua— )L BT a—/LOCOPDIZXT A HEDERIL, COPDEE 602 iz

ED5HEOE T T r—/L 3~50pg) XII7 7B ROHEGIZ OV TG L7 28
HEOBIEZAL —EHEMR Y 7 B AR THHABRIC LV ZE T o, TORR, &5

1 HHEROE 28 HHIZFEV, N7 7 BRIk L CHRERICHEBE L2 8ns R &gz
(X 4) .,

4. #5108 BRO¥E 28 HEHOEE#DER FEV,E (0~24 Ffffl, mL) DX—

R T A b DELEDHEE EHME

400 1 HH

350

300 A
=
é 250 A
@ 200
&
.:@ 150
=S
& 100
#
= 50
S
g 0
>
B -50 A

T 1 T 1 T 1 T L T
0 1 2 4 8 12 16 20 24
RE[E (hr)
77K 888 U707 016258 ey CT7T /2508 @

v 7 m—/L3.0ug o4 CT70TO—L1250 kAAETT 250N p-m-a
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28 HH

400
350 +
300 A
250 +

200

150 +

o
100 j
50 W_._’_,—A\% J

-50 A

FEV, 5 O Fi% 1% -2 224k & (mL)

k¢t (hr)
7?’21“ 88 7. 701625 kT TH—L25 @88
E77H—=3.0ug  eee U50Fn— 125 kR ALS L Fu—L 50 m-m-a

#4528 HH®D FEV, b7 7fHOR—A T 4 U H OB EIX, 7T ®HR, 3ug. 6.25 g,
125 pg. 25 ug KOV 50 pg T, FZE29mL (95% CI : =8, 66) . 120mL (95% CI :
83, 158) . 127mL (95% CI : 90, 164) . 138mL (95% CI : 101, 176) . 166 mL

(95% CI : 129, 203) KO 194mL (95% CI: 156, 231) Tholz, ZNHDFEEMND .
7 7 u—/L 25 ug % COPD B Z X5 & Lo FGEslBRICI W TRGETT 5 2 & 23 30k
iz,
s BERE xS L LI HERERBRICEB W T, 3~50 pg D HEOHKG, WO,
125ug 1 H 1[EE 625 ug 1 H 2 BlOEG-MFEO R 21772, ZOFRN L, B
FrTa—/25ug® 1 H 105 % COPD & 2 x4 & L= MilmBriz BV T
DT ENKFFENT,
14.2  FREEABR
AFNIOEFIRBAGE 7 v 77 F AMZIX, COPD B3 % Xt G AR A DO R & it T 5 72T
WA STz, 2KD 6 H AW ORI “HEMR Y7 ARG TREFRER, 2 KD
6 # A D FEH T RRER K OV 2 KD 12 M D7 1 A4 — "—RER & - 7=,
6 » HEORERIZI VT COPD L2z, 40 kbl B, MEEEAS 10 pack-years LA E|
TOT T a— VB 54% O FEV, NP HHED 70%LL K. FEV/FVC 8 0.7 Kiifi, 2>05%
EEL e S (mMRC) A 7208 2 LA EOWERE 4,733 B3 & £ -, AhEmr
KRG FENT- 4713 F10D 5 5, 68% N BT, 84% N ANTH -7, EHHEMIT 63 5.
MR | X 45 pack-years T, KIPHMNBEE Chole, A7V —= TRORE
YRIRAI 572 @ FEV, O T HHEIZ XT3 D HIE O FEEIL 48% (#iH : 13~76%) . X
B YLIER 5% O FEV/FVC ElX 047 (#iDH @ 0.13~0.78) . A0 E &
I 14% (i —36%~109%) TdH o7z,
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I AHDORER (6 v HHDOEEER L —HEMR Y 7 A RACATREMRER) Tid, AH
(A2 VY=L ET70T0—L625,/25ug) . WAZ VY=L 625ug E
T =)L 25ug KON T B AR ZFHE LT, FERHMIE E XS 169 H H D FEV, k
TIMEDR—RA T A U bOELE (168 H H D57 23 REfH M O 24 FEICHIE L 72
FEV IEOVHE L EFR) L L, AFET TR, VATV P=0UL625ugKNET
Tu— L 25ug LB LT, ARBIET AT Y V=T A 625ug MO BT T a—/L 25 g
I L, BLE Ry OARKNC KT 5 %525l L7z, AAITIE. FEV, b7 7fEO~—
ATGA NS DB ER, TR, VATV V=0 L 625 g KR ET T r—
V25 pg IR T RESHIM L (£2) .

% 2. Intent-to-Treat fEHT X REMIZBIT2FEE5 169 HED FEV, k7 7 (mL) DX
— 2T A UL DOENMEOR/N_FEHE (1 RH ORR)

169 B BE® FEV, b 7{# (mL)
7)—ua ) TFELDE
A7 YT =7 A AVl = S

7R 62.5 pg* 25 pg'

(95% CI) (95% CI) (95% CI)
BRAE n n =280 n=418 n=421

7 /)—u =z FH 413 167 52 95
(128, 207) (17, 87) (60, 130)

n = Intent-to-Treat fA#HT T A& ] Hh D JE B
C SRR THLITA T Vo AR T T a— ) WZIEEIAR ERIUA T — KN
Wz L,

2ARHORER (6 » HMOBAERAL _EHEMR Y 7 A RIATHEMAB) <Tid, 1 A8
DR EF CRBRT VA o Tholehy, VAV V=0L /T T7r—)L 125/
25ug, VAZ VUV =UA125ug, BT T =025 ug KOT T REZFMELTZ, 2 A
HORBRICBITA2UAZ VY=L 770 —)L 125,/ 25ug DFERIT. 1 AKAHD
AR TR LN AKIORER LR CTH - 72,

2 AR D FEFT BRERER M Y 2 AR D 12 8RR S, FEV, b7 ZEONR—RF A4 b0
TALEIZBWT, flx ODERAKRS M OT TR E I L=, KFIOGRIME S SI12HEA
B RERNE LT,

I ARBORBROEE 1 HE, 84 HEH XU H 168 HHIZ, —HiO#ER? (n=197 f5)
Exfgrl LT, 4HliIch= 2 A o X M) —0rHMlizFEm L, &5 1 8HK
5168 H B OFERZK S ITRT,
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5. %51 HHRO¥E 168 H HDEKE (0~24 Fff#]) FEV, b Z 7 (mL) DX—
RTGA VI DEACEOR/N_REEME (1 RE ORBROH2>ER)

400 1 HH
. 3’0
= 300
g 250
g 200
R( 150
o 50
S 4 “‘{:_:: """"""""""""""""""""""""""""""" P iy
Q 0 Py 0\\—‘
Z 100
N 150
N <200
‘Q -250
f,l -300 T T L T 1 T L] T T
¢ 025 1 3 6 12 15 21 23 24
IREH] (hr)
S, E7 7= 25 g
DRIV SEIA QS ke ST see
7 r7r—/25ug
168 H H
400
2 350
~ 300 A
i
ﬁ 250 -
=
& 200 A
§ 150 -
o 100 1
g 50 A
0 i
4 50 1
N -100
”*\ 150
X 200 7
| 250 1
300 A
0o 1 3 6 12 15 21 2 4
IREFHE] (hr)
75 R - v L FE—L 25 g -
vAZYT=U LGS py  RRK WA YU 625 g/ >

ES LT a—L 25 g

BEH1HHE., 28 HH. 84 HH K5 168 H H D514 6 FFREILANIZRLék S 47= FEV,
D KE% FEV, B — 27 & E& Lic (AEEIXEG% 1547, 305, 1RFHE, 3 R &
W6 R ORF A TREER) . 77 BARRE L LA OB 1 HE LU S 168 HH O
FEV, B —Z{EOX—R T 4 6O b&EIE, FNEi 167mL, 224 mL TH -7z,

B5- 1 HHOIEMAREL (FEVERX—Z T4 5 100 mL O E EF) £ TORFR

DOHFIAEIT, AFIFET27 3 CThoT2,
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16 BE/RFEERCRHN

AFNX, HIKEEROOHRBIFEH ST AF v 74 o~TF—L LTIREEENS, 10~ T
—X, ZEARANTIRAE =X v 72 2NELTWE, F£A R 71237 A
Z—=MN30AS>TNWD, £ ~T—L, EHAY O, ©—T 7 AEPMTOTBHEAR
AV bl AIzaEEn s (NDC 0173-0869-10)

AHNIBENH Ny 7 ik Sn T\ s, BN Ny 7 OFIK 6 & RO ERlfER 72 2
Fo I A ~T—L, “HFEANTIVAZ—ARN) v 7 Z2NE LTS, £ARY
v ANET N A =N THAS>TND, A ~T—F, HRAIAD D, B —TF T ILEN
FPWTEBHRARA L LA IZEE ST 5 (NDC 0173-0869-06)

68~77°F (20~25°C) D=EIRTHRETH Z &, FFE®PHIT 59~86°F (15~30°C) Th
% [USPEH=ERSM] . BN EE YT OV UG ciRE T 52 &,
INRDOTFDJRPIRVFTICRE T 5 Z &,

AFNIBHR AR A v b LA RKBEEORETHRE L, EHABBERNIAEAA LV b LA 25
HTarZ L, BBlERANV LA ZBE LTS 6 BENRE LI, HAWIEI T o F—
DFRARD 0] 1Zho72 (TRTOTVRF—%EFH L) OWTINFEWIE D DERES
T, AR ZFEFEST DL L, KA UA~T—IIHEMEATE 20, KA AT —Z25fR L7720
N

17 BEITEBIDINXEFR
FDA BEAGR O BE TR SCE ( TEELTA K] RO MERHBRAE) ) 25k
BELIRETHZ L&,
M ELBAEE « AFIFOFERE YD 1 D THDHE T T 1 —/LEDOLABAILNE B BEEIE D
VR BRI EDZEEEBFICHAT L L, AFNIMEOIREZ#EIL & Ly,
SRR B EHITIEAR VY « AFNZCOPD DAMEIEIR BT 572D 6 O T/
<, ZHOLTEBMOEDICRFITHEA LWk > BE2FET 5 2 L, AMERiZ T v
7T VEORERARTHERT L OBEETH 2L, 20X ) REHRZLG L,
MHEEZHAT 52 &
LFOWTNNCELT 25E681E. BELICEMOREZZITHEIBELEETLHZ L,

o JEIRMEAL LT,

o BUFWAFIOME AR EE LY X 7,

BEEIL, B EREEE IR T D Z R AR 2 IE L TidZe b0,
FIERRIIERNBR T DBENAND D,
SR RVEEN R, MK 2 B LW 2 & LABAZ & AT 2 o3F 26 H L7
LXoBRFEERRETH L, BT, HEHETHH 1B 1ELD B AFIZMHHLT
ESASYAAN
FEWFREIEEN R A By FIEE 2 EHIAICEH L T B I2id, 29 L7238, &
AN 52 L 2Fik L, BMEROBEMOT-OIZOREHAT L OERTHZ &,
Ay PR SUE SRS - O K & RIERIZ, AANL, AT RMERE SEE A2 SR ZT8%
N5, FFRMERE SEN BB L GE IR O R EZ R IE3 5 X9 BEEEES
HT L,
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BRI D E G E S U A Y - BT, BRI EE S BIVEA (BhiE. Modi. AR, iR
% %ﬁﬁﬂ#)_owfmﬁﬁé Lo THHDOWT I OEESUTER N BN S
WCEMOBERZZITH L) BEZRETS 2L,

ﬁ%@%%ﬁh@ﬁm.%i%%%ﬁﬁWh®@@ JER (2 BRJE - BRERASTRIER,
OB R IS Sl OV IR L B IROFRIAE S AE) s T 5 L)
BEEZRETLZ L, IO OWT OB X IR DTN HE GICEM OB
DX BEERET S L,

JREAD AL - JREADEE - JEk (B - BEIRINEE, BERTE) (CHEET D Lo &2 EET
HIE, TNHEDOWT N OBIEXIIERN BN HEBIZEMOZE ST H L5 R
FERETH L,

7 ) —u =Y 7 &% GlaxoSmithKline 7 /L — 7 DEELFEHETH 5,

jgﬁljj;Theravanoe EOIFERRLTH 5,

@Glaanmith Kline

GlaxoSmithKline
Research Triangle Park, NC 27709

©2013. GlaxoSmithKline 7 /L — 7, ZEMETiiLH;
ANR: 1PI
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EIEETA R
77— ™ g-nor’oh) =Y FH# ™
(Wfﬁ)ywﬁb vZ v a— kA FEH)
ZOREMEH LIRD DRI, B2 00208 E, ZORICFEEINATND
[EIMTA ) %5 u/uf< ZEV, FLWEBRATEH SN TV DEERH £79., 2
O TEELTA R X, SN T BEOEFIPRETEEICOW TH Y O [Efifi) b
a2 52 0ROV £EA,

ZDIIZONWTH > T LERDHLEERFRIZIHY £T02

Z DX, BEAEEER (COPD) ~DEHADOABFAINTHET, mE~DHE
AT TSN TWERA,

TR, ATICEITS, EXREWERZSI SR TREEENH D £,

e EIFrTHE—N (ZORIEENTWVWERGD 12) EORKEIEESE B, 7 N1
F U UHIEIK (LABA) ZEH L TWARED AT, MEERIZEAFETEDY R
IBREEDET,

e EI7uTu—/ (ZOEIZEENTWVWBERLD 12) %D LABA 5 COPD D AD
KTV R E2GEDBENE I DNIFRATT,

. :®$%ﬁﬁbfw65%b%&kW&FRﬁEMLt%éﬁ\E%®E%K%ﬁ
LTLZEEW, BIOIBRIENVLETHILAERH Y £7°,

. ﬁ®%Am&uV§%ﬁ71<téw

o PIIEIR N2 AL L,
. %@t@&k%%ﬁmLT%@&E%%%%%M&mO

COEIEARIETTN?

TOIIT, AT Y=gl 0o bial U HFE, BT Tr—L D LABA OF
BAITT,

Pia V) oAl LABA 1%, o F OKEELOG R 2oz S8, W, B fdEsEia e,
BUYINEOEREZMAE9, ZNLOMERIT., [UEENOBHANEEST S LHENL Z L
NHY F£9, KGBELOFHANBEE T D ERFRNA L6 £9,

’@ii COPD DVRIEIZHW B 5 R HESES T, COPD IXIEMEDMiEE T, 2
ERE Xk, MRMEEIXTOm NG ENEI, ZOHIL, COPD DIEREkEL .
@&%L%#<#ét@m\151@1&A#5&w5%%f§%ﬁﬁﬁbifo
o Z DX, COPD DEREHZIERZIEFRTHIETIIH Y £¥HA,
LRI 7L TR OIRE RIS, I IEIL O A o ~T —  CGEREREB R A KE SRR
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) ZEH LTI, BIEIEDA AT —52BRL TRWGAIT, Y OER
ICHRE L, LHFLTHH-oTLEEN,

e ZONEIX WMEEZEBETIETIEDY ERA, ZOERBKEDAIZ L o TEEID
B TH DI RHTY,

o ZOMI/NRIZIIFEHTEERA, ZOHKNNRIZE o TERENDOEZTH 50T
KRBT,

ENRADBZDOEREFERTHDOTTN?

RDOIFIEZ DIEZEER L2 T2,

o HEAICKHTLIEEDT LLX—=0H5, DLRWERIIHYOEAMICE<
7230,

s UAZVUTV=UA ETUTE—AELERIIORKICEENTWDIIRMMIIKT 5T
LIVX =B 5D, RS « WSO U A MZoWTiE, o [Z0EIZEENT
WHDIE? ] #ZRLTITZE0,

COREFEATHANCHYOEMMELINIEI VDT ?

