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JE - & The medicinal product is intended for
inhalation use only. The cartridge can only
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1. NAME OF THE MEDICINAL PRODUCT

Spiolto Respimat 2.5 microgram/2.5 microgram, inhalation solution

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

The delivered dose is 2.5 microgram tiotropium (as bromide monohydrate) and 2.5 microgram
olodaterol (as hydrochloride) per puff.

The delivered dose is the dose which is available for the patient after passing the mouthpiece.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Inhalation solution
Clear, colourless, inhalation solution

4, CLINICAL PARTICULARS
4.1 Therapeutic indications

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

4.2 Posology and method of administration

Posology
The medicinal product is intended for inhalation use only. The cartridge can only be inserted and used

in the Respimat inhaler.

Two puffs from the Respimat inhaler comprise one medicinal dose.

Adults

The recommended dose is 5 microgram tiotropium and 5 microgram olodaterol given as two puffs
from the Respimat inhaler once daily, at the same time of the day.

The recommended dose should not be exceeded.

Elderly population
Elderly patients can use Spiolto Respimat at the recommended dose.

Hepatic impairment and Renal impairment
Spiolto Respimat contains tiotropium which is a predominantly renally excreted drug and olodaterol,
which is predominantly metabolized in the liver.




Hepatic impairment
Patients with mild and moderate hepatic impairment can use Spiolto Respimat at the recommended
dose.

There are no data available for use of olodaterol in patients with severe hepatic impairment.

Renal impairment
Renally impaired patients can use Spiolto Respimat at the recommended dose.
For patients with moderate to severe impairment (creatinine clearance < 50 ml/min) see 4.4 and 5.2.

Spiolto Respimat contains olodaterol. There is limited experience with the use of olodaterol in patients
with severe renal impairment.

Paediatric population
There is no relevant use of Spiolto Respimat in the paediatric population (under 18 years).

Method of administration
To ensure proper administration of the medicinal product, the patient should be shown how to use the
inhaler by a physician or other health care professionals.




Patient’s instructions for use and handling

Cap (A)

Mouthpiece (B)
Air vent (C)

Dose release
button (D)

Safety catch (E) — !

Clear base (G)

Piercing
element (1)

Spiolto Respimat inhaler and the Spiolto Respimat cartridge

1) Inserting the cartridge

The following steps 1-6 are necessary before first use:

1  With the light-green cap (A) closed, press the safety catch (E)
while pulling off the clear base (G).

Safety catch

2 Take the cartridge (H) out of the box. Push the narrow end of the
cartridge into the inhaler until it clicks into place. The cartridge
should be pushed firmly against a firm surface to ensure that it has
gone all the way in (2b).

The cartridge will not be flush with the inhaler, you will still see
2a the silver ring of the lower end of the cartridge.

Do not remove the cartridge once it has been inserted into the
inhaler.




3 Replace the clear base (G).

Do not remove the clear base again.

4 Hold the Spiolto Respimat inhaler upright, with the light-green cap
(A) closed. Turn the base (G) in the direction of the black arrows
on the label until it clicks (half a turn).

5  Open the light-green cap (A) until it snaps fully open.

6  Point the Spiolto Respimat inhaler towards the ground.
Press the dose release button (D). Close the light-green cap (A).

Repeat steps 4, 5 and 6 until a cloud is visible.

Then repeat steps 4, 5 and 6 three more times to ensure the
inhaler is prepared for use.

Your Spiolto Respimat inhaler is now ready to use.

These steps will not affect the number of doses available. After
preparation your Spiolto Respimat inhaler will be able to deliver
your 60 puffs (30 medicinal doses).




Daily use of your Spiolto Respimat inhaler

You will need to use this inhaler ONLY ONCE A DAY.
Each time you use it take TWO PUFFS.

Hold the Spiolto Respimat inhaler upright, with the light-green cap
(A) closed, to avoid accidental release of dose. Turn the base (G)
in the direction of the black arrows on the label until it clicks (half
a turn).

Open the light-green cap (A) until it snaps fully open. Breathe out
slowly and fully, and then close your lips around the end of the
mouthpiece without covering the air vents (C). Point your Spiolto
Respimat inhaler to the back of your throat.

While taking in a slow, deep breath through your mouth, press the
dose release button (D) and continue to breathe in slowly for as
long as you can. Hold your breath for 10 seconds or for as long as
comfortable.

Repeat steps | and 11 so that you get the full dose.

You will need to use this inhaler only ONCE A DAY.

Close the light-green cap until you use your Spiolto Respimat
inhaler again.