ROFRZILILD, THHORFERBIZETI2HHWE Z & EHYDEMIEZ TS

7ZEWN,

o DIEEENSD D,

e mHIIMETHS,

o JEMERIEND D,

o HRIREEN® S,

s PERFTH D,

o JHlEkEENS S,

s MNEZEDIRDOEENH L, ZOHITHENEZENSELIBZNLH D £7,

o HIVEIRD L IIBMOBEEE ZITREENRH D, ZOHKI I b OEELEL S
THEBZENNHD £7,

o ZOHIZEFENTWDHRGY - NI, OFEETITIRMICHT LT LALXF—0DH 5,
BRSO Y A MZOWTIE, Bibo TZOEIZEENTWDHDIEL? ] &5
LTS ESN,

o EFRUSNDOEZMMENR D S,

o MWHRFTHD, HOWIEET 25HENH D, ZOEPBIRICEL KIETBEZNN
B D DIIARHTT,

s RILFTHD, ZOHKIZFENTODOIDBRFLUIATT 200, £ENLBORS
DB THRICEE MFTEBZNDRH 50T RH T,
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FERAINTVWAREEZITRTHYDEMIZEBXL TS EIWN, AHFHE, OTCH, X I
ﬂ%iwﬂ~7%ﬁf)x/h%éihi# ZOEMOREEDOIKPZHAEERT LB
FNRHY ET, T, HERBIERANENLLIBZNNH D £,

FRlZ, ROFEZLH I TWDGEIT, HYOEMICEA TS EI N,
e HimVH (FAIREUALA AT UL TI7U V=T L)
e T lutry

FERHINTWAEEZAREL TS EIV, ZNH6DOY A MEFRICEWVWTEE, HrLnEk
AL SNABRICHY OEMB LA AT OND L2 L TEBWTLE &N,

EDXSITHEALETN?

O TEERTA R ORBIZERINTWBEHEEZHA T IEEWN,

o HMOEMMNLA AT —OFREICOWTEAESZIT, IFE LWEAELZEET 5
FT, ZOEEHEHLRWNTIIZIN,

o MHMOEMMNOLMBINZEBVITHEAL TS, szl y $£<
EALZRWNTL 7Z&,

. 151@1%%LT<K§V AR CREZNICER L TS0,

e WMALEBNHAIZE., BOHLERESETTCITRALTLSEEY, THIRALDY
%%<wﬂbﬁwf<téwo&Eiwo%wﬁﬁmﬁﬁbf<ﬁéwo—§mz

@%Abﬁwf<ﬁéw
e ZfFEHLBET-4 i §@h®ﬁm Made, O, B, WO LiE
YIER DB TV IUE WY DOERNZEGET 50, KD OFBEDOKER %

T2 LTLTIE&EN,

o UWHhZRZHEHBETYH, LABA E721dHa ) VAZ2E8 T AMMOEKIIFER LRNWTL
SV, FHINTWAMOIENS LABA £72i3Hia U LA THH0E D0, HYDE
Bl £ 72 13 ERAENIC B FZ Rl IE 3y,

o JERDEANTOIBENDRDHY T OT, HYDEAMNOERINRWIRD . Z D3k
OFEAZ T IE LN TL 7ZE W, Y OEMMNAMLEN L CHALET L E9,

o ZOIFEBWIIEREBMTALOTIIH D ¥ A, ZEFRIIERDIBERIC
FAZTEIEIED A o ~T—ZEEFH L T EIV, BIEIED A o ~T—Z2BRHL TRV

BlE. HHOEMICEGF L, LHFLTHEH-oTLEEN,
o ROYHIE., BEHIZHYOEMICERT 50, EMOZEEZIT T LI,
o IRRREENE( LT,
o BIEILOWMAFIOFE MBI NEE LY X7,
o AL TWAEIRIEIEDA v ~T —TIERDFEFI L 72\,

EDES REWERPEZVEETN?
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ZORKEFRDO LS EBREMERAZEIEEITEENRDH Y £75,
e [TZORIZOWTHS TBLERHIEERBFBRIIOV 3002 2B L TL
230,
e NE 1% D ZRIEH) 72 FER
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ER
2MEPAZEMR A RRNBEDIEIR & LTI T O L ORFTFT b E T,
o RIEOARK
o HELLSONE I

o FEH

o HDOJEVITESHDLNWEN R Z D,

o [RDIFRA

B OIERPBIN TS E X, REG AT 2R, BEHICHYOEMICERE L T
TZEW,

e RE, ZOEEZFEHLTWHDAIZBWT, RENHZICHELZELEZYT5
BENARHY £, REAOIERE LTUILLFO L ONET N £ T,
PEPR IR
PEIR I
BEIR
ROBNRTIN, HDOWVIIRNIETZIEZ L Lo 7R,
B DRADIERDPBNTZE1E, ZOEOEM AL L, KB 2T 201,
EHICHYDOEMICETE L T EEN,
o IMBHEAEV (EIEE) . U T AMEME (U T AME) %o MRREED
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ZALONSEBIERL LTIIUTOLORETONET,
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e THI

o M DY A

o HEHE
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K- 7=BWERN S D58 £ XEWERANE 2 Wi, Y DOERMICHEREL T EE
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ZOEDOEWEMIZIZNZT TIEH Y £ A, s OV TITH Y OER E 72 1T HAIR
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BIMERIZ O WTEZIR T RN ARDERIGAEICIE, Y OEMMZETE L T ZEN,
FDA (FEFE% 5 : 1-800-FDA-1088) (& L CRMWERH AZ®ET D52 L TEE T,

EDLIITRELETH?

e 68~77°F (20~25°C) DOEETHRE LT Z &, BB ABET, il L=
THRE LT EE N,

o ARAN B UARBAEOIRETHRE L, BEHBMMERNIAA L M LA ZBE LT
0,

o KRANPFLAZBELTOLL 6 HBNRB LI, HD2WVIEH T Z—DFRN
(0] 2o XDOWVWTNNEREVIE ) ORFE T, B FIETHERELTLIFE I,
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Z DOFRITET 5 2REI 2 ER
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Zo TEIEHBTA R I, ZOFICETLHIRLEERFERIPENINTHWET, bo
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#. n=74)

SEABEERAIC UMEC/VI 125/25ug % 1 B 1 [3 10 BRIRAE
5 L& EnsfEsh VI U UMEC OFDENE/IS A —4

HIE S Ciax (pg/mL) [ AUC .. (pg-h/mL)
UMEC 334 0.10 495
[294, 379] (0.08 - 0.15) [431, 569]
VI 340 0.10 429
[307, 376] (0.08 - 0.15) [379, 486]
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>77,

RMAERMEBEEE TOMmEFPO UMEC RU VI DEMIKEIZ
BI5RREE (GEAXRMIEMRITICL S FRE)

UMEC VI
_ i
ﬁ‘—‘%‘/g i& Cmax AUCO-r Cmax AUCO-T
(pg/mL) | (pgh/ml) | (pg/ml) | (pg'h/mL)

HARAN 20 79.4 365.3 126.8 677.3
[64.8, 99.7] [[299.2, 450.4][[103.1, 160.6][568.7, 806.2]

SEN 390 68.0 305.4 127.9 609.2
[64.5, 71.6] [[291.3, 320.6][121.8, 134.6]][584.9, 633.9]

ST E B[ 95 % 5 HE X ]

2. ERMNAATRASE) T«

(1) AMEADOREESSE 9 $lC UMEC 1000pg #W A L7z & &0
UMEC ORI NA AT XA TV T 115 128% Th o7z,

(2) HMEANDREERSRE 16 HIZ VII00ug 2 7 NVFH T T 0T
ARV ATV (BLF, FF) 800ug & CTRAIRE- L7z &
E D VI DS A AT XA Z VT 413273% Th o7,

3. 9%
SHE N OREREERE 6 T 16 Bl ZEh UMEC 65ug X
VI SSpg ZFRARNER G- L7 & & OEFIRRBICR T 5 0RO
BANEEIEIXZN T 86 KN 165L Th -7, UMEC KU VI
D MERFE A 13K D > 72, UMEC KON VI @ invitro TO & b
PERABARIIZNEN 88.9 K1 93.9% ThH 7=,

4. (K5
in vitro RERIZEB VT, UMEC KM VI ZZHENEIC CYP2D6
KON CYP3A4 TR &7z, UMEC O F 7 fRHHE I X b
iz, KEER R O-LT7 V¥ k) THH ., & bIZHAEE
(FNra v B e%) ZE/RL, VINGIEEC o7 ¥
MME SN TR AR T 5,




5. ghiftt
SR E A DEEFEBRE 6 BIC “C-UMEC 65pg % Hi[mIEHIRPN 5
L 72 BRI AR IR & U CRREE P Ic BRIl S, Mcitee
D RFEFHEMZRITZNZNH 22 LD 58% Th -7z,

6. E¥MHEEER

(1) UMEC 125ug & VI25ug Z FAW AR5 L= o SEmBh a1 38
PR EAERITRR® BTV R,

() AEA DR 18 1l VI25ug (FF 200ug & RIFHCA
$5) & CYP3A4PBHESRTH D7 F =2 —/L 400mg (%
) ZERRE L L oW AEERN BT L, Z
DOFEF, PFREERED VI O Cpax XY AUC,, DIFEHEIXE L
Fh 22 O 65%EMm L7 Y,

(3) SME A DRHEHERE 16 $]1Z UMEC/VI 500/25pg & CYP3A4 [
EERAL O P-gp IHEEMZHT 27 /33 )L 240mg (2 11)
Z KAEOFRE S Uiz & & o iR SR EhRE 12 K IE 8%
L7z, ZOREF, UMEC @ Cpu &Y AUC,., DB IZE 1L
T N%IETRO37%EEM L, VI D Cpay LY AUC,, D)
BIZZNEI S KO 14%8N LT 2,

7. FAGEKE

(1) BHEREIRTE GMEADT—%)
OB FEREIR T 9 $lC UMEC/VI 125/25ug % Bila|Wh A% 5-
L7z & & D UMEC @ Cyp x O} AUC,., D B IS IERE B &
EEARTENZIN 2% T LN 10%IEM L. VI O Cpax &2 OV AUC,,.
CONEIZENEIL 3 RO 21%E N L=,

(2) R THE GMEADT—%)

S DRTHEREIR T4 (Child-Pugh 2 =27 B) 9 f51iC UMEC/VI
125/25ng % BRI AF G- L72 & & D UMEC @ Cpa & Y AUC,..
OB IR SRS & X TENEI 15 KOV 6%IE T L,

VI @D Cppax L Y AUC .. DFEEMEILZAZE I 22 LN 26%ME T L
7o ELE DOFTFHEREIR T2 UMEC/VI % 54 % BRITE i &
FAONGAYAIAN

8. LEEICHTIEE NEADT—4)
faEEREBR A 103 $IC UMEC/VI 125/25ug, 500/100pg, UMEC
500pg % 1 H 191 10 HEERAEKE L7z & & O QTCF [l
OENZFEIED T T /R E D7 (KT 90%(E 8 X M R
fE) OfFKEIEX, £ UMEC/VI 125/25ug #4544 10 0 T
4.3 (6.4) msec, UMEC/VI 500/100pg #%5-% 30 43 T 8.2 (10.2)
msec, UMEC 500pg ¢ 5-% 30 43 C-0.8 (1.1) msec TH -7,
(RFNDOAGE S 7= &L, UMEC/VI62.525ug 1 A 1 [ETH
%o )

[ERER AR

1. FENHEERXREREKRR (BAAZED)

(1) 1SVERRZEMERIE BRERE 1532 I (AAANEBE 68 il gt %
KA ENE L7z 7" 7 2 Ak AR 4 b Z B B ROIATRER H ik
AERICBWTC, AAIZ 1 B 1 (A 24 @RS LZEO T 7
FEV, JE(L)ZAE RO LB Tho71- Y,

Apr 09 2014 17:06:25

AH UMEC VI e e
. ) ) 77 & ARHE
62.5/25 pg #E | 62.5 pg A 25 ug Bt
A REE]
N5 | 128240556 | 1.199+0.488 | 1.247+0.485 | 1.2000.469
s (413) 417) @21 (280)
04 3 | 1461 £0.557 | 135720516 | 13580492 | 1226 £0475
@ (330) (322) 317 (01)
0.164 = 0.246 | 0.123 +0.225 | 0.083 =0.234 | 0.004 £0.230
2R (330) (322) 317) (01)
3 77w R
S| o 0.167 0.115 0.072
2 | [osoafzi | 0-128,0.207] | [0.076,0.155] | [0.032, 0.112]
N , <0.001 <0.001 <0.001
~ | e, P P P
L a
pfE®
AFH
62.5/25
i 0.052 0.095
LnzE [0.017,0.087] | [0.060, 0.130]
[95%(Z p=0.004 p<0.001
EAHIEN
pfE®
H AR NGB/ 46
x5 | 0.890+0328 | 1.118+0.349 | 1.094+0.450 | 1.204 +0.508
S (20) (18) (18) (12)
2050438 107920342 | 132920453 | 118420509 | 1.286+0.564
% (19) (13) (18) )]
0.2010.153 | 0.205£0.144 | 0.091 =0.170 | -0.006 = 0.140
IR E=N
= 2t (19) (13) (18) (3)
; 7T R
E #E Loy | 0201[0.013, 0215 0.114
NMiosostaum | 03881 [0.018,0.412] | [-0.076, 0.303]
| P
AH
62.5/25ng -0.014 0.087
L7 [-0.177, 0.149] | [-0.067, 0.241]
[95%(Z 1
XfA”

AR E R (P15

AN— AT A E, FERE, BRI, Mo v—7 ER &
LRER=ATA VMEOKZEFEMRORE A L RGHOZ M
ZUBIES L L. HRERE N C IR I 5 HORRE & (5OE L 7o SR
EREGET IV

by N— R T A i, FERE BUERDL, Mk (RARBERA) | &%
HR, ®8ERALER=RT A MEOEEEM, Fh B LEGRDOR
BARM, MR & R GREOZE/RM RO L 5B LR GO
HEMZBBER e L, #RE N CIERE S BiE 2 50 L7z
FAERERAGET v

2. EWNERKRER
A AN 1M PHIE MR SRR 130 11 & e 1T FE M L 72 52 38
o EWNE #5388V ¢, UMEC/VI 125/25 pg*% 1 H
1 G Lz & 2 A, InfHIE 48 L FEV, OBENHERF S
7
*) AFOEEE A EIL, UMEC/VI 62.5/25 pg 1 B 18]
Thd,

[FEhFEE]

UMEC ([ ERRERMEORIRK LA U S REFEEFEHETH Y |
TRTOLRAD Y VZRIEKS T 247 (MI~M5 ZHIK) (3L
TEWETMEZRT, UMEC 13K E LB ET L A0 Y
VEBRA~OTEFALa) L ORBAEEFRAMICIHET S Z LICK
D KU SOTIR IR 2 B35, In vitro © UMEC O M3 2RI
%D ERITRER R EEMEZ /R L, UMEC OF/LE Y h~OHE
SERREIZEY, 7EF L) UERRE XIUGE IS L TR
MRt OB ER %27~ LTz,



VI X ERFERME BRI THY . 7T =VEEY 7 7 — 8 &Gk
(ELAMEAN OB T T 7 v — ) VeSS 52 & T, A%
T AMESE S, VI ITELEY hA~OBEEHREIZLY B R
A2 ERRRE S A B A L7z,

(B 1B S BLEMENR]
—f&d v A2 Y =7 LR (Umeclidinium Bromide)
{b5%4 @ 1-[2-(Benzyloxy)ethyl]-4-(hydroxydiphenylmethyl)-1-
azoniabicyclo[2.2.2]octane bromide
53 F3 1 CpH3uBINO,
5yF-3i 1 508.49
HEER

ID N Br~
N _\_O
& O
R AROBMKRTH D,

—4 7T r—v RN 7 = = LR (Vilanterol
Trifenatate)

b4« 4-{(1R)-2-[(6-{2-[(2,6-Dichlorobenzyl)oxy]ethoxy}
hexyl)amino]-1-hydroxyethyl}-2-(hydroxymethyl)phenol mono
(2,2,2-triphenylacetate)

5373 0 CuH3CLNOs + CyH 60,

Gy 77477

G

. QO

Ho, H

HO R S Vg - coH
Cl

HO

R BROHKRTH D,

(MK EDiEE]

AR

(1) BRECHEHARAEZEL, FHGEERESLZ L,

Q) AENIHBOT-DT VI @IS N TNDOT, i HBRLAERIIZ
TR EEEARET D L RET L L,

(@)

T —ux 72 TR AHX]

(€39
1) Kempsford R, et al.: Br J Clin Pharmacol, 75(6): 1478-1487 (2013)
2) Mehta R, et al.: Int J Chron Obstruct Pulmon Dis, 8: 159-167 (2013)
3) Donohue JF, et al.: Respir Med, 107 (10): 1538-1546 (2013)

[EHFERx]

T30 AI AT T4 RS

T 151-8566 HAUABEEA X T-BK o 43 4-6-15
HART— « T B H—
TEL : 0120-561-007 (9:00~18:00/ + H#L H X O YK % H % &
<)
FAX : 0120-561-047 (24 M52 1])

T30V R3RY 54 0kREH
AR X TR, 584 —-6—15
http://www.glaxosmithkline.co.jp

® : BEEREE
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1.8.2. ZhEE - R EB L OZF ORRERML

1.8.2. %hik - BRB LV FDERTERM

1.8.2.1. 2KE - ZHR
ZIHE « IR

TS VERAZEME R R (1B MR X8 - RIE) D&KEBZEMEE | 2L < SHER OREfE (K
RFFEHPER AT = U A S QMR REREHPEW A By RITEAI O OF H 23 L B 70 355

BNRE - DWRICBIE T DM EOEE
AFNTENEPATEVE R B DFER DO RIVE BN D Z &,
AFNTABPEPAZENE R A O R O SRR 2 B RY & LT3 2 384 Tl

1.8.2.1.1. hEE - RO TEER

T A7 VY=g KB (LUF UMEC) /B 77 mr—/L h) 7 = =/LEEREE (LT VD
Bl AR (LLT UMEC/VD) (ZRFFRIERMEL AN U 25558 (LAMA) Th
% UMEC & RFRFEIERME B il3E (LABA) ThH 2D VI DEAHITH %,

ZEH] COPD (Zxt 3 2 WL D BEEIX, eI K OVEIEOEOUGE, ORI X
ONEBNAYE & HARTEEIE DM Bk X OERF T % [GOLD, 2011; JGL COPD 2013] , HA
TIEHERE ) SRS CEEOKTE S L ER COPD B IZ 53 2 IYpEIE DO H L &
L CREIRFMEERMESE ZIER (LAMA B X O'LABA) OEHFEHSHIEI N TRBY, A
B D LITIRBN OB EOGHE AR L, BIEEISS U, BRSNS AR T4 225 B T B & 1Y
#9550 b LAMA B X WNLABA 72 E DR HHFF OZHDEA A b Tnd [IGL
COPD2013] , LAMA & LTAE Y =" (FF bu vy aBkWkfad, LLFTIO) | &
—7 Y% (Y avuo=y s B{H) | LABA L LTELRU R (B AT o—LF )R
fet) . AT LAY (Ao FhTa— v A V) S0 ERRIERMR S SRR
ERBENTWD, e - RIT ' L2 R Clik TFRRRORE MRS IS < FEEIR
DfEfR . KBNS, BIERAZEVERR R (BMERUE IR, MiKE) ) . Eoftho 3 T
MEVEEAZENERTR R (BIERE k., Mi%E) OXGEAZENMERE IS < GEIER O] &
LTHREINTWD, ok, AKGBHGERS TLAMA & LABA ORAAIE L TERINT
WD FEFNT 720,

UMEC/VI D% « ZhRIZON T, BRSO TA RF 4 FEEDOEE - DA,
UMEC/VI DFEEBIFE 7 1 7' 615 5 - RBR A L O'E A A D COPD BE 1%
L 7= B MAHRER OFE S % © & 12 UMEC/VI O Rffk 2= % f#5t L 7= Ethnic Sensitivity Assessment
(ESA) ICHSXHRE LI,

LIFIZ, ESA DOifiRds LURNEE - ZhROBIERIL & 70 > 7B RABR AT Z SV CREHT D,
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1.8.2.  ZhAE « BRI L OZ OBTERM

ESA O#ER

UMEC/VI ® A AN COPD [ 1Zxt3 2 A xhikd L VL M4 UMEC/VI DREIREH 7 1
7T AEENSEONTT— X TiiiT 5 2 & ORYEE RS 720, UMEC/VI OFZER
KO EMEICRT 2 RIEZEIC W TR LT,

FIMEIZR T D RIEZAZOHRFHIE L TiX, BHARDOSIN U7z BE G 2R 2 35
mmnwmﬁ%\mnnﬁnﬁ%)%i@AmnM%ﬁ%%mwf@%Ltoit%é
PEIZR T 2 RIBEZOHFHIFE L Tid, AZMEICR T 2 RIEZE2HE L7z 3 3Bk (DB2113361
Bk, DB2113373 iBRds L OV AC4115408 afb%‘ﬁ) WZHIZ T, ARSI LT COPD B %
KB LIV TFHS T TN R ATV (LLF FF) /VIERRBSR 70 275 LD 2
AR (HZC112206 st L OVHZC112207 38R ; 77 BRSO VIEEEZXE) bEoT
BEt AT o7z, ZORE. AARNE BHEEE LR ORICA MR L ORI —BMERR S
n\%%m:%%mﬁéﬁﬁﬁ IR LN o7z, F£7-, DB2113361 Bk, DB2113373
AREEDOPFET — X IZHB W T UMEC B X O VI & 5% D PK B L UPD 1T HA AR L OV
BEEFTEBOREL L T NFEICL2EBII W EEBLZ N, ZOZ b,
UMEC/VI DR 7 1 7' AN A0S L OZ 2o T — 215, BARADOKE
RLLTHwWAZERTELEEZOLND (2547)

ZhEE « ZIRDOERTERM & 7 o - ER R ALK

UMEC/VI OEFIRBHZE 7' 1 777 M I T 5 55 AR O E 272 A2l <

LAMA/LABA FCAFNC#E U 7= Ifi 72 22 EH COPD FBEEM A AAN D X 5 1T HEHENGEE

Shiz, T bR ANEELTEHT 5,

o 40U EOBEMEE T EE

e COPD DJpliE CKRERER T2/ BN PERZR T K 52k < [Celli, 2004]) 73
b D HBE

o BUEMAE L T D £ 72138 ZEIT 10 pack-years UL EOBUYEFERN H 5 (COPD DE KR U A
777y A—) BE

e ZIEFHZE [GOLD @ COPD H'A KT A »[GOLD, 201 1] IGHEDFRE|IZHESE, V
NTHB— VI ARIZHIE LT- 1 & (FEV,) /S HMiERE (FVC) s 0.70 Kl &
EFR] DD EE

o WA THE— RN (LLTFH AT ZE—/L) WAKED FEV, 23 THIED 70%LL T D H
F, ORI, Dl LYHREEOKMAZEEZAT DS (GOLDI) BHEE LTG5S
LT EE LT,

o EEEFMIEWHMES (MRC) OMRREEFAGIEE (mMRC) OA =722 Ll EoBE

o W ARTEA R (ICS) 2o\ T, A7 U —=270Hi30 HLLEIZHERBLE T
WHEE, —EAEEIREHMPICOH T Z L 2R LT,

ZOFER. FEIH VRO KGR RN 5~ D TR E ORI HA%E % H 3 %5 COPD
BEEN L Ie o7z, KA DOFUEIZ IS < /0HH T, GOLD Stage NIHERHE D 46%.
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1.8.2.  ZhAE « BRI L OZ OBTERM

GOLD Stagelll | 43%:;5 J OV GOLD StagelViZ 11%TH v . EE R hMERER O S E M 1X
UMEC/VI % EKGRBBIATT$5 2 L NEE SN D HBRE M Th - 7=,

D OBBREEMICK L, FELA RS Td D UMEC HAR L OV VI BAIZ 2 his o0
TS U722 128 AR OFE R L v SRSz, UMEC/VI @ 2 & (125/25 pg B LW
62.5/25 nug) . UMEC (125 pug 38X U625 ng) BELVI 25ug) # 1 B 1A 24 BH#EE L
TREDENEDFRERIZLLTO LB ThoTo,

7T AR BRI E L AR CTdH 5 DB2113361 iR L OV DB2113373 #kiC

BT,

o  AHBMEOTEIHMmIER THHEE 169 HH D FEV, b7 7EICE L T, 2 HED
UMEC/VI B (125/25 pg 38 X 10 62.5/25 pg) TIEFEHED UMEC £ (125 pg 5 LY
62.5ug) . VI25ug BEB X OV 7 v ARRE L Wl U CREGHFMICAE B R ENRD b

(p<0.004) .

o HEWEDOTEFMIEE THLHEE 169 HHD FEV, b7 7fEHIZBI L T, UMEC 125 ug #f.
UMEC 62.5 pg B£8R LUV VI 25 ug BETIE T 7 B AREE & ik U CHEGGHRMIICHE B2 Emn
B (p<0.001)

o REIRFHMTEH O 45- 168 H H @ TDI focal score (2B LT, 2 & UMEC/VI BTl
TRARBE L I L CERIRMICERZ O S 5858 (Ra 7 oEN 1 LLE) RO LT,

o RIKEHMIE B O 5-1% 0~6 FFfi] O FEV JTEEEMEDOREFRIL FEV, b7 7EORER & —
T 26D ThoToid, FATT DRERTE OIRHREER O i CHEEH PRI A BN R S
NI ToZ &b, 5% 0~6 FFEH O FEV INEFHEF L O 2 LA O g g OFF
IR B DN T 72 CTld e o T,

o ZTOMOFAHIAH OFKE 168 HHD SGRQ ARt A= 7B L T, 2 HE® UMEC/VI #
TIET 7 B AR & i U CRIERINC R E R D3 D, & OTEREER 2R IR I E
FDOHLHAE (MCID) D 41TEMEIT4LL ETH-T7 (p<0.001)

o ZTOMOFAMEE O G 1~24 1 H ORFIOMBEARIICEI L T, 2 A&D UMEC/VI
BECIET 7B ARREL bl U CEEMIC R E 22 2338 b7 (p<0.001)

TIO ZxfH & U 7o R E G 20 B T 5 DB2113360 FBRICIUN T,
o HEEHMIEHE THDHEG 169 HHD FEV, b7 7EIZB L T, 2 H&® UMEC/VI #T
1% TIO #EdS KON VI 25 pg #F & Ll U CHRERHFARIICH B2 BGEDR O b vz (p<0.001) .
o FIRFHEE B O£ 5% 0~6 KEf O FEV, INE F-H4ME @ﬁ% X FEV, F 7 ZfEDORER & —
HTH5HbDThHo7T,
e 5168 H H® TDI focal score 33 L TN SGRQ A= 7 2RI L T, 2 fi&E® UMEC/VI BT
IKEERICERDOH HX— AT A DL OUENRD bz,

TIO % xR & L7 T A% Cd 5 DB2113374 iRz B\ T,
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1.8.2. ZhEE - R EB L OZF ORRERML

o LHRMHIEH THDHHEE 169 HHD FEV, b7 7EIZE LT, UMEC/VI 125/25 pg #C
1% TIO B¥ & b U CTHREGHFRIICH BEREN O bivle (p=0.003) .

o FEFHMHEHCTH DG 169 HEHD FEV, b7 7fEIZE LT, UMEC/VI 125/25 pg Bt &
UMEC 125 pg BED Ll CIIMEHFINCA B EITGRO b holo Z b ThURE
OFHITE B DU TR 22 HERI Tl e o~ 72,

o EERMHEETHDHHEYE 169 HHD FEV, b7 7fEIZBI LT, UMEC/VI 62.5/25 ug #£C
1% TIO B & bh#e U CEUMEMIC K & e B sd o vz (p=0.018)

o RIKFHMIE B O 5% 0~6 ¢l > FEV, JIEEAEICES LT, 2 H&E® UMEC/VI BT
1% TIO #f35 L OV UMEC 125 pg B & Lol U CHUEAIIC R & 72 dGER RO b
(p<0.003) .

e #5168 H H® TDI focal score 33 L TN SGRQ A = 7 IZB LT, 2 & D UMEC/VI #£¥5
J OVUMEC 125 pg BE CIERRIICER O H D=2 T 4 VD DUENTRD T,

L EDED S UMEC/VI 62.5/25 pg 3 £ OV UMEC/VI 125/25 pg 13 4% FE ~fi b C i D
K[FPAZEE & D2 EH COPD A ICB W T T &R & el L CHilgRER L OYER O EN
RO B, FH BRI E U THEE SN D TIO & Hll U CHiERE DL EN B bz Z & &
V. KElO%hRE - 2hF A TEBMEPAZEMERRE (BMERUE SR - IRE) OX0EAZEMEREC
S GHIEROREMR (REFHERTER AT U &l K QR REFRIERPER A B, RS o O
DLBIRGE) | ERIE LTz,

1.8.2.2. 2hRE - ZWRICEIET A EALOEEICEET S EHEN

AARDITA BT A 2 TIEHEED LR TR EDOXILAZE L b DL EW COPD B IZx%f
T2 IEEO L E U CRGHERERE ILREO AR HE I hTns [IGL
COPD 2013] . UMEC/VI [ZERERMERE ILRETH Y | LEH COPD BE KT 5
EMEIHICHEH SN EAITH Y . HEREOAMEIAERE L TERT2EAIClERnw & &
0. TARARNTEMEPAZEME MR B OIEROEMEEICHWS 2 &, RENTIEMHPAZEMEMZE RO
HIEREO MR A B L U TR T 238K CIE2V, | Z406E - 2 RICBIE I 5 4 E
DIEE L LTRE LT,

BEXR

Global Initiative for Obstructive Lung Disease (GOLD). Global strategy for the diagnosis,
management, and prevention of chronic obstructive lung disease. Global Initiative for Obstructive
Lung Disease (GOLD) 2011. Available from www.goldcopd.org.

H ARER #5524 COPD H A FZ A > (JGL COPD)% 4 MiVERLZE B 4. COPD(18 1 B ZEME: fifi y52
BYZW EIBRDTDDH A KT A 2 54 ed BT AT 4 VL E 2 —4E; 2013.