If Spiolto Respimat inhaler has not been used for more than 7 days
release one puff towards the ground. If Spiolto Respimat inhaler has not
been used for more than 21 days repeat steps 4 to 6 until a cloud is
visible. Then repeat steps 4 to 6 three more times.




When to get a new Spiolto Respimat inhaler

The Spiolto Respimat inhaler contains 60 puffs (30 medicinal doses).
PR - The dose indicator shows approximately how much medication is left.
L - - When the pointer enters the red area of the scale, there is,
=73 approximately, medication for 7 days left (14 puffs). This is when you
W ccorall . need to get a new Spiolto Respimat inhaler prescription.
-ti"_"‘ — Once the dose indicator has reached the end of the red scale (i.e. all 30

doses have been used), the Spiolto Respimat inhaler locks automatically
—no more doses can be released. At this point, the base cannot be turned
any further.

At the latest, three months after use the Spiolto Respimat inhaler should
be discarded even if not all medication has been used.

How to care for your inhaler

Clean the mouthpiece including the metal part inside the mouthpiece with a damp cloth or tissue only,
at least once a week.

Any minor discoloration in the mouthpiece does not affect the performance of your Spiolto Respimat
inhaler.

If necessary, wipe the outside of your Spiolto Respimat inhaler with a damp cloth.

4.3 Contraindications

Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.

History of hypersensitivity to atropine or its derivatives, e.g. ipratropium or oxitropium.

4.4  Special warnings and precautions for use

Asthma

Spiolto Respimat should not be used in asthma. The efficacy and safety of Spiolto Respimat in asthma
have not been studied.

Not for acute use

Spiolto Respimat is not indicated for the treatment of acute episodes of bronchospasm, i.e. as rescue
therapy.

Paradoxical bronchospasm

As with other inhaled medicines Spiolto Respimat may result in paradoxical bronchospasm that may
be life-threatening. If paradoxical bronchospasm occurs Spiolto Respimat should be discontinued
immediately and alternative therapy substituted.




Anticholinergic effects related to tiotropium

Narrow-angle glaucoma, prostatic hyperplasia or bladder-neck obstruction
Consistent with the anticholinergic activity of tiotropium, Spiolto Respimat should be used with
caution in patients with narrow-angle glaucoma, prostatic hyperplasia or bladder-neck obstruction.

Eye symptoms
Patients should be cautioned to avoid getting the spray into their eyes. They should be advised that this

may result in precipitation or worsening of narrow-angle glaucoma, eye pain or discomfort, temporary
blurring of vision, visual halos or coloured images in association with red eyes from conjunctival
congestion and corneal oedema. Should any combination of these eye symptoms develop, patients
should stop using Spiolto Respimat and consult a specialist immediately.

Dental caries
Dry mouth, which has been observed with anti-cholinergic treatment, may in the long term be
associated with dental caries.

Patients with renal impairment

As plasma concentration of tiotropium increases with decreased renal function in patients with
moderate to severe renal impairment (creatinine clearance < 50 ml/min) Spiolto Respimat should be
used only if the expected benefit outweighs the potential risk. There is no long term experience in
patients with severe renal impairment (see 5.2).

Cardiovascular effects

The experience with Spiolto Respimat is limited in patients with a history of myocardial infarction
during the previous year, unstable or life-threatening cardiac arrhythmia, hospitalized for heart failure
during the previous year or with a diagnosis of paroxysmal tachycardia (>100 beats per minute)
because these patients were excluded from the clinical trials. Spiolto Respimat should be used with
caution in these patient groups.

Like other beta,-adrenergic agonists, olodaterol may produce a clinically significant cardiovascular
effect in some patients as measured by increases in pulse rate, blood pressure, and/or symptoms. In
case such effects occur, treatment may need to be discontinued. In addition, beta-adrenergic agonists
have been reported to produce electrocardiogram (ECG) changes, such as flattening of the T wave and
ST segment depression, although the clinical significance of these observations is unknown.

Long acting beta,-adrenergic agonists should be administered with caution in patients with
cardiovascular disorders, especially ischaemic heart disease, severe cardiac decompensation, cardiac
arrhythmias, hypertrophic obstructive cardiomyopathy, hypertension, and aneurysm, in patients with
convulsive disorders or thyrotoxicosis, in patients with known or suspected prolongation of the QT
interval (e.g. QT> 0.44 s), and in patients who are unusually responsive to sympathomimetic amines.