Available on request

Celli BR, MacNee W, et al. Standards for the diagnosis and treatment of patients with COPD: a
summary of the ATS/ERS position paper. Eur Respir J. 2004;23:932-46.
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1.8.3. HE - HEB I OZORERIL

1.8.3. Mk ARBLUVZFDRTERM

1.8.3.1. A% - AR
WE . EANET e ) FE TR (VA7 V=g hbLT625ug KO ET T
n—/LE L T25ug) #1H1EWAESLST S,

AL - AEICBEET 2R EoFEE

BAEITR L. AR OO L0 AR, S IEFEOEE Z2BIEH BT 2 ik
NHHZ LRI, AFZ 1R 1HEZRD~L ﬁuﬁfﬁ%&:%ﬁ)@%i 5 (1 B 1[A%B
ATEELR2NWED) BEEEE25Z L, (THERERNEE] . hEEkE) OHES
&)

1.8.3.2. A% - AROBREER
UMEC/VI OFELE %S Td %D UMEC 8 LN VIIZ DWW TENE N &% ERER 2 90 L |
Z DFEFIT IS W THE I THEET 5 UMEC/VI BLAHI O B 438N L7z, IR T
UMEC/VI @ 2 & (62.5/25 ug 38 X OV 12525 ng) % EE 2 H R ER [4 ﬂi@%MﬁlW‘ﬂi
[FAFER (DB2113361 3k, DB2113373 3R, DB2113360 #fiis L O DB2113374 #5R) ] |
BWTHE LSRN S UMEC/VI 62.5/25 pg 35 5 UV UMEC/VI 125/25 pg DA MER L O%
BENHER SN (2544, 255.1)

T2, BAAB LA ADOEEEYERF 12T UMEC B LU VI © PK 3 X OVPD (Z[H#E
LR D RIBENHER I NPT 2 e b O HEs e RO RIC I D BN L7 &
Wz, BIAEEREILFERR [ A oM 2 55 (DB2113361 Bk, DB2113373
ABR) B X ONAC4115408 3R] (TR LB, ﬁxja B D RIEZEZ NG L7,
F LM D BRIEZOBRTFHIE L ik, Aok fé&##%:*ﬁdw_ RBR

(DB2113361 7Bk, DB2113373 ikl L OV AC4115408 aft%ﬁ) WA T, A SMLT
COPD B& Zxt5 & L= FR/VI KBS 7 1 77 20 2 @ Bk (HZC112206 #Bik LY
HZC112207 ik ; 77 B AR IO VIEELXE) a0l 7o, £ORE, AR

EHBREEM OBICA MR LRSI BN RS, BRMIICERO S 5 RiE~E

ITRO Lo T2, £7-, DB2113361 iR LU DB2113373 RER OO &7 — Z 128\ T
UMEC :FoJ:U\VI%EEL%}f@PK:FoJ:U\PD IZAARANS LORHERFE LM Tl L T
BOANEIZE BT WEB 2Bz, 2O EME, UMEC/VI DKM 7 v 7 Z A
EXNR E%fjﬁfﬁ R L ONLEHDOT —Z1%, BARADOFREREL L THWAZ LN TESLEE
bbb (254.7)

MMZTHARNDLEMEIZ DWW T, A TEE L 52 BREOEMEGRBROT—4% L0,
UMEC/VI 125/25 pg DEEMEIL BRI TH D Z LR STz,

ML - HEOBERIL L 72 o 7o 25 T X OEIHERERIC W T, LUTFICRE#T 2,
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1.8.3. ML - HER XIUZ OBGEMRIL

AaE
UMEC D5 HmD:RR

UMEC O 5-[IfEOEIRIL, COPD BE A KGR L Lz 2 RO%MIE NAHHER (AC4115321
BB L OVAC4113073 3ABR) (BT 5 1 A 1[EERSG L 1 B 2 EEGOEIC X D BRETEh
72o AC4115321 RBATIZ UMEC @ 4 H& (15.6 ug, 31.25ug, 62.5ug B8L O 125pug) D1
A1FE, BXPUMEC ®2 HE (156 ugB8LU3125ug) @ 1 A 2[E% 7 ARES LKGET
L7-, F72 AC4113073 #ABRCTix. UMEC @ 5 & (62.5pg. 125 pug. 250 ug. 500 pg H &
1000 pug) 1 H 1[FE, BEXRUMEC @ 3 & (62.5pg, 125pg XL 250 pg) D1 H 2
M4 14 HEG UBGET L7,

mRRER & BT, 1 B 1 [EREREO 24 B 7= 538t FEV [EOHEE ML, 77 'R LD
Lol T 24 RFfIC 72 5 — B L7z FEV EOUED R S/, £72, 186t FEV [ED Iz E
WTC 1 HHENRUSEA, 1 B2EESIC1 B 1EEEZ EEDX2T7 4 v MIRD LR
Mol, Lo TUMEC O GMEE LTI HIIEZER L (254.1.1., 2.734.1.1.) .

UMEC 0) FAR:EIR

UMEC O E#IRI% COPD B 255 L Uiz 3 ADO% IS DR (AC4115321 :RER,
AC4113073 3BRI L OV AC4113589 3BR) 35 KOS IAHFRER (AC4115408 3BR) 12 LV Mt
Sz, % MAHER Tid, UMEC @ 15.6~1000 ug ® 1 H 1 [E#5-Z2 a1, Z Ok %E
UMEC 15.6 pg~125 ug ® &2\ T FEV B HESOSEDFRD Hiv7z, UMEC 15.6 pug
BELOUMEC31.25ug @ 1 B 1A% 513X UMEC 62.5 pg LA EO & & bl L Ch3E»R55 <,
FEV, b7 ZMEICERRIICER O H 2 WEN G B 5 ATREMEIFE 2 o 72, £ 72 UMEC 62.5 g
BELRUMEC 125 ug @ 1 H 1 [ 5-TiX UMEC 250 pg VA LD & & ZIZFRFRE O FEV, b
T 7 EOUGENG LI, EARMEIXES TH o7, UMEC 250 ug ML EOHETIIAES
BOFRBBEENE L Ip o722 L5, UMEC 62.5 ug 8 X ONUMEC 125 ug @ 1 B 1 [m[# 523
HIWER L OZEMEOB AL E@E AR L L TEIR L=, UMEC 62.5 ug 3 X UV UMEC
125ug ® 1 B 1EEGZ X0 EY (128/) ([2hico TG LA X OV a2 it
L7 AC4115408 S BROFERIZ N A ZFFT DD Th o7z (2734.1.1., 2.54.1.1) ,

VI O 5REORIR

VI O 5-RIFE ORI T, Wit BABE 2 x5 L Lz HZAL13310 BB L W gt L7z, Z 0RER
TIX6.25ug, 125ug, 25pugl A 1EFRIPVI625ug] B 2[RZ 7 &S L, 1 B 1B
HEEE 1A 2[0SO VI O 7 Z 2RIk 5 2h 582 5 L7z,

AR Tl B5#% 0~24 IKe[H] D FEV INEEHERBS L OVFEV, b7 7EICBE LT, 3
TOMETT T BAR &I L THENFIICH B TERB O BEE R 28, VI12.5 pg 1
A 1[EEE & VI625ug 1 B 2 [5G TR 5% 0~24 FEf O FEV, ITE FHMHEICA L7
T2 bTNTHY, 1 BHENAFULETIZL B 2EEGICT A 1B S%2 BRI Xx% 7
4w MIROLNRhoTe, KoTVIDREMFREE LTI A TEZERLE (2.54.1.2.,
2.73.4.12) ,
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1.8.3. HE - HEB I OZORERIL

VI O ARRR

VI O FEFRIRIE 2 RAO%YIH AR (COPD B# & x4 L L7 B2C111045 RIS L O
e BB & %P4 & L7 B2C109575 3ABR) 12k W it L7=,

B2C111045 REATIL, IR EZXBE LT, VIO S & Gpg. 6.25ug. 12.5 pg.
Zﬂgﬁi@ﬂwg151@&5)@@%%ﬁﬁbtoE%ﬂﬁ@ﬁ?%éFEﬁ%?7ﬁ

. T RTOHBETT 78R EOFEFHFIAEZEPED biLlen, ARBRIZBW TR %

ﬁﬁ”éﬂ*ﬁﬁiﬁﬁ% (130 mL LA L) 23380 5N7-DIE VI 25 pyg BE VI 50 pg DA TH - 7=,
S HIZ, FEV INEFHME (Feh-% 0~24 FF[#]) | 8 FEV, fE36 L ORI OFI& 25
LRIV H 36 X OV OO G MEDOTAME B IZ DWW TH, VI25 pg B8 LTV VI S0 pg Tl
VI125ug LFOMHEL Y S LN RERUENDBO BT, VIOT X TOHETARME
ERIFChoTe, U EOFIEORERB L OER2NT 17 7 A VG BIHHETHRET 55K
AR L LT 25 ng 38R L7z, 72, B2C109575 iBROKE Faix, B2C111045 sBRDFE
REXFTOETH- (25412, 2.734.12) .

UMEC/VI O ik - AROKREE
UMEC/VI OB IRERRIC & 1+ 5 AR OIREE

UMEC/VI ® H EiEPUTFHE MAHRRIC BT 5 4 RO EH G 25| ’:Jﬂsmﬁﬁfﬂw:o
DI LT TR EXEE L7- DB2113361 #lEhEs OV DB2113373 #BR 2360 Tk HE
K. SGRQ GEF A =7 36 LUK F O PRI DA RHmIE H (2B L T, UMEC/VI @ 2 ﬁﬁg
X7 7 AR L g L THIRNICERO S LUE L /R LB, WTHOFEEB 2B N T
2 HEMOBRICH LN RETIRD SN hote, £2F4 hu vy a8 {ehkFly (LIF
TIO) %% & L7z DB2113360 553 L O DB2113374 3Bk 12351 C UMEC/VI 62.5/25 g,
UMEC/VI 125/25 pg % TIO & [Al— RN Tl L7z, 246 O TlZ UMEC/VI 62.5/25 pg
B L OVUMEC/VI 125/25 pg & TIO & ORI 72 bl (FEFHIRATIZ & & 720 Feif) %:ﬁb\
JiBSEEICRI L T, 2 HE L BIZ TIO % ERISFREZ /R LAy, 2 HERICH 6032 21358
S oz, LLEDOFERNS COPD BEF IR 5 EiHE & LT UMEC/VI 62.5/25 ug 73
REE T,

et

UMEC/VI X LAMA/LABA BL&AITHY . ZhEho aﬁl BT D EALFEMERIT L <R
HMINTWD, UMEC/VI DI T 2 & O ZRWERIZ L 2880 U % alRetkiz o
T. UMEC/VI DEFIRBAFE 7 = 7T _:?ob\faﬂﬂﬁ%ﬁoto ZDOFER, UMEC/VI D% 2k
777 ANt LAMABEO F/2IX LABA OEEMO 7 J A7 =7 FEBBivh—%
LCWe, 60T —#1%, COPD FBHFIZx L UMEC/VI 62.5/25 pg 35 & UV UMEC/VI
12525 pg # BRI ETEL 2L 2R LTINS,

Fo, ENEHEGHRBRICIBWTHAAND COPD EE-%‘ (2% % UMEC/VI 125/25 pug @ 52
BRIBE GBI 2 ARENRHR SN (25.5.1) , HEEHREZET 2 O UMEC/VI % 24
WG U7 B8 e /R W T 2 HERN :ﬁ@ﬁzi@*ﬁiﬁﬁm\: Enn, Ok
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1.8.3. ML - HER XIUZ OBGEMRIL

RIZTAARANIZIEBN TS UMEC/VI 62.5/25 pg BN EHIHE GICB W TEZ M EOBRENR 2N &
EXFETHEE LD (2551, 2.7.3.433)

LbEDZ &6, COPD BEFICXHT 2 AAOME - A&EiX, EWNSCR—HREEZ®IRT 5
TEMRYETHDLEZ L, AFIOME - HEEZ @Y., kAT, —aex ) 72 1RA

(DA77 VY= hELTRSugERET L Ta—/LE LT25ug) %18 1 EWAFKS$
%, | LT,

1.8.3.3. A% - ARICEEY SR LOIROBEIRM

AR OWBIE DRI T 57 — X IXEERRBRO LA LN TV, \EREICED . A&
AA Y R AREGUEE I K 20k (DR, HRRFHEIE S R QIR 7R &) <0 By L

R OFEHLRERNC X 25ER R, REAR, Rk, BUR & OWEiER &) ARBLT 5%
b s, £72. SME AR ALZ UMEC/VI 500/100 pg % 1 H 1[5 10 AR A&KS- Lz &
= QT MRIEERE O biLizd T, [HRFITH L, AAIOBEOMHFIZ LY ARFENR, 51k
LOEERBEWERNRET 2ERENH D 2 L 2B, AF%Z 1B 1[ERD L [FEUR
BHICRATDED (1 B 1EZEXTEELRNVWEY) BEEEE5E2D2L, | EBRELE,
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1.8. 4. FHLEOEE (8) BILUOZEOREMRIL
1.84. FARLDIE () BLUZTOREHENR
FEALDIE () R EAR L
[#£2] GoOEHFIZITHRG LAV L)

(HFAZEmARNEORE [(Hia ) ERICE Y, IRES ESFL
SER B IR BENLRH D, ]

QBB REIC LD PEREEN S BB [Hia U AEHIC X
D, IREAZFERTDHDEENNDH D, ]

GYARAN DRkt LiEBUE OREERED & % B#E

(D). @)L=V o HO—fEHEE
FIEHLE L CRiHi LT,

QEHK M O—MANEEFHE L
TROE L7,

e - HRICEET SERALOIE
() AANTNEVEPAZEME R B OFER ORI FRICH WD Z &

QAANTNBIEPAZEVERT R B OB ERF O BEIER 2z ARy L LT
2 A TIE R0,

M. @

ASHNX 22 T H N PR ZE A i B
OFHEEIZfEH S 5 3AIC
H 0 BVEPAZEMENIE B OBy
FEOSMEREE L TEMNT 5
AN TIT2NWZ EMHREL

776

A& - AEICEET SEALDEE

BRI U, AFI O E O FIC L0 AR, DMEIREOEE
REWERNRERTLGERENSH 2 2 L2 BRI, AFl2 1 H
1 [B72 2~ A CREMIAICRAT 5289 (1 H 1 [EE#Ex T
51L7xnWk)) BEE2E5E25Z L, ( TEEZREARER] .

AF R L5 E, &
JERAFREAI A E NS L % R 700
P OFBUCE D EHRMEN S 5
72 AFIOIERIZ 24 Ry FEfL

NEERE ) OEZMR) THZEmG, 1T H1IEEZ#B2T
FRLRVWE D EEMES 50
BENHDH I ENOHRE LT,

[EALDIEE]

1. EE®E ROBFEITERICKREGETHI L) INLOEEBERTHHEET

(D) FR IS RE TUHERE O FB3T [ FUIRARMSRE TUHEE OEIR 2 b X
TorBZENRH D, ]

QULERERTHEE (Bl AEHICE D OARE, LEM
g, WIAMUESN R B UTE(L T2 BENAH D, B, HIKLLIE
FIZ X0 R=EMEAR, BIAMGHESE O REEARD 5B T AL
THEBENEH D, £2. QTHEEDNKEITHEBZENND
%o ]

QEIMEDESE [(MEE EFIE2I23R8ENMNRH D, ]

DFERIFOBE [ ED B AA 535 & MpEE?
ERILZBENARH D, MPHEEE=2V T 57 EE
HICEGETLHZ L, ]

GRINRIER D & 5 BF [HEREENEBT 282101 H
%o ]

I AR OFHLRME LY
[ ] RITRTERARE A 6h

DT EMBRRE LT,

2. EEGEARHKEE

(WAFNISEE S BIGRZ BEg & L7 RI TITaniz, [E
S BIBRO BENZIIER L2 & s, &8 > E
A BF L7 @M PHIEME I R B (AR 2 i 2 Bl
T, KESNEOEHEN IO D LRSS L,

(D)AHNT RS S B a9 D 3H
NS EAA AN %g&hﬁ; L=,
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1. 8. 4.

A EodE (%)

BLOZ OB ERIL

FERLDOIE ()

R EARHL

Q)AFNTBNEHE OB Z BN L L TR 6§, 1@VEPAZEM:
RIS HER & ZE SH D T-0I2iE. Az L T
BETDRERS D, T2, AL - RSBV IEL
MLUTHHRDPBD LRV EITIE. AFIDNE Y TR
EEZBNDLOT, BARLEE ZfkcE b9 5 2 &,

GYARHFN DAL AT BMERE IEEN D LoD DD
Bo ZD LD IREETIX, BEDEMMNE NI D THEMN
N D DT, KEENRD SN HEITIE. BEHICK
oG 2HIE L, BEURAEEZITI 2 &,

@B E AR O 2 T 72856, AR, HAIC X0 OME Ik
FRITBZENLRLDHDOT, Ak HEZBELA TR L
WEOYHEETLHZE, ( NBERE] OIEBK)

QAFNLBPEIE R 2 00 T
S D EATII RN 9,
MR OMLBENH D Z &)
LRRE LT,
72720, k- HELEBVIE
L < fikfife 5- LT Hah 2R
O HNRWIGEITITIEIR & #
52 fkfee L7 XD ISR
ETE2MERHDZ LD
ELT.

QYE¥FET—% v —k
(CCDS) ¥ X USHIKDOIRNF
GEESEIC, KEIRAEZD
KB X A~DORI A B8 LTk
E LT,

(AFN 2 WS I L7234
ARBEAPRRAPRAERIC L D EK
TR B ORBLE B fEkRiE
Do DT, RFOIERIL 24
B2 2 b, 1 A
1EZE2 THEALRNED
HEEWMETIVNENDHDZ &
MBBE LT,

tHE{ER

v rrua—v ) 7o o VEERIEIE, & LT CYP3A4
TRIFFEND, /-, UAZ VD= BT ELE LT
CYP2D6 T & 5,

BERER (BHHICEET D2 &)

CYP3AA[HEERZH T HFHA
|7Vl = ey VN N B e Sy 7 5
B IZFE1C CYP3A4 T &

n, rhary—nofti&

E2RE% GRS - HE AL | BF-RRRAT Hizkvhveogryue—1omh
CYP3A4 B fE | ¥ Py = G | CYP3Ad i2 & 5 1% BRI L OWERH
HEHT 35 OF) ##H UAER | #rEHExh 2z . BVt -
bt FREBERICEL | ZlokD, ©5o 5 EMBRIE LT,

b gy | T IFOES LR | PR Lo mTe B T B
GgoE @ | BTV OBREEOE | EN AT 5 TR BRAKIZENTET T 1—
3 MR 5 1 fe kD ﬁﬁﬁfn(éi vEBE L, AR GICEY E
Ty | RENDS. E?ﬁJQ“? T T a— )V OEHBEETET 5
S - — BENRDHDLZENOLRIEL
B B ST R-LOE | B EERCECT 7
AREBETs52h | B9 -k —° .
M5, BATE, QT HRERZECT &ML
aT BREEs | QT MBAEE L | VwThe QT Mg NTLBEHA
wodorpa |LDERTERSFOY | #ERI YL B, FIFLF D — Mg 72 = & L.
3+ - o[ 3 B 9 =
shtussa |7 2EATAbE HEeL. (LE WL QT A ER S5
RTERE. = ) AREMER B D Z L HRREL
BRE S 2FE 726
4. EIfER

BB MAH E BRI R R R AR 2 SBRIC B\ C, REIKL DT 2 7
YY=v A (UMEC) /BT 7 r—/L (VI) 125/25ug*)’
Behanrz 816 (AN 39 BlEETe) o616l (7.5%)
(CEER AR E 2 G ORER ARG Shiz, 2012
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BILOENEYBGHEBROM®R
IZHE3%, CCDS #& &R E

L7,




1. 8. 4.

i EorEE (

%

BILOZ OB ERIL

FERLDOIE ()

R EARHL

DIE, B 76 (0.9%) . BNEERTH] (0.9%) |
Bl (0.7%) . BRTEEFE 561 (0.6%) ThH-ol,
FENEI#5RBRICEHB VT, UMEC/VI 125/25ug* A3 85 &
72130 il 8 il (6.0%) \ZREARARAE S 2 5 Lol /E A
DG SN, FOERLLOE, miE2 6 (1.5%) TH
o7, OUKGREE)

%) ARFNOAR S - HEIX, UMEC/VI62.525ug 1 B 1
BITH D,

IZWK 6

(HWEXLEIER
DEME FEEARH)  LDEMEINERTLIZER”HDH0
T, BENRD OSNEBHAIITEEG 2R L, @O AE
1o &, (MEEES) OEHZHR)

Tz, EBEMEE LV LmE
FELOREBEY 27 L OREM
MBD LN TWNDZ i, K
WCHEBEDLEREIER E LT

LOEHE) ) 2 TEKZREIE

Al OIEICEHEH LT,

Q)T OtDEMER
0.5%L) SR
R W
EEBE | ER
0 28 0
M (S O {EH
) WA DA TR AL T BRI S C I BEE R & L=,
5 BRE~DOERE

— R EERE TITABERERENME T L CWDH DT, BEDIRRE
BERLANOEELHRET 2L,

rR A (269 D — A 7R A
f & LTRRE LT,

6. iR, ER. BILBE~OBRE

(DS SRR LT D aTREME D & B i N ICiE, TR Lo AT
PR ERRYEE BRI i SN DGR ICDOREET 52
L, (707 —nOEHEOWAITE FHE5IC X
0. UHXOBREICIRIEGFE, DHERREOFT ALK URE
MHINWE S TWD, ]

QR O NTxE L TiE, BE T D AK O EENE A B E
L7z ECERAOHIES B WIEARA OS2 F kT2 L,
[Ty NOBRAMICE T T — A2 RAOBE5 Iy 27
Voo hEBRTHRELZE X, £% 10 BHOBARMIES
WCET T a— I A7 ) V= ARt ani (%
nNEN 154 BLO 254 61)) , ]

(D, 2

TEIF 3 X OB ILIR 63 2 g R
BRI 70 < VRIS L
Tz, FEERRFRER T4
LNT-ATRICESERE LT,

7. NREADERS
A ARE I, B, SLIE UM 5 2 tEidnE |/ NIRRT 2 AH O LR
SELTWRD (BEARRER D 72 0N) 1370 <, BRI LT
W2 EMBERE LT,
8. BERS

BuE - EK AR OB ER LI, Hia ) oH oK
AOPERNC K DR (AR, BLARETRE S X OSERSE) O
FEBLRC By HPHAN O REZRIEMIC L DR AR, A
IR, PRk, SR K& OVEss) AT L8NS D,
F 72, SMEERERALZ UMEC/VI 500/100 2 g 2 1 H 1 [A]

CCDS #&E(Z, MER5EFED
FEREICHOWTEH LT,
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1.8.4. M LOEE (B) BLOZOBIERML

FERLDIE () R EARHL

10 AW AB G LTz & & QT MBRIER A0 bhviz,

( TEEp@EhRE] DEZM)

WE : IHERIEZATO L L BIC, REIISLTEREEE=
A—=4BHI L,

9. BRALDEE
ARENL AWEN~OBAE HAZ D BT 2 2 & (WIRL T |CCDS 38 L OB DIRM LEHEE
LSRR LR EREFEE T, BECELWER (BB L.

TiEw AT 5 2 L,
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1.9.

1.9. —BMARICRIXE

ARFNTEFEABLA R OT-DFEY L,

BB, REOHEHES THLUAZ V= AR MBIV Ty Ta—L b)) 7= =)L
FERRIE O — AL, LLFO L B0 THD,

1.9.1. DAY DY LRIEY

1.9.1.1. JAN
Rk 24 4E 11 A 2 AAFERAHRAS 1102 55 2 512 L v i@m S iz,

JAN :
(AA4) DAY= NEAW
(& 4) Umeclidinium Bromide
b¥%4

(RAA) 1-[2-( R PN A X INTTFN]A4(E FrF VT = =)L A F)L)-1-
T =Ty ru22]|77 2 Bk

(. 4) 1-[2-(Benzyloxy)ethyl]-4-(hydroxydiphenylmethyl)-1-azoniabicyclo[ 2.2.2] octane
bromide

1.9.1.2. INN
WHO Recommended International Nonproprietary Names: List 68 (WHO Drug Information ,

Vol.26, No.3, 2012)(Z umeclidinium bromide & L CILE# ST\ 5,

1.9.2. ESyTOo—IL Y 7z )UErERE

1.9.21. JAN
SRR 2445 H 17 BAPRAEAFE 0617 25 1 52 K 0 A S 7.

JAN :
(AARA) B r7a—L k7= = VERRE
(& 4) Vilanterol Trifenatate

b4

(AAA) 4-{(1R)-2-[(6-{2-[2,6- 7 m m R VA F L] hFTPAF I
7 /]l FedixoFil2-(E Frd o AF )7 = /) —)b
—(2,2,2- b U 7 = = )LEERRER)

(& 4) 4-{ (1R)-2-[(6-{ 2-[(2,6-Dichlorobenzyl)oxy] ethoxy} hexyl)amino] - 1-
hydroxyethyl} -2-(hydroxymethyl)phenol mono(2,2,2-triphenylacetate)

1.9.2.2. INN
WHO Recommended International Nonproprietary Names: List 65 (WHO Drug

Information, Vol.25, No.1, 2011)(Z vilanterol & L CI#E ST\ 5,

Mar 27 2013 17:20:54
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1.10. @ - BERFEOREREEHOE L

1.10. HE - IRFOHEEEFERHOFTLY

b4 - B4

i o

ZIRE - 2R

1B PEPAZEMEMIZR A (B UE SR - AUE) O 50E PAZEMERRE (2 55 < FHIER
DFEfE (REFRIERITERAGT= U Al K QSR ER A PERON B, R o OF 1 235
YVERGE)

ik - &

W AT/ —ae 2 Y FZ IR (VA7 V=058 LT 62.5ug KDY
v 7a—/~E LT 25ug) &1 A1 BIRARES S,

B DFRE

il kO

Sy - R

JRAR
TR V=g ABAMBLIOET T a—v Y T = = LR

A

7/ —uaxFE TRAH, [ 30 WA

1 7YV RE =BV L TORSY « mEEENENEAT L7V AZ—% 7 (7
WAM) F721330 GOWAM) A327VAZ =AY v 7HR 1 K04k
Thansd,

ORI YTV LB 7420g (DAY U= N LT 62.5ug)

-7 ru—)L s 7 = VR 40pg (BT 7 e—L 'k LT 25ug)

Apr 09 2014 17:39:51

(<)

1.10 - p. 1




1.10. @ - BERFEOREREEHOE L

g A7 )=y 5B (LLF, UMEC)

2k R D Bt B WA (ng/kg)
7 vk > 3418
A X > 3430
RAERYS | BfE REHIH RS B b & HEFME
(ug/kg/H) (ug/kg/H)
7wk 13 i A 38, 102, 288, 924 288

>38 : MESAD - AV - e EAE, S/ R E O M 7
% HE R (MERE), T B O AR 1E ; 924 BR<)

> 102 : SNE/ERPEDRIE B (HERE), REHN&E - B EO
AEA (1)

> 288 : MEIEAENE RO R ERALAE - RAE, S/ S E O RE E
B ML ERz DM FRA . FBAT B R O A ()

924 : (REIGINEDOAE, MR M EREL O AKAE ()

7 v b 26 1A WA 87.1, 289, 987 87.1
>871 M@iﬁébu;@ﬁﬁn‘ MEREHERE DA M - 5, R B Ab
TR, RNE- B A, P/ e ORI T Bk - BE K (of
ﬁﬁﬁi%\’faﬂ)\ BAT ERGEIE R, BliD~ 27 a7 7 — D
M RTRREEZ S T0)
>289 @ sE/EI S EDRAT LR DR B AbA . W R D28
A, KB DB O R EREACAEERE),  Sze/ml sz o3
Wy RIE. GFEERYEEURIBEONCKE), SiE/R e O b R 28 - B
L MR E R D RO B R AL AR ()
987 : SLNHFE DML IE T AL - AR (HERE),  AF P ER S - 115 IR 3B D
B, She/R B e N b R 28 - FAE @WL&@}%ILWEE
(H), MBI A B Te), SVE/E SR DB MW - RIE, 4T
e I FERT 1 0 (1 )

ptE GRS RG5REK e b FiliE
(ug/kg/H) (ug/kg/ H)
A X 13 1 ON 40.7, 187, 1070 1070

>40.7 : Nig, Simrcf, WEECGHREEZ S Te), SUMER. RikE
b, ERGEMEEE, M, KE 7R ORI LR A TS EM
Jad2 il RIE 72 E)Cof HREE & 5 To ) (HERE)

1070 : DAECEMN, FEAEIRAPE RIENR OIS, cTnl BB (HERE).,
REH PR D LR ERLIR) (1)

A X 39 i /IN 109, 421, 1002 109

>109 : 08, SEAEIRGHEEEAZ &), RITCHEREZ & 1), #K
15 - KBRS - RSV O SR BUEFE (IR, TR &R . kdaEasin
(MERE), RIMERRNT A—Z(~ET B, ~~v 7 U v b,
AR BRSO DA (BE) CoFaZ8E N (i)

421 : BRI BE SMA D BE ST B AR 2% (1)

>421 : FRGE(MEEE, SFMORPEEZIL(OD A, 18IS, KT
ERAVA, RIE)(MERE), DAAEE ), FE TR AR EE AR O
TH(HE), cTnl &l (1)

1002 : 1fin o R FE 2 3R O @B (HERE) i i B O AR (k). R
TR EE R O Je (1), e BNIRIML A BESMA D EEFEME B IR J . i
FEN IR 0D 2% J7E A Bl 321 - PN B T ()
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1.10. @ - BERFEOREREEHOE L

v u— 7 o = VEERREE (DL, VI)
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42.1.1
GSK573719A: In vitro Muscarinic Antagonist Activity, Binding and 200445 H s s -
CH2006/00020/00 Calcium Mobilization at Cloned Human Receptors ~20064-2 H GSK (UM) 4 FEPIEERY i
Pharmacological characterisation of the binding kinetics of [3H]GSK573719 20124F2 A
2012N138876 01 |and [3H]tiotropium at the muscarinic acetylcholine receptor subtypes M2 and| — ~20124F4 A GSK (Stevenage) N PN R ER i
M3 (20124E6 H 2ET)
GSK573719A: In vitro Muscarinic Antagonist Activity on Human Bronchus 2004581
CH2006/00014/01 | © e & o Bath & Y ~20044F9 1 GSK (UM) 24 FENE R it
g (20124E10 A &43T)
GSK573719A: Functional In vitro Muscarinic Antagonist Reversibility 20044E11
CH2006/00015/00 |Profile in Human Bronchus and Guinea Pig Trachea Using Superfusion GSK (UM) HEs+ &R FEAMG
: ~20064F3 A
Organ Bath with Carbachol Challenge
GSK573719A: In vivo Effect on Methacholine-induced Bronchoconstriction 200447 H 5 e =7
CH2006/00018/00 | * W 200621 GSK (UM) S FEPE R Al
Effect of Intratracheal GSK573719A on Acetylcholine-induced 200449 A N - -
CH2005/00954/00 Bronchoconstriction in Guinea Pigs ~20064F2 H GSK (UM) 1St FEPIEORE ¥