Hypokalaemia
Betaz-adrenergic agonists may produce significant hypokalaemia in some patients, which has the

potential to produce adverse cardiovascular effects. The decrease in serum potassium is usually
transient, not requiring supplementation. In patients with severe COPD, hypokalaemia may be
potentiated by hypoxia and concomitant treatment (see section 4.5), which may increase the
susceptibility to cardiac arrhythmias.



Hyperglycaemia
Inhalation of high doses of beta,-adrenergic agonists may produce increases in plasma glucose.

Anaesthesia
Caution needs to be taken in case of a planned operation with halogenated hydrocarbon anaesthetics
due to an increased susceptibility to the adverse cardiac effects of beta agonist bronchodilators.

Spiolto Respimat should not be used in conjunction with any other medications containing long-acting
beta,-adrenergic agonists.

Patients who have been taking inhaled, short-acting beta,-adrenergic agonists on a regular basis (e.g.
four times a day) should be instructed to use them only for symptomatic relief of acute respiratory
symptoms.

Spiolto Respimat should not be used more frequently than once daily.
Hypersensitivity

As with all medications, immediate hypersensitivity reactions may occur after administration of
Spiolto Respimat.

4.5 Interaction with other medicinal products and other forms of interaction

Although no formal in vivo drug interaction studies have been performed between Spiolto Respimat
and other drugs, inhaled Spiolto Respimat has been used concomitantly with other COPD medicinal
products, including short acting sympathomimetic bronchodilators and inhaled corticosteroids without
clinical evidence of drug interactions.

Anticholinergic agents
The co-administration of tiotropium bromide, one component of Spiolto Respimat, with other
anticholinergic containing drugs has not been studied and therefore is not recommended.

Adrenergic agents
Concomitant administration of other adrenergic agents (alone or as part of combination therapy) may
potentiate the undesirable effects of Spiolto Respimat.

Xanthine derivatives, steroids or diuretics
Concomitant treatment with xanthine derivatives, steroids, or non-potassium sparing diuretics may
potentiate any hypokalemic effect of adrenergic agonists (see section 4.4).

Beta-blockers
Beta-adrenergic blockers may weaken or antagonise the effect of olodaterol. Cardioselective beta-
blockers could be considered, although they should be administered with caution.

MAQO inhibitors and tricyclic antidepressants, QTc Prolonging drugs
Monamine oxidase inhibitors or tricyclic antidepressants or other drugs known to prolong the QTc
interval may potentiate the action of Spiolto Respimat on the cardiovascular system.

Pharmacokinetic Drug Drug interactions
No relevant effect on systemic exposure to olodaterol has been observed in drug-drug interaction
studies with co-administration of fluconazole, used as model inhibitor of CYP2C9.

Co-administration of ketoconazole as potent P-gp and CYP3A4 inhibitor increased systemic exposure
to olodaterol by approximately 70%. No dose adjustment of Spiolto Respimat is necessary.



In vitro investigations have shown that olodaterol does not inhibit CYP enzymes or drug transporters
at the plasma concentrations achieved in clinical practice.

4.6  Fertility, pregnancy and lactation

Pregnancy

Tiotropium
There is a very limited amount of data from the use of tiotropium in pregnant women. Animal studies

do not indicate direct or indirect harmful effects with respect to reproductive toxicity at clinically
relevant doses (see 5.3).

Olodaterol

For olodaterol no clinical data on exposed pregnancies are available. Preclinical data for olodaterol
revealed effects typical for beta-adrenergic agonists at high multiples of the therapeutic doses (see
section 5.3).

As a precautionary measure, it is preferable to avoid the use of Spiolto Respimat during pregnancy.

Like other betay-adrenergic agonists, olodaterol a component of Spiolto Respimat may inhibit labour
due to a relaxant effect on uterine smooth muscle.

Breast-feeding
Clinical data from nursing women exposed to tiotropium and/or olodaterol are not available.

In animal studies for both tiotropium and olodaterol the substances and/or their metabolites have been
detected in the milk of lactating rats, but it is not known whether tiotropium and/or olodaterol passes
into human breast milk.

A decision on whether to continue/discontinue breast-feeding or to continue/discontinue therapy with
Spiolto Respimat should be made taking into account the benefit of breast-feeding to the child and the
benefit of Spiolto Respimat therapy to the woman.

Fertility

Clinical data on fertility are not available for tiotropium and olodaterol or the combination of both
components. Preclinical studies performed with the individual components tiotropium and olodaterol
showed no indication of any adverse effect on fertility (see 5.3).

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.