Apr 10 2014 16:19:32

1.12-p. 1



1.12. RfAHER—%

T 54 1 seceinn | smems | wem | mass | UL
GSKS573719A: Effect of Intra-tracheal GSK573719A on Acetylcholine- 200448 A N e -
CH2005/00953/00 induced Bronchoconstriction and Bradycardia in Guinea Pigs ~20064-2 H GSK (UM) 4 FEPIEERY i
GSK1761002A and GSK339067A: In vitro Antagonist Potency Against 2003412 A N e -
CH2009/00016/00 Cloned Human Muscarinic ACh Receptors ~20094-5 H GSK (UM) 4 FEPIEERY i
42.1.2
. - . 20044F9 H . ; - -
CH2006/00030/00 |GSK573719A: In Vitro Receptor and Ion Channel Selectivity Screening ~2006%F4 - (77 R) sk FEPE R R
GSK573719A: Effect of Intra-tracheal GSK573719A on Acetylcholine- 200448 H 5 - =7
CH2005/00953/00 induced Bronchoconstriction and Bradycardia in Guinea Pigs ~2006%-2 H GSK (UM) 151 FEPIERE ¥
42.13
) . . . 20054F9 H
VD2005/00625/01 ijﬁiﬁé; tgi/; ﬁ;’;ﬁ: gsg;‘c’iﬁaggugt]iffecm Following Inhalation ~200641 - wisk | AR A
(201248 H R T) (T )
GSK573719A: Effect on hERG Tail Current Recorded from Stably 200544 H s e -
FD2005/00109/00 | " HEK.293 Cells 200548 1 GSK (Welwyn) 24 FENE R Rl
GSKS573719A: The Effects of Single Intravenous Administration, of a Range 200544 A GSK
. ’ 5FER 3 7 =
FD2005/00167/00 of Doses, on Cardiovascular Function in the Conscious Beagle Dog ~20054F11H (WelV\VN};I;i? o w R o
GSK573719A: Acute Effects on Respiratory Function Following Inhalation 2005591
CD2005/01385/02 | 0 0 DRt g ~2006%F1 1 248 AR FEAl
(200642 H 2 T) (T )
GW642444M and GSK573719A: The Effect of Single Intravenous 200849 A GSK
: s FUR 3 s =7
FD2008/00365/00 Administration, on Cardiovascular Function in the Conscious Beagle Dog ~2009434 H (WelV\VN};I;Z? o o e -
4221
Validation of a Method for the Determination of GSK573719 (range 0.10 to 2004124 N [ -
WD2004/01614/01 | 6 1o/inL) in Rat Plasma using HPLC-MS/MS ~20054:3 1 GSK (Ware) st FLPSER il
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. S L 20054F4 H
The Abbreviated Validation of a Method for the Determination of ; . -
WD2005/00426/01 . . ~2005%-6 H GSK (Ware) HEs+ HNE B A
GSK573719 in Rat Plasma (Range 0.1 to 100 ng/mL) Using HPLC-MS/MS (201149 A 3T)
The Validation of a Method for the Determination of GSK573719 (Range 20 201144 H 5 s -
201INT14275_00 to 20000 pg/mL) in Rat Plasma Using HPLC-MS/MS ~201149 H GSK (Ware) st FEPTEDRE ¥ i
Supplemental Validation Data to "The Validation of a Method for the 2011459
2011N128044 00 |Determination of GSK573719 in (range 20 to 20000 pg/mL) in Rat Plasma GSK (Ware) 1A+ HANE R Ffil
. ) ~20124F2 H
using HPLC-MS/MS'
The Abbreviated validation of a Method for the Determination of 200544 A 5 s -
WD2005/00427/01 GSK573719 (range 0.1 to 100 ng/mL) in Dog Plasma using HPLC-MS/MS ~20054-7H GSK (Ware) st FEPIEDRE ¥ i
4222
oo XTI A 140 o Tt syt | oien | SO | s | s | v
£ gIng Sy ADMEMI & 1¥GSK
(Ware)
Y v ADMEMIE13GSK
(Ware)
A study to investigate the parmacokinetics for GSK573719 in male CD/SD 2005412 A N [ -
WD2006/00073/00 rats following intravenous infusion at target dose level of 0.5 mg/kg ~2006%-2 H GSK (Ware) i+ FEPIER ¥l
GSK573719A: Pharmacokinetics of GSK573719A Following Intravenous 20044E11
CH2006/00012/00 |Infusion, Portal Infusion, and Oral Administration in Male Sprague-Dawley . Wi L& B B
Rats ~200641H CKE)
WD2006/03669/00 Stf:aKrszZ)igtﬁe T/z;ii-i?a;/n(sitiiii?oiﬁlaergzeo?éé?fsu;;; 169(2~ lt:dalgx?lfzill::;n 2006:10)1 KR 248 FEA A Al
peon Y Y ~20084:6/] | ADMEJIEIZGSK = "
Administration to Beagle Dogs
(Ware)
GSK573719A - Toxicity Study by Inhalation Administration to Beagle Dogs 2009461 CKE)
B ~ - 3 s =7
FD2009/00466/02 for 39 Weeks with a 6-Week Recovery Period 2010$9H§ ADMEJIE X GSK i FEPYEDRE ¥ i
(20124F7 H 2ET) (Ware)

Apr 10 2014 16:19:32

112-p.3



1.12. RfAHER—%

T Iy soosam | swoess | wes | maes | O
L. . K ; S =
CH2006/00001/00 |Pharmacokinetics of GSK573719A in the Male Beagle Dog 302004()&65%122 CRR, sk RPN BB AT
CKIE)
Elimination of Drug-Related Material Following a Single Oral or a Single 200543
FD2005/00164/00 |Intravenous Administration of [14C]GSK573719 Bromide to Male Beagle i HEF- FANE R BT
~20054E8 H (Ray b7 R)
Dogs at a Target Dose Level of 1 mg free base/kg
GW642444M and GSK573719A: Toxicity Study by Inhalation 200849 H (F[E) N [ -
FD2009/00392/00 Administration to Rats for 4 Weeks ~20094-11H | ADMEJIEIZGSK i+ FEPIEDR il
(Ware)
GSK573719A and GW642444M: A 4-Week Combination Inhalation 200849 H CKED N - -
FD2009/00391/00 Toxicity Study in Dogs ~20094-7 H ADME#IEIXGSK i FEPIEORE ¥l
(Ware)
GSK573719A and GW642444M: A 13-Week Combination Inhalation 2009491 CKRED)
WD2010/00677/01 |~ . : ' ~20104F6 4 ey st PR Al
Toxicity Study in Dogs ~-. | ADME#IEILGSK
(20114E1 H 2ET)
(Ware)
4223
Quantitative whole-body autoradiography following a single oral or a single 200544 A
FD2005/00236/00 |intravenous administration of [14C]GSK573719 bromide to male Lister 2005611 A Wi+ NE R G
Hooded pigmented rats at a target dose level of 1 mg free base/kg (E[E)
In Vitro Plasma Protein Binding of GSK573719 and Blood Cell Association 200742 H N T =7
WD2008/00503/00 of [14C]GSK573719 in Mouse, Rat, Rabbit, Dog, and Human ~200847 H GSK (Ware) i+ FEPIER ¥l
Determination of the protein binding of GSK573719 in human plasma from 20124F5 f
2012N144582 00 [healthy, renally impaired and hepatically impaired volunteers by equilibrium ~20124E8 /] sk FANE R B
dialysis and LC-MS/MS (E)
An In Vitro Investigation of Both the Transport via Heterologously 200647
WD2006/02657/00 [Expressed Human P-glycoprotein and the Passive Membrane Permeability of | 2006410 A GSK (Ware) sk FANE R AT
[14C]GSK573719 in MDCKII-MDR1 Cells
A Study to Determine the Oral Absorption and Disposition of
[14C]GSK573719 following a Single Administration of [14C]GSK573719 200747 H N i -
WD2008/00001/00 (trifluoroacetate) at a target dose level of 40 mcrg free base/kg in the FVBn ~20084-1H GSK (Ware) 4 FEPIEDR ¥ i
and mdrla/1b Mouse using the Short Oral Absorption Model
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GSK573719 An in vitro investigation of the transport of [14C]GSK573719 2009412
WD2010/00669/00 |bromide via human OCT1, OCT2, OCT3, OCTN1 and OCTN2 expressing EN B R BRL
~201049 H
cell systems (AA)
An In Vitro Investigation of the Inhibition by GSK573719A of Xenobiotic 2006457 A
WD2006/02596/00 | Transport Via Human P-Glycoprotein, Heterologously Expressed in GSK (Ware) A PR i
~20064F10H
MDCKII Cells
GW642444 An In vitro investigation of the Transport of [14C]GW 642444 201242 H g
E5 (§ N 7}3
2012N145447_00 via human OCT1, OCT3, OCTN1 and OCTN2 expressing cell system. ~20124-8 H (B A) Ele FEPIEDR s
4224
Quantification and Identification of the Metabolites of GSK573719 in the 200546
WD2006/00172/00 |Male Sprague Dawley Rat Following a Single Oral or Single Intravenous ~2006%E3 A GSK (Ware) Wi+ FANE R B
Administration of [14C] GSK573719 bromide at 1 mg free base/kg
Quantification and Identification of the Metabolites of GSK573719 in the 200546
WD2006/00250/00 |Male Beagle Dog Following a Single Oral or Single Intravenous 200615 /] GSK (Ware) Wi FNE R B
Administration of [14C] GSK573719 bromide at 1 mg free base/kg
Quantification and characterisation of the major metabolites of GSK573719 20074E10
WD2009/00039/00 [following intravenous administration of [14C]-GSK573719 trifluoroacetate GSK (Ware) HEF- NE R AT
. ~20104F9 A
to male bile duct-cannulated beagle dogs.
A preliminary in vitro investigation into the human oxidative enzymology of 200648 H : - =7
WD2006/03367/00 | <ot cmam o 200741 H GSK (Ware) iz B R wlAMh
An In Vitro Investigation of the Metabolism of [14C]-GSK573719 in 2005424 H 5 - =7
wmm%mmmmIMmmmmmD% 200644 ] GSK (Ware) AN RPN BB B
A Study to Investigate the Biotransformation of [14C]-GSK573719A in the 2005424 H 5 - =7
WD2005/01195/00 Isolated Perfused Rat Liver Model ~2006%-2 H GSK (Ware) 5t PR A
GSK573719A: A Preliminary Screen of the In Vitro Concentration 20044F8
CH2005/00950/00 |Dependent Inhibition of Human Cytochrome P450 Enzymes CYP1A2, 20061 A GSK (UM) HEF- FANE R B
CYP2C9, CYP2C19, CYP2D6 and CYP3A4 by GSK573719A.
The effect of GSK573719A on the mRNA Levels of Cytochrome P450 genes 20054511
WD2005/01627/00 [in Rat Livers Obtained Following Inhaled Administration at 30, 200 and ~200642 GSK (Ware) N N FEAM

2000 mcrg/kg/day for 28-days.
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WD2009/00030/00 Prehm}nary characterisation of metabolites of GSK573719 in human plasma 200848 A GSK (Ware) st N S0
and urine. ~20094-3 H
Quantification and characterisation of the major metabolites of [14C]- 2011455 f
2011N128400 00 |GSK573719 in healthy adult male human subjects following a single dose of 20124F8 GSK (Ware) A HNEE FEAMG
an oral solution and an intravenous infusion on two separate occasions
4225
Elimination of drug-related material following a single oral or a single 200544 ]
FD2005/00208/00 |intravenous administration of [14C]GSK573719 bromide to male Sprague 200549 s+ L& B B
Dawley rats at a target dose level of 1 mg free base/kg (E[E)
Elimination of Drug-Related Material Following a Single Oral or a Single 200543 -
FD2005/00164/00 |Intravenous Administration of [14C]GSK573719 Bromide to Male Beagle e Sk HNER SEAM
~20054E-8 H (Ray b7 R)
Dogs at a Target Dose Level of 1 mg free base/kg
Elimination of Drug-Related Material Following Intravenous Administration 200745
WD2007/01907/00 |of [14C]GSK 573719 Trifluoroacetate to Male Bile Duct-Cannulated Beagle ~20084F3 sk FANE R AT
Dogs Over Various Time Intervals and at Various Target Dose Levels (E[E)
2011N118595_00 ;}:tls(573719A: Subcutaneous Pre- and Postnatal Developmental Study in jg(l):?qgfﬂ CK[E) Wit R SEAl
ADMEJIEIZGSK
(Ware)
42.2.6
A preliminary in vitro investigation into the human oxidative enzymology of 200648 H : - =7
WD2006/03367/00 | -t ey o 200741 A GSK (Ware) 1ok R wlAMh
GSK573719A: A Preliminary Screen of the In Vitro Concentration 20044F8
CH2005/00950/00 |Dependent Inhibition of Human Cytochrome P450 Enzymes CYP1A2, 200641 A GSK (UM) gk HHNER A
CYP2C9, CYP2C19, CYP2D6 and CYP3A4 by GSK573719A.
The effect of GSK573719A on the mRNA Levels of Cytochrome P450 genes 20054E11
WD2005/01627/00 |in Rat Livers Obtained Following Inhaled Administration at 30, 200 and GSK (Ware) - HANER A
~20064F2 H
2000 mcrg/kg/day for 28-days.
An In Vitro Investigation of Both the Transport via Heterologously 200647
WD2006/02657/00 | Expressed Human P-glycoprotein and the Passive Membrane Permeability of | 20064104 GSK (Ware) N HNEE SEAM
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A Study to Determine the Oral Absorption and Disposition of
[14C]GSK573719 following a Single Administration of [14C]GSK573719 20074FE7H N o =5
WD2008/00001/00 (trifluoroacetate) at a target dose level of 40 mcrg free base/kg in the FVBn ~200841 H GSK (Ware) i} FEPIRORE ¥ i
and mdrla/1b Mouse using the Short Oral Absorption Model
GSK573719 An in vitro investigation of the transport of [14C]GSK573719 20094E12
WD2010/00669/00 |bromide via human OCT1, OCT2, OCT3, OCTN1 and OCTn2 expressing 201049 A 4] NE R B
cell systems (BA)
An In Vitro Investigation of the Inhibition by GSK573719A of Xenobiotic 200647
WD2006/02596/00 | Transport Via Human P-Glycoprotein, Heterologously Expressed in GSK (Ware) Wi NE R AT
~20064-10 1
MDCKII Cells
GW642444 An In vitro investigation of the Transport of [14C]GW642444 201242 H - S
2012N145447_00 via human OCT1, OCT3, OCTNI1 and OCTN2 expressing cell system. ~20124-8 H (HA) £ FEPIERL 5
423.1
GSK573719A: A 7-Day Inhalation Dose Range-Finding Toxicity Study of a 2005624H ~
WD2005/01063/01 | 2 T g el 200642 1 248 AR 5%
(200645 H 2R T) (FF4)
WD2006/03228/00 (B}Si(fgf;()l 9SA: A Dose Range Finding Study by Inhalation Administration to B ~ 200747 ' Widh G BE
gle Dog CKIE)
4232
GSK573719A: A 28-Day Inhalation Toxicity Study of a Powder Aerosol 200549 -
: : N Pl 7;;%
WD2005/01422/00 [Formulation in the Rat 200646 1 St PR #
GSK573719A: A 13-Week Inhalation Toxicity Study of a Powder Aerosol 200741 H - 5 T =7
WD2007/02012/00 Formulation in the Rat with a 4-Week Recovery Period ~20084-4 H 5t PR A
GSKS573719A: A 26-Week Inhalation Toxicity Study of a Powder Aerosol 200948 H - B s =7
FD2009/00467/00 Formulation in the Rat Followed by a 6 Week Recovery Period ~2010410H 5t HARH A
GSK573719A: A 28-Day Inhalation Toxicity Study of a Powder Aerosol 200549 H - : - .
WD2005/01423/00 Formulation in the Beagle Dog ~2006%5 H 5% PR 5%
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GSKS573719A: Toxicity Study by Inhalation Administration to Beagle Dogs 2006412 A ' s - -
WD2007/01512/00 for 13 Weeks Followed by a 4 Week Recovery Period ~20084-6 H o i FEPIEERY ¥ i
CIE)
GSKS573719A: Toxicity Study by Inhalation Administration to Beagle Dogs 200946 73
FD2009/00466/02 | e Bevover, Doriod BB o010429 W4t et AT A
Y (20124E7 7 Uz T) CKIE)
FD2009/00392/00 GW§42444M and GSK573719A: Toxicity Study by Inhalation 20084F9 H ' SEAk P SEA
Administration to Rats for 4 Weeks ~20094-11 4 e
E3E)
FD2009/00391/00 ;3:)505;37813? aitllldD((})V\;é42444M: A 4-Week Combination Inhalation jgggfﬁg fﬂ ' s N ST
y y g CKIE)
GSKS573719A and GW642444M: A 13-Week Combination Inhalation 200942973
WD2010/00677/01 Toxicity Study in Dogs . ~201046 /1 L2 HEAER il
¥ Study n o8 (20114E1 7 4z T) CKIE)
4233.1
GSK573719A: Bacterial Mutation Assay (Ames Test) with Salmonella 200543 A - N [ -
WD2005/00750/00 typhimurium and Escherichia coli ~20054F9 H i+ PR Al
GSK573719A: In Vitro Mutation Assay with L5178Y Mouse Lymphoma 200542 H - N [ -
WD2005/00751/00 Cells at the TK Locus ~2005%-11 H 151 FEPIERE ¥l
42332
. . 200544 H ; S -
WD2005/01079/00 |GSK573719A: Intravenous Bone Marrow Micronucleus Assay in Rats 2005412 st L& R Bl
4234.1
- . o . 2006412/
WD2007/01600/01 25.11(357\3];1312;'\ Toxicity Study by Inhalation Administration to CD-1 Mice ~ 200842 ' Wit N s
(20124F7 H 23 T) 5
GSK573719A: Carcinogenicity Study by Inhalation Administration to CD-1 2009411 A ' N [ -
2012N131664 00 1y e for 104 Weeks ~20124-8 e HARH A
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GSKS573719A: Carcinogenicity Study by Inhalation Administration to 200949 A ' s e -
2012N131619_00 Crl:CD(SD) Rats for 104 Weeks ~20124E7 H GEE) st FEPYEDRE i
4235.1
GSK573719A: 14-Day Subcutaneous Tolerability and Toxicokinetic Study 200949
: ¥ Pl 5/;%
RD2009/01099/00 [in Rats ~ 20094125 GSK (RTP) St FEP R 5
o . 20094121
CD2010/00187/01 GSK573719A: Subcutaneous Male Fertility Study in Rats ~201045 GSK (UM) YAk HNGE ST 4T
(20124F9 H 23 T)
GSK573719A: Inhaled Female Fertility and Early Embryonic Development 200741 H : e -
WD2007/00763/00 l 40" +1 Rats ~20084ES A St FEPE R Al
42352
. 20074E1 H ; S =
WD2007/00764/00 [GSK573719A: Inhaled Embryo-Fetal Development Study in Rats A HNEE REAT
~200845 H e
(S [H)
WD2006/03186/00 GSK573719A: Inhaled Dose Range and Preliminary Embryo Fetal Study in R ~2006412 A st N s
Female Rabbits v
(e[H)
. . 20074E3 H ; - =
WD2007/00762/00 [GSK573719A: Inhaled Embryo-Fetal Development Study in Rabbits A HNEE REAT
~200845 H e
(e [H)
GSK573719A and GW642444M: Subcutaneous Dose Range Study in 20094F7 H . e -
CD2009/00970/00 | -* = o b 201043 1 GSK (UM) 24 FENE R Rl
42353
o . . 201142 H ; -
2011N111874 00 |GSK573719A: 14 day Toxicokinetic and Tolerability Study in Female Rats NN HNER Bz
~201147H "
CR[E)
2011N118595 00 g:tlj573719A: Subcutaneous Pre- and Postnatal Developmental Study in jg(l)i jzg fﬂ YAk HNGE ST 4T
CKHE)
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4.2.3.6