However, patients should be advised that dizziness and blurred vision have been reported with the use
of Spiolto Respimat. Therefore, caution should be recommended when driving a car or operating
machinery. If patients experience such symptoms, they should avoid potentially hazardous tasks such
as driving or operating machinery.

4.8 Undesirable effects

a. Summary of the safety profile
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Many of the listed undesirable effects can be assigned to the anticholinergic properties of tiotropium
bromide or to the [3,-adrenergic properties of olodaterol, the components of Spiolto Respimat

b. Tabulated summary of adverse reactions

The frequencies assigned to the undesirable effects listed below are based on the crude incidence rates
of adverse drug reactions (i.e. events attributed to Spiolto Respimat) observed in the tiotropium 5
microgram/olodaterol 5 microgram dose group (1302 patients), pooled from 5 active or placebo-
controlled, parallel group clinical trials in COPD patients with treatment periods ranging between 4
and 52 weeks.

Adverse reactions reported in all clinical trials with Spiolto Respimat are shown below according to
system organ class.
These also include all adverse reactions previously reported with one of the individual components

Frequency is defined using the following convention:
Very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000
to <1/1,000); very rare (<1/10,000), not known (cannot be estimated from the available data)

System Organ Class Adverse reaction Frequency
Infections and infestations | Nasopharyngitis rare
Metabolism and nutrition Dehydration not known
disorders
Nervous system disorders Dizziness uncommon
Insomnia uncommon
Headache uncommon
Eye disorders Vision blurred rare
Glaucoma not known
Intraocular pressure increased not known
Cardiac disorders Atrial fibrillation uncommon
Palpitations uncommon
Tachycardia uncommon
Supraventricular tachycardia rare
Vascular disorders Hypertension uncommon
Respiratory, thoracic and Cough uncommon
mediastinal disorders Dysphonia e
Epistaxis rare
Laryngitis rare
Pharyngitis rare
Bronchospasm not known

1"




Sinusitis not known
Gastrointestinal disorders | Dry mouth common
Constipation uncommon
Gingivitis rare
Nausea rare
Oropharyngeal candidiasis rare
Intestinal obstruction not known
lleus paralytic
Dental caries not known
Dysphagia not known
Gastrooesophageal reflux not known
disease
Glossitis not known
Stomatitis not known
Skin and subcutaneous Angioedema rare
tissue disorders, Immune Urticari
system disorders rticaria rare
Hypersensitivity rare
Pruritus rare
Anaphylactic reaction not known
Rash not known
Dry skin not known
Skin infection and skin ulcer not known
Musculoskeletal and Back pain* rare
connective tissue disorders -
Arthralgia rare
Joint swelling not known
Renal and urinary Urinary retention rare
disorders -
Dysuria rare
Urinary tract infection not known

1 undesirable effects reported with Spiolto Respimat, but not with the individual components

C. Description of selected adverse reactions

Spiolto Respimat combines anticholinergic and R,-adrenergic properties due to its components

tiotropium and olodaterol.

Anticholinergic adverse reaction profile

In the long term 52-weeks clinical trials with Spiolto Respimat, the most frequently observed
undesirable anticholinergic effect was dry mouth which occurred in approximately 1.7% of patients
treated with Spiolto Respimat and in 2.7% and 1% in the tiotropium 5 microgram and olodaterol 5

12




microgram arms, respectively. Dry mouth led to discontinuation in 1 of 1,029 patients (0.1 %) treated
with Spiolto Respimat.

Serious undesirable effects consistent with anticholinergic effects include glaucoma, constipation,
intestinal obstruction including ileus paralytic and urinary retention.

R-adrenergic adverse reaction profile
In the long term 52-weeks clinical trials with Spiolto Respimat, the most frequently observed R-
adrenergic undesirable effects were palpitations, tachycardia and hypertension.

Olodaterol, one component of Spiolto Respimatis a member of the therapeutic class of long-acting
beta,-adrenergic agonists. Therefore the occurrence of other undesirable effects related to the beta-
adrenergic agonist class, which are not listed above, should be taken into consideration, such as,
arrhythmia, myocardial ischaemia, angina pectoris, hypotension, tremor, nervousness, muscle spasms,
fatigue, malaise, hypokalemia, hyperglycemia, and metabolic acidosis.

d. Other special populations
An increase in anticholinergic effect may occur with increasing age.

Reporting of suspected adverse reactions

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

listed in Appendix V*.

4.9 Overdose

There is limited information on overdosing with Spiolto Respimat. Spiolto Respimat has been studied
up to 5 microgram / 10 microgram (tiotropium/olodaterol) in COPD patients and up to 10 microgram /
40 microgram (tiotropium/olodaterol) in healthy subjects; no clinically relevant effects were observed.
An overdose could lead to exaggerated anti-muscarinic effects of tiotropium and/or exaggerated 3,
agonists effects of olodaterol.

Symptoms
Overdose of anticholinergic tiotropium

High doses of tiotropium may lead to anticholinergic signs and symptoms.

However, there were no systemic anticholinergic adverse effects following a single inhaled dose of up
to 340 microgram tiotropium bromide in healthy volunteers. Additionally, no relevant adverse events,
beyond dry mouth/throat and dry nasal mucosa were observed following 14-day dosing of up to 40
microgram tiotropium inhalation solution in healthy volunteers with the exception of pronounced
reduction in salivary flow from day 7 onwards.

Overdose of 3,-agonist olodaterol

An overdose of olodaterol is likely to lead to exaggerated effects typical of beta,-adrenergic agonists,
e.g. myocardial ischaemia, hypertension or hypotension, tachycardia, arrhythmias, palpitation,
dizziness, nervousness, insomnia, anxiety, headache, tremor, dry mouth, muscle spasms, nausea,
fatigue, malaise, hypokalemia, hyperglycemia, and metabolic acidosis.

Treatment of overdose
Treatment with Spiolto Respimat should be discontinued. Supportive and symptomatic treatment is
indicated. Serious cases should be hospitalised. Use of cardioselective beta-blockers may be

13



considered, but only subject to extreme caution since the use of beta-adrenergic blocker medication
may provoke bronchospasm.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group:
Drugs for obstructive airway diseases, adrenergics in combination with anticholinergics
ATC code: RO3AL06

Mechanism of action

Spiolto Respimat

Spiolto Respimat is a fixed dose combination inhalation solution containing a long acting muscarinic
receptor antagonist, tiotropium and a long acting betaz-adrenergic agonist, olodaterol (LAMA/LABA)
which is delivered via the Spiolto Respimat soft mist inhaler device.

The two active ingredients provide additive bronchodilation due to their different mode of action.
Since muscarinic receptors appear to be more prominent in the central airways while 3, adrenoceptors
have a higher expression level in the peripheral airways, a combination of tiotropium and olodaterol
should provide optimal bronchodilatation in all regions of the lungs.

Tiotropium

Tiotropium bromide is a long-acting, specific antagonist at muscarinic receptors. It has similar affinity
to the subtypes, M; to Ms. In the airways, tiotropium bromide competitively and reversibly binds to
the M receptors in the bronchial smooth musculature, antagonising the cholinergic
(bronchoconstrictive) effects of acetylcholine, resulting in bronchial smooth muscle relaxation. The
effect was dose dependent and lasted longer than 24h. As an N-quaternary anticholinergic, tiotropium
bromide is topically (broncho-) selective when administered by inhalation, demonstrating an
acceptable therapeutic range before systemic anticholinergic effects may occur.

Olodaterol

Olodaterol has a high affinity and high selectivity to the human beta,-adrenoceptor.

In vitro studies have shown that olodaterol has 241-fold greater agonist activity at beta,-adrenoceptors
compared to beta;-adrenoceptors and 2299-fold greater agonist activity compared to betas-
adrenoceptors.

The compound exerts its pharmacological effects by binding and activation of beta,-adrenoceptors
after topical administration by inhalation.

Activation of these receptors in the airways results in a stimulation of intracellular adenyl cyclase, an
enzyme that mediates the synthesis of cyclic-3’,5” adenosine monophosphate (CAMP). Elevated levels
of cAMP induce bronchodilation by relaxation of airway smooth muscle cells.

Olodaterol has the pre-clinical profile of a long-acting selective beta,-adrenoceptor agonist (LABA)
with a fast onset of action and a duration of action of at least 24 hours.

Beta-adrenoceptors are divided into three subtypes, beta;-adrenoceptors predominantly expressed on
cardiac muscle, betay-adrenoceptors predominantly expressed on airway smooth muscle and betas-
adrenoceptors predominantly expressed on adipose tissue. Beta,-agonists cause bronchodilation.
Although the beta,-adrenoceptor is the predominant adrenergic receptor in the airway smooth muscle
it is also present on the surface of a variety of other cells, including lung epithelial and endothelial
cells and in the heart. The precise function of beta,-receptors in the heart is not known, but their
presence raises the possibility that even highly selective beta,-adrenergic agonists may have cardiac
effects.
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Effects on cardiac electrophysiology

Tiotropium

In a dedicated QT study involving 53 healthy volunteers, tiotropium inhalation powder 18 microgram
and 54 microgram (i.e. three times the therapeutic dose) over 12 days did not significantly prolong QT
intervals of the ECG.