GSK573719A: DETERMINATION OF EYE IRRITATION POTENTIAL 2010467 _

2011N123961 00 |USING THE SKINETHIC RECONSTRUCTED HUMAN CORNEAL s s L& B FEA

~20114:7H (=)
EPITHELIAL MODEL
423.77
2011N123962_00 |GSK573719A: LOCAL LYMPH NODE ASSAY IN THE MOUSE 20113 ] I 24 FEPN R BR
- ~2011428 A (Z[E) -

GSKS573719A: A 14-Day Inhalation Toxicity Study of a Powder Aerosol 20064F-5 A N e -

WD2006/03225/00 Formulation in the Rat (Magnesium Stearate Bridging Study) ~20064F12 H ) W AR A
GSKS573719A: A 14-Day Study to Examine the Influence of Magnesium 2006410 A

WD2006/03669/00 |Stearate on the Toxicity and Toxicokinetics of GSK573719A by Inhalation 200846 A AN FEPN BB il
Administration to Beagle Dogs CKIE)
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5.3.1.1

An open-label, two period study to determine the excretion balance and 20114E4 ]

AC4112014  |pharmacokinetics of ['*C]-GSK 573719, administered as a single dose of an 201146 ] GlaxoSmithKline Wi+ B R »E
oral solution and an intravenous infusion, to healthy male adults.
A single-centre, open-label, sequential, cross-over study to examine the
safety, tolerability and pharmacokinetics of three ascending single 201044 H . . 5 e S

AC4112008 intravenous doses, a single 1000 pg oral dose and a single 1000 pg inhaled ~2010%-6 H GlaxoSmithKline i+ FEPIER 25
dose of GSK573719 in healthy male volunteers.
Randomized, double-blind, 5 period cross-over study assessing lung function

ACA115487 in healthy volunteers following single inhalations of umeclidinium bromide 20114104 GlaxoSmithKline st NG sz

(GSK573719) Inhalation Powder from two configurations of the Novel Dry ~20114-12H
Powder Inhaler.

Characterisation of healthy volunteers, asthma and chronic obstructive
RES113817 pulmonary disease patients for inhalation profile, pharyngometry, spirometric
indices and lung morphometry.

201042 A

~2010%6 A GlaxoSmithKline | ¥4t N R HE

53.14

The Validation of a Method for the Determination of GSK573719 in Human . . N e -
WD2006/00081/01 Plasma (range 0.02 - 10 ng/mL) using HPLC-MS/MS 200641 A GlaxoSmithKline A HNEE REA

The Validation of a Method for the Determination of GSK573719 in Human 20064-10 H . . . -
- Dl 2/3
WD2006/03251/00 Urine (range 0.1 to 50 ng/mL) using HPLC-MS/MS ~20064-12H GlaxoSmithKline i FEPIRORE %

The Abbriviated Validation of a Method for the Determination of . . N e -
WD2008/00425/01 GSK573719 in Human Urine (range 0.1 to 50 ng/mL) using HPLC-MS/MS 200817473 GlaxoSmithKline i FEPIEERY ¥ i

The Validation of a Method for the Determination of GSK573719 (range 20 2010427 H . . ; -
WD2010/00910/01 to 10000 pg/mL) in Human Plasma using HPLC-MS/MS ~20104F8 H GlaxoSmithiline W FEPEDRE s
Validation of an LC-MS/MS method for the measurement of GSK573719 20114E2H A 5 e -
QBRI10119QB02 and GW642444 in human plasma ~20124-7H GlaxoSmithKline L FEPEDRE A
1.12-p. 11
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Validation of a lowered LLOQ method for the determination of GSK573719 20114-7H . . N e -
QBR111682QB01 in human urine by LC-MS/MS 20124E8 A GlaxoSmithKline A HNEE REA
The Validation of a Method for the Determination of GSK573719 (range 20 200947 f
WD2009/00970/00 [to 20000 pg/mL) and GW642444 (range 30 to 30000 pg/mL) in Human GlaxoSmithKline | ¥4t FEPN BB il
‘ ~20094-8 H
Plasm using HPLC-MS/MS
Validation of an Analytical Method for the Determination of GSK573719 201244 f
YAY/242 and GW642444 in Human Plasma Using Solid Phase Extraction and Liquid GlaxoSmithKline N HNEE FEAMG
. . . ~20124-7 H
Chromatography with Tandem Mass Spectrometric Detection
Validation of an Analytical Method for the Determination of GSK573719 in 2012456 /1
YAY/241 Human Urine Using Solid Phase Extraction and Liquid Chromatography GlaxoSmithKline A HNEE FEAMG
. . . ~20124-7H
with Tandem Mass Spectrometric Detection
The Validation of a Method for the Determination of GW642444X in Human 20034-9 H . . N e -
WD2003/01624/00 ) (range 30 10000 pg/mL) using HPLC-MS/MS 00311y | ClaxoSmithKline | 5k FENERE w it
Method for the determination of GW642444 in Human Plasma (range 30 to . . N e -
Wmmwmwy%1mmgmgmwﬂmcMyMs 2004411 H GlaxoSmithKline st L& R Bl
The Validation of a Method for the Determination of GW642444 (range 30 20067
WD2006/02197/00 |to 15000 pg/mL), GW630200 (range 90 to 45000 pg/mL) and GSK932009 200648 H GlaxoSmithKline | g4t RN BB il
(range 180 to 90000 pg/mL) in Human Plasma using HPLC-MS/MS
The Abbreviated Validation of a Method for the Determination of 20104512
2010N107977_00 |GW642444 (range 10 to 1000 pg/mL) in Human Plasma using HPLC- GlaxoSmithKline N HNEE B
~201146 H
MS/MS
Validation of an LC-MS/MS method for the determination of GW642444 in 201045 H . . N [ -
QBR105541/2 human plasma by LC-MS/MS 201411 A GlaxoSmithKline A &R AEA
The Validation of a Method for the Determination of GW642444 in Human . . N [ -
WD2008/01238/00 |, - (range 10 to 10000 pg/mL) using HPLC-MS/MS 200848 /1 GlaxoSmithKline | #§4} B R a il
Supplemental Validation Data to "The Abbreviated Validation of a Method
2011N113073_00 [for the Determination of GW642444 in Human Plasma (range 10 to 10000 200849 A GlaxoSmithKline N HNEE FEAM

pg/mL) using HPLC-MS/MS"
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The Abbreviated Validation of a Method for the Determination of 200844 H . . N e -
WD2008/00604/00 | 45444 (range 0.5 to 500 g/mL) in Human Urine using HPLC-MS/MS <2005y | ClaxoSmithKline | EFh FEPIRORE ¥l
The Validation of a Method for the Determination of GSK233705 (range 10 200844 f
WD2008/00423/00 [to 10000 pg/mL) and GW642444 (range 30 to 30000 pg/mL) in Human GlaxoSmithKline | ¥4t FEPN BB il
. ~200845 H
Plasma using HPLC-MS/MS
The Validation of a Method for the Determination of CCI2189 (range 1 to 200442 A . . N e -
WD2004/00314/00 1, ) ho/mL) in Human Plasma using HPLC-MS/MS ~a00443 g | ClaxoSmithKline | S FEPIRORE ¥l
Validation of a Method for the Determination of GI179710 in Human Plasma . . N e -
“®m%w%”mom@ﬂunmmgmgmmﬂmnMyMs 2006478 /1 GlaxoSmithKline | #§4} B R al-ifl
The Validation of a Method for the Determination of GSK573719 in Human 20094-8 A T AI R [ =
- — . | 1258 =N
BRC097-038 Plasma (Range 0.02 to 10 ng/mL) using LC-MS/MS ~20104F2 A 7 74 RS " DYDY F i
The Validation of a Method for the Determination of GSK573719 in Human 20094-8 A T AI R S =
- — . | 1258 =N
BRC097-039 Urine (Range 0.1 to 50 ng/mL) using LC-MS/MS ~20104F2 A 7 74 RS e HEPYEDR F i
LC-MS/MSIEIZ L % b MLSEGW642444 DRI E LN ) 7 — 2 3 20084£10H T e AR " .
- Z . =] ©wk 2
PBC097-021 |, e T = 2 EWN FENE R Rl
5.3.3.1
Phase I study of GSK573719 -A randomized, double blind, placebo
controlled, dose ascending, single and repeat dose study to investigate the 2009410 H T e AI A S -
- . E| B¢ 3 =N
ACALI3377 safety, tolerability, and pharmacokinetics of inhaled dose of GSK573719 ~20094E125] |7 T A RSt g FEPYEDRE ¥ i
from a novel dry powder device in healthy Japanese male subjects -
A single centre, randomised, placebo-controlled, four-way cross over study
to assess the safety, tolerability, pharmacodynamics and pharmacokinetics of 200947 H . . 5 o -
DB2113208 single inhaled doses of GSK573719 and GW642444 as monotherapies and ~20094-9 H GlaxoSmithKline i FEPIRORE ¥l
concurrently in healthy Japanese subjects.
A randomised double-blind, placebo-controlled, crossover, dose escalation 2006%E7
AC4105209 study to examine the safety, tolerability, pharmacodynamics and ~ 2006410 GlaxoSmithKline s N E R »E

pharmacokinetics of single inhaled doses of GSK573719 (10-350 pg).
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A single-centre, randomised, double-blind, placebo-controlled, dose-
ascending, 3-cohort parallel-group study to evaluate the safety, tolerability, 200744 f
AC4106889  [pharmacodynamics and pharmacokinetics of GSK573719 administered as 20074E9 GlaxoSmithKline N HNEE B
single doses (750 pg and 1000 pg) and repeat doses over 14 days (250
ng—1000 pg once-daily) of GSK573719 in healthy male and female subjects.
5332
A randomised, double-blind, placebo-controlled, dose ascending, 2-cohort,
parallel group study to examine the safety, tolerability and pharmacokinetics 20084104 . . N .- -
AC4105211 of once-daily inhaled doses of GSK573719 formulated with the excipient ~20094-8 H GlaxoSmithKline i+ FEPIEDR 25
Magnesium Stearate in COPD subjects for 7 days.
A randomised, double blind, placebo-controlled, double dummy, 4-way cross
over, dose ascending study to assess the safety, tolerability, 200746
AC4108123 pharmacodynamics and pharmacokinetics of single inhaled doses of ~20074E 11 A GlaxoSmithKline N HNER Bz
SK573719 (250, 500 and 1000 pg) and tiotropium bromide (18pg) via DPI
in COPD patients.
A randomised, single-dose, dose ascending, double-blind, placebo
controlled, four-way, incomplete block crossover study to investigate the 200746 H N ; -
BaC110165 safety, tolerability, pharmacokinetics and pharmacodynamics of inhaled ~20074-11H GlaxoSmithKline st FEPEDRE s
doses of GW642444M with magnesium stearate in COPD patients.
53.33
An open-label, non-randomized, pharmacokinetic and safety study of single
dose GSK573719 + GW642444 (V1) combination and repeat doses of 20124E3 A ) ) . . -
DB2114637 GSK573719 in healthy subjects and in subjects with moderate hepatic ~20124F6 1 GlaxoSmithKline 20 HRAER il
impairment
A single-blind, non-randomized pharmacokinetic and safety study of single 201243 f
DB2114636 dose of GSK573719 and GSK573719 + GW 642444 combination in healthy 201246 A1 GlaxoSmithKline - HNEE SEAM
subjects and in subjects with severe renal impairment.
53.34
A single-centre, randomised, open-label study to evaluate the effects of
steady-state verapamil, a moderate P-glycoprotein and CYP3A4 inhibitor, on 201043 H . . N o -
DB2113950 the pharmacokinetics of GSK573719 and GSK573719 in combination with ~201044 H GlaxoSmithKline i FEPIRORE ¥l
GW642444.
A single centre, randomized, double-blind, dose ascending, placebo-
controlled study, in two parts, to evaluate the safety, tolerability and
pharmacokinetics of escalating single and repeat inhaled doses of 200845 H . . N .- -
AC4L10106 GSK573719 and placebo formulated with the excipient magnesium stearate, ~20084F10H GlaxoSmithKline 1St FEPIERE ¥l

in healthy subjects and in a healthy population of Cytochrome P450
Isoenzyme 2D6 poor metabolisers.