Olodaterol

The effect of olodaterol on the QT/QTc interval of the ECG was investigated in 24 healthy male and
female volunteers in a double-blind, randomised, placebo- and active (moxifloxacin) controlled study.
Olodaterol at single doses of 10, 20, 30 and 50 microgram, demonstrated that compared with placebo,
the mean changes from baseline in QT interval over 20 minutes to 2 hours after dosing increased dose-
dependently from 1.6 (10 microgram olodaterol) to 6.5 ms (50 microgram olodaterol), with the upper
limit of the two-sided 90% confidence intervals being less than 10 ms at all dose levels for
individually corrected QT (QTcl).

The effect of 5 microgram and 10 microgram olodaterol on heart rate and rhythm was assessed using
continuous 24-hour ECG recording (Holter monitoring) in a subset of 772 patients in the 48-week,
placebo-controlled Phase 3 trials. There were no dose- or time-related trends or patterns observed for
the magnitudes of mean changes in heart rate or premature beats. Shifts from baseline to the end of
treatment in premature beats did not indicate meaningful differences between olodaterol

5 microgram, 10 microgram and placebo.

Spiolto Respimat

Two 52-week randomized, double-blind trials using Spiolto Respimat enrolled 5162 patients with
COPD. In a pooled analysis the number of subjects with changes from baseline-corrected QTcF
(Fridericia correction) interval of >30 msec at 40 minutes post-dose on day 85, 169, and 365, ranged
from 3.1%, 4.7%, and 3.6% for the Spiolto Respimat group compared to 4.1%, 4.4%, and 3.6% for
olodaterol 5 microgram and 3.4%, 2.3%, and 4.6% for the tiotropium 5 microgram group, respectively.

Clinical efficacy and safety
The Phase 11 clinical development program for Spiolto Respimat included three randomised, double-
blind trials:
(i) two replicate, 52 week parallel group trials comparing Spiolto Respimat with tiotropium 5
microgram and olodaterol 5 microgram (1029 received Spiolto Respimat) [Trials 1 and 2]
(ii) one 6 week cross-over trial comparing Spiolto Respimat with tiotropium 5 microgram and
olodaterol 5 microgram and placebo (139 received Spiolto Respimat) [Trial 3]

In these trials, the comparator products, tiotropium 5 microgram, olodaterol 5 microgram and placebo
were administered via the Respimat inhaler.

Patient characteristics

The majority of the 5162 patients recruited in the global, 52 week trials [Trials 1 and 2] were male
(73%), white (71%) or Asian (25%), with a mean age of 64.0 years. Mean post-bronchodilator FEV;
was 1.37 L (GOLD 2 [50%], GOLD 3 [39%], GOLD 4 [11%]). Mean B,-agonist responsiveness was
16.6% of baseline (0.171 L). Pulmonary medications allowed as concomitant therapy included inhaled
steroids [47%] and xanthines [10%)].

The 6 week trial [Trial 3] was conducted in Europe and North America. The majority of the 219
recruited patients were male (59%) and white (99%), with a mean age of 61.1 years. Mean post-
bronchodilator FEV; was 1.55 L (GOLD 2 [64%], GOLD 3 [34%], GOLD 4 [2%]). Mean 3,-agonist
responsiveness was 15.9% of baseline (0.193 L). Pulmonary medications allowed as concomitant
therapy included inhaled steroids [41%] and xanthines [4%].

Effects on lung function
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In the 52 week trials, Spiolto Respimat administered once daily in the morning, provided clear
improvement in lung function within 5 minutes after the first dose compared to tiotropium 5
microgram (mean increase in FEV, of 0.137 L for Spiolto Respimat vs. 0.058 L for tiotropium 5
microgram [p<0.0001] and 0.125 L for olodaterol 5 microgram [p=0.16]).

In both studies, significant improvements were observed in FEV; AUC, 3, response and trough FEV;
response after 24 weeks (lung function primary endpoints) for Spiolto Respimat compared to
tiotropium 5 microgram and olodaterol 5 microgram (Table 1).