Apr 10 2014 16:19:35
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5.3.3.5
Posthoc Population Pharmacokinetic Estimates and PK/PD for Fluticasone e . . 5 T -
2012N138357_00 Furoate/Vilanterol in Japanese Subjects with Asthma or COPD 201266 AL GlaxoSmithKline 1St FEPIERE ¥l
Population pharmacokinetic analysis of pooled umeclidinium
DB2116975 bromide/vilanterol trifenetate data from two Phase I1I studies (DB2113361, 2012410 A #is GlaxoSmithKline N HHNER HE
DB2113373) in adults with Chronic Pulmonary Obstructive Disease
Population Pharmacokinetic and Population PK/PD Meta-Analysis for e . . 5 T =
201IN122282 00 Fluticasone Furoate/Vilanterol in Subjects with COPD 201263 A GlaxoSmithKline 151 FEPIERL z5
53.4.1
A randomised, placebo-controlled, incomplete block, four period crossover,
repeat dose study to evaluate the effect of the inhaled GSK573719/vilanterol 20124F1 A . . N e .-
DB2114635 combination and GSK573719 monotherapy on electrocardiographic ~201246 H GlaxoSmithKline i FEPIRORE ¥l
parameters, with moxifloxacin as a positive control, in healthy subjects.
53.5.1
A 52-Week, Multicenter, Randomized, Double-Blind, Parallel-Group,
Placebo-Controlled Study to Evaluate the Safety and Tolerability of 201141 A 27 H
DB2113359  |GSK573719 125 mcg once-daily alone and in combination with GW642444 [~ 2012457 H 23 H GlaxoSmithKline N HNEE FEAMG
25 mcg once-daily via novel Dry Powder Inhaler (NDPI) in Subjects with
Chronic Obstructive Pulmonary Disease (COPD)
A 24-Week, Randomized, Double-Blind, Placebo-Controlled Study to
Evaluate the Efficacy and Safety of GSK573719/GW642444 Inhalation 201143 H22H . . ; e =
g . S i AgE #F
DB2113361 Powder and the Individual Components Delivered Once-Daily via a Novel ~20124F4H19H GlaxoSmithKline 4 FEPIEDR ¥ i
Dry Powder Inhaler in Subjects with Chronic Obstructive Pulmonary Disease
A 24-Week, Randomized, Double-Blind, Placebo-Controlled Study to
Evaluate the Efficacy and Safety of GSK573719/GW642444 Inhalation 201143 H30H . . ; e =
. . S i AgE #F
DB2113373 Powder and the Individual Components Delivered Once-Daily via a Novel ~20124F4H5H GlaxoSmithKline 4 FEPIEDR ¥ i
Dry Powder Inhaler in Subjects with Chronic Obstructive Pulmonary Disease
An Exercise Endurance Study to Evaluate the Effects of Treatment of COPD | 20114E3H 16 H . . ; e =
X K i Y § P =\
PB2HA4TT b tients with a Dual Bronchodilator: GSK573719/GW642444 ~2012:6 147 | SlaxoSmithKline |- 75 HARR B
DB2114418 An Exercise Endurance Study to Evaluate the Effects of Treatment of COPD | 20114E3H 16 H GlaxoSmithKline st NG =T (i

Patients with a Dual Bronchodilator: GSK573719/GW 642444

~20124£7H 16 H
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A 12-Week, Randomized, Double-Blind, Placebo-Controlled, Parallel-Group
Study to Evaluate the Efficacy and Safety of GSK573719 Delivered Once- 20114-7H 16 H . . N o -
AC4L15408 Daily via a Novel Dry Powder Inhaler in Subjects with Chronic Obstructive | ~20124F2H 13 H GlaxoSmithKline i} FEPIRORE ¥l
Pulmonary Disease
A Multicenter Trial Comparing the Efficacy and Safety of 20114E3 21
DB2113360 GSK573719/GW 642444 with GW 642444 and with Tiotropium over 24 GlaxoSmithKline HEF- NE R G
. . . ~20124F4 24 H
Weeks in Subjects with COPD
A Multicenter Trial Comparing the Efficacy and Safety of 20114E3 21
DB2113374 GSK573719/GW 642444 with GSK573719 and with Tiotropium over 24 GlaxoSmithKline N HNER SEAM
. . . ~20124F410H
Weeks in Subjects with COPD
A randomized, double-blind, parallel-group, placebo-controlled study to 20094£12 4 15 [
AC4113589 evaluate the efficacy and safety of GSK573719 delivered once-daily over 28 GlaxoSmithKline N HNEE SEAM
. . . ~20109F7H4R
days in subjects with COPD
Safety, tolerability, pharmacokinetics and pharmacodynamics of the 2010421 H 14H . . 5 - =7
PB2I3120 1o ubination of GSK573719 and GW642444 in subjects with COPD 20104451201 | ClaxoSmithline | i FLPSER Fi
Study B2C111045, A Dose-Finding Study of GW642444 versus Placebo in 200842 H21H . . S T =7
B2CTHOAS . tients with COPD ~ 2008410 24 | ClaxoSmithKline | - if55% FLPVEERY F il
A randomized, double-blind, placebo-controlled, parallel group, dose ranging
study evaluating the efficacy and safety of GW642444M administered once 2007412 H29H . . N [ -
B2C109575 daily compared with placebo for 28 days in adolescent and adult subjects ~20084-9H 10H GlaxoSmithKline 151 FEPIERE ¥l
with persistent asthma
A Randomized, Double-Blind, Placebo-Controlled, three-Way Cross-Over 20094E10H 6 H
AC4113073 Study to Evaluate the Safety, Efficacy, and Pharmacokinetics of GSK573719 GlaxoSmithKline NYAN NGB SEAM
. . Lo . . ~20104£3 151
administered once- and twice- daily in Subjects with COPD
A randomized, double-blind, placebo controlled, incomplete block,
crossover, dose ranging study to evaluate the dose response of GSK573719 201147 H25H . . N [ -
AC4115321 administered once or twice daily over 7 days in patients with COPD ~20114£10H27H GlaxoSmithKline 1St FEPIERE ¥l
(AC4115321)
A multi-center, randomized, double-blind, placebo-controlled, five period
cross-over study to evaluate the efficacy and safety of selected doses and 20094F9 H 22 A S 5 e =5
HZAT13310 dose intervals of GW642444 administered via a novel dry powder inhaler ~20104F1 H5H GlaxoSmithKline 1Es1 FEPIERE ¥l
(NDPI) in subjects = 18 years of age with persistent asthma
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R 5RR
5.3.53
2011N124742_00 |Integrated Summary of Efficacy - GlaxoSmithKline 1ok HNEE B
2011N1246970_00 |Integrated Summary of Safety - GlaxoSmithKline ok HNEE B
. e e . . effective date : . . ; e
2012N155790 00 |Ethnic Sensitivity of Umeclidinium Bromide/Vilanterol for COPD (Japan) 201341 A GlaxoSmithKline N HNEE BE
DB2116844. Results Report for a Meta-analysis of DB2113360 and
DB2113374: an Integrated Review of Transitional Dyspnoea Index data for effective date : . . N [ .
DB2116844 Umeclidinium/Vilanterol, Umeclidinium, Vilanterol and Tiotropium over 24 20124F10 A GlaxoSmithKline 7 DYDY %
Weeks in Subjects with COPD
Meta-Analysis Results Report for AC4113073 and AC4115321: an ffective date -
AC4116689 |integrated review to evaluate dose response of GSK573719 administered chiective cae - GlaxoSmithKline | ¥4t FNE R B
. L . . 20124F6 H
once or twice-daily in Subjects with COPD
PRO Evidence Dossier to Support Use of the Shortness of Breath with Daily
2012N133680 00 [Activities Questionnaire (SOBDA) to Assess Dyspnea in Patients with - GlaxoSmithKline sk NE R »E
COPD
An Integrated Review of Completed GSK573719 and GSK573719/
2011N114061_00 |GW642444 Studies to Investigate the Effect of GSK573719 on the QTc - GlaxoSmithKline sk NE R »E
Interval
- Adhoc Analysis Results - GlaxoSmithKline | ¥4t P&k BE
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A 24-Week Study to Evaluate the Efficacy and Safety of Fluticasone Furoate
(GW685698)/GW 642444 Inhalation Powder and the Individual Components | 20094-10H 19 H . . 5 T =7
HZC112206 Delivered Once Daily (AM) Via a Novel Dry Powder Inhaler Compared with| ~20114F2H 16 H GlaxoSmithKline i+ FEPIEDR ¥l
Placebo in Subjects with Chronic Obstructive Pulmonary Disease (COPD)
A 24-Week Study to Evaluate the Efficacy and Safety of Fluticasone Furoate
(FF)/GW642444 Inhalation Powder and the Individual Components 20094105 19H . . 5 T =7
HZC112207 Delivered Once Daily (AM) Via a Novel Dry Powder Inhaler Compared with| ~20114E3 H 16 H GlaxoSmithKline i+ FEPIEDR ¥l
Placebo in Subjects with Chronic Obstructive Pulmonary Disease (COPD)
HZC102871: A 52-Week Efficacy And Safety Study To Compare The Effect
Of Three Dosage Strengths Of Fluticasone Furoate/GW 642444 Inhalation 200949 H25H . . 5 T =7
HZC102871 Powder With GW642444 On The Annual Rate Of Exacerbations In Subjects [ ~20114F10H 31 H GlaxoSmithKline i+ FEPIEDR ¥l
With Chronic Obstructive Pulmonary Disease
HZC102970: A 52-week efficacy and safety study to compare the effect of
three dosage strengths of fluticasone furoate/GW642444 inhalation powder 200949 H25H . . 5 - =7
HzC€102970 with GW642444 on the annual rate of exacerbations in subjects with chronic | ~20114£10H 17H GlaxoSmithKline i+ FEPIEDR ¥l
obstructive pulmonary disease
HZC110946, a three-way incomplete block crossover study to investigate the
24-hour pulmonary function of three dosage strengths of Fluticasone 2010421 H25H . . 5 s .
HZC110946 Furoate/GW 642444 Inhalation Powder vs. Placebo, in subjects with Chronic [ ~20104F7H 1 H GlaxoSmithiline 5 FEPER 25
Obstructive Pulmonary Disease
Study HZC111348, a repeat-dose study of GW685698/GW 642444 Inhalation 20084£8 A 11 A
HZC111348 Powder versus placebo in the treatment of Chronic Obstructive Pulmonary GlaxoSmithKline N HNEE B
. ~20094E2 H25H
Disease (COPD)
HZA106827: A randomised, double-blind, placebo-controlled (with rescue
medication), parallel group multi-centre study of Fluticasone 20104F-8 H20 H . . : - .
HZA106827 Furoate/GW 642444 Inhalation Powder and Fluticasone Furoate Inhalation ~20114-10H19H GlaxoSmithiline st FEPER 25
Powder alone in the treatment of persistent asthma in adults and adolescents
HZA106851: A Study of the Effects of Inhaled Fluticasone 20104£3 A 25 A
HZA106851 Furoate/GW 642444 versus Placebo on the HPA Axis of Adolescent and GlaxoSmithKline N HNEE B
. ~20104F9 H 24 A
Adult Asthmatics
B2C112060: A randomized, double-blind, double-dummy, parallel-group,
placebo controlled (on inhaled corticosteroid medication), multicenter study
to evaluate the efficacy and safety of vilanterol inhalation powder 2010479 H 15H . . ; -
B2C112060 (GW642444) and salmeterol, compared with placebo in the treatment of ~20114-8 H26H GlaxoSmithKline i FEPIRORE %
persistent asthma in adults and adolescents uncontrolled on inhaled
corticosteroids
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A Long-Term, Randomized, Double-Blind, Parallel Group Study of 20104£2H 22 A

HZA106837 Fluticasone Furoate/GW642444 Inhalation Powder Once-Daily and 20114E9 1 15 H GlaxoSmithKline - HNE B 5%
Fluticasone Furoate Inhalation Powder Once-Daily in Subjects with Asthma
A Randomized, Double-Blind, Double Dummy, Active Comparator, Parallel
Group, Multicenter Study to Evaluate the Safety of Once-Daily Fluticasone 20094105 19H . . ; S

HZA106839 Furoate/GW 642444 Inhalation Powder for 52 Weeks in Adolescent and ~20114E5H 12 H GlaxoSmithKline i+ PR %
Adult Subjects with Asthma
HZA106829: A Randomised, Double-Blind, Parallel Group, Multicentre
Study of Fluticasone Furoate/GW 642444 Inhalation Powder, Fluticasone 20104E6 H 10H . . N i

HZA10682 ’ i BE %

? Furoate Inhalation Powder Alone, and Fluticasone Propionate Alone in the |~20114£10H 18H GlaxoSmithKline i+ FEPIER 5
Treatment of Persistent Asthma in Adults and Adolescents
HARANONBEBEEZNBLE LI TNVTF A T T HNVREET A L -

HZAL13989  |57/0 (FF) /GW642444F0 & W% A F 11 H 11 & FRYRA S 01 H 1] ~£$i§?%¥ Z;ii#;gﬁi En PR 5%

DSLERE 51 31T D B 55 -
A randomised, double-blind, placebo-controlled, three-way crossover, repeat
dose pilot study comparing the effect of inhaled fluticasone 20104F1 H22H S ; -
HZA113090 i BE %
? furoate/GW642444M combination and fluticasone furoate on the allergen- ~20104-10H 12 H GlaxoSmithKline i+ FEPIERL 5
induced early asthmatic response in subjects with mild asthma.
A randomised, double-blind, placebo-controlled, four-way crossover, repeat
dose study comparing the effect of inhaled fluticasone furoate/GW642444M | 20104E5H 20 H S ; -
HZA11312 i gE %

3126 combination, GW642444M and fluticasone furoate on the allergen-induced ~201145H31H GlaxoSmithKline i} FEPIRORE 5
asthmatic response in subjects with mild asthma.
A randomised, repeat-dose, placebo-controlled, double-blind study to
evaluate and compare the efficacy of fluticasone furoate/vilanterol inhalation [ 20104£10H 31 H . . ; -

HZA114624 ] B S
powder, when administered either in the morning or in the evening, in male | ~2011429 24 H GlaxoSmithKline 1St FEPIERE 5
and female asthmatic subjects.

A multi-centre, randomised, placebo-controlled, double-blind, 4-arm parallel-
group, 2-week study to evaluate the safety, tolerability, pharmacodynamics
and pharmacokinetics of GW642444H (100 and 400mcg administered once- 20065£11 3 H . . N [
B2C108562 o o . . i BE %
¢ daily in the morning via DISKUS™ dry-powder inhaler) compared with ~200755H 10H GlaxoSmithKline i FEPIRORE %
salmeterol (50mcg administered twice-daily via DISKUS drypowder inhaler)
and placebo in subjects with moderate COPD
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