Table 1 Difference in FEV; AUC3, and trough FEV, response for Spiolto Respimat
compared to tiotropium 5 microgram, olodaterol 5 microgram after 24 weeks
(Trials 1 and 2)

FEV: AUC.3, response Trough FEV response
Trial 1 Trial 2 Trial 1 Trial 2
n Mean n Mean n Mean n Mean
Spiolto Respimat 522 -- 502 - 521 - 497 -
VErsus
Tiotropium5 | 526 | 0.117L | 500 | 0.103L | 520 | 0.071L | 498 | 0.050 L
microgram
Olodaterol 5 | 525 | 0.123L | 507 | 0.132L | 519 | 0.082L [503 | 0.088 L
microgram

pre-treatment baseline FEVy: Trial 1 =1.16 L; Trial 2=1.15L
p<0.0001 for all comparisons
n= number of patients

Patients with a higher degree of reversibility at baseline generally exhibited a higher bronchodilator
response with Spiolto Respimat than patients with a lower degree of reversibility at baseline.

The increased bronchodilator effects of Spiolto Respimat compared to tiotropium 5 microgram and
olodaterol 5 microgram were maintained throughout the 52 week treatment period. Spiolto Respimat
also improved morning and evening PEFR (peak expiratory flow rate) compared to tiotropium 5
microgram and olodaterol 5 microgram as measured by patient's daily recordings.

In the 6 week trial, Spiolto Respimat showed a significantly greater FEV; response compared to
tiotropium 5 microgram, olodaterol 5 microgram and placebo (p<0.0001) over the full 24 hour dosing
interval (Table 2).

Table 2 Average difference in FEV1 (L) over 3 hr, 12 hr and 24 hr and difference in trough
FEV1 (L) for Spiolto Respimat compared to tiotropium 5 microgram,
olodaterol 5 microgram and placebo after 6 weeks (Trial 3)

n 3hr n 12 hr 24 hr
1 Trough
average average average
Spiolto Respimat 138 138
Versus
Tiotropium 5 | 137 0.109 135 0.119 0.110 0.079
microgram
Olodaterol 5 | 138 0.109 136 0.126 0.115 0.092
microgram
Placebo | 135 0.325 132 0.319 0.280 0.207

pre-treatment baseline FEV; = 1.30 L
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! primary endpoint
p<0.0001 for all comparisons
n=number of patients

Health-related Quality of Life

Spiolto Respimat showed improvement in health-related quality of life as indicated by a reduction in
St. George Respiratory Questionnaire ( SGRQ) total score. After 24 weeks, there was a statistically
significant improvement in mean SGRQ total score for Spiolto Respimat compared to tiotropium 5
microgram and olodaterol 5 microgram (Table 3); improvements were seen in all SGRQ domains.
More patients treated with Spiolto Respimat had a clinically meaningful improvement in SGRQ total
score (MCID, defined as a decrease of at least 4 units from baseline) compared to tiotropium 5
microgram (57.5% vs. 48.7%, p=0.0001) and olodaterol 5 microgram (57.5% vs. 44.8%, p<0.0001).

Table 3: SGRQ total score after 24 weeks of treatment

Treatment Mean | Difference to Spiolto
n (change from Respimat
baseline) Mean (p-value)
Total score | Baseline 43.5
Spiolto Respimat 979 36.7 (-6.8)
Tiotropium 5 954 37.9 (-5.6) -1.23 (p=0.025)
microgram
Olodaterol 5 microgram 954 38.4 (-5.1) -1.69 (p=0.002)

n=number of patients

Dyspnea
After 24 weeks, mean TDI focal score was 1.98 units for Spiolto Respimat, with a significant

improvement compared to tiotropium 5 microgram (mean difference 0.36, p=0.008) and olodaterol 5
microgram (mean difference 0.42 (p=0.002).

More patients treated with Spiolto Respimat had a clinically meaningful improvement in TDI focal
score (MCID, defined as a value of at least 1 unit) compared to tiotropium 5 microgram (54.9% vs.
50.6%, p=0.0546) and olodaterol 5 microgram (54.9% vs. 48.2%, p=0.0026).

Rescue Medication Use

Patients treated with Spiolto Respimat used less daytime and nighttime rescue salbutamol compared to
patients treated with tiotropium 5 microgram and olodaterol 5 microgram (mean daytime rescue use
for Spiolto Respimat of 0.76 occasions per day compared to 0.97 occasions per day for tiotropium 5
microgram and 0.87 occasions per day for olodaterol 5 microgram, p<0.0001; mean nighttime rescue
use for Spiolto Respimat of 1.24 occasions per day compared to 1.69 occasions per day for tiotropium
5 microgram and 1.52 occasions per day for olodaterol 5 microgram, p<0.0001).

Patient Global Rating

Patients treated with Spiolto Respimat perceived a greater improvement in their respiratory condition
compared to tiotropium 5 microgram and olodaterol 5 microgram, as measured by a Patient’s Global
Rating (PGR) scale.

Exacerbations

Tiotropium 5 microgram has previously demonstrated a statistically significant reduction in risk of a
COPD exacerbation compared to placebo. COPD exacerbations was included as an additional
endpoint in the 52 week pivotal trials (Trials 1 and 2). In the combined dataset, the proportion of
patients experiencing at least one moderate/severe COPD exacerbation was 27.7% for Spiolto
Respimat and 28.8% for tiotropium 5 microgram (p=0.39). These studies were not specifically
designed to evaluate the effect of treatments on COPD exacerbations.
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Inspiratory capacity, breathing discomfort and exercise endurance

The effect of Spiolto Respimat on inspiratory capacity, breathing discomfort and symptom-limited

exercise endurance was investigated in three randomised, double-blind trials in COPD patients:

(i) two replicate, 6 week cross-over trials comparing Spiolto Respimat with tiotropium 5 microgram,
olodaterol 5 microgram and placebo during constant work rate cycling (450 received Spiolto
Respimat) [Trials 4 and 5]

(if) one 12 week parallel group trial comparing Spiolto Respimat with placebo during constant work
rate cycling (139 received Spiolto Respimat) and constant speed walking (sub-set of patients)
[Trial 6]

Spiolto Respimat significantly improved inspiratory capacity at rest two hours post-dose compared to
tiotropium 5 microgram (0.114 L, p<0.0001; Trial 4, 0.088 L, p=0.0005; Trial 5), olodaterol 5
microgram (0.119 L, p<0.0001; Trial 4, 0.080 L, p=0.0015; Trial 5) and placebo (0.244 L, p<0.0001;
Trial 4, 0.265 L, p<0.0001; Trial 5) after 6 weeks.

In Trials 4 and 5, Spiolto Respimat significantly improved endurance time during constant work rate
cycling compared to placebo after 6 weeks (Trial 4: geometric mean endurance time of 454 s for
Spiolto Respimat compared to 375 seconds for placebo (20.9% improvement, p<0.0001); Trial 5:
geometric mean endurance time of 466 seconds for Spiolto Respimat compared to 411 seconds for
placebo (13.4% improvement, p<0.0001).

In Trial 6, Spiolto Respimat significantly improved endurance time during constant work rate cycling
compared to placebo after 12 weeks (geometric endurance time of 528 seconds for Spiolto Respimat
compared to 464 seconds for placebo (13.8% improvement, p=0.021).

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Spiolto Respimat in all subsets of the paediatric population in chronic obstructive pulmonary disease
(COPD) as per decision on class waivers (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

a. General Introduction

When tiotropium and olodaterol 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.

Tiotropium and olodaterol demonstrate linear pharmacokinetics in the therapeutic range. On repeated
once-daily inhalation administration, steady state of tiotropium is reached by day 7. Steady state of
olodaterol is achieved after 8 days of once-daily inhalation, and accumulation is up to 1.8-fold as
compared to a single dose.

b. General Characteristics of the Active Substance after Administration of the Medicinal Product

Absorption
Tiotropium: Urinary excretion data from young healthy volunteers suggests that approximately 33%

of the dose inhaled via the RESPIMAT inhaler reaches the systemic circulation. The absolute
bioavailability from an orally administered solution was found to be 2—-3%. Maximum tiotropium
plasma concentrations are observed 5-7 minutes after the inhalation via RESPIMAT.

Olodaterol: In healthy volunteers the absolute bioavailability of olodaterol following inhalation was
estimated to be approximately 30%, whereas the absolute bioavailability was below 1% when given as
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an oral solution. Maximum olodaterol plasma concentrations generally are reached within 10 to 20
minutes following drug inhalation via RESPIMAT.

Distribution

Tiotropium has a plasma protein binding of 72% and shows a volume of distribution of 32 L/kg.
Studies in rats have shown that tiotropium does not penetrate the blood-brain barrier to any relevant
extent.

Olodaterol has a plasma protein binding of approximately 60% and shows a volume of distribution of
1110 L. Olodaterol is a substrate for the P-gp, OAT1, OAT3 and OCT1 transporter. Olodaterol is not a
substrate for the following transporters: BCRP, MRP, OATP2, OATP8, OATP-B, OCT2 and OCT3.

Biotransformation

Tiotropium: The extent of metabolism is small. This is evident from 74% of an intravenous dose being
excreted in the urine as unchanged drug. The ester tiotropium is nonenzymatically cleaved into its
alcohol and acid component (N-methylscopine and dithienylglycolic acid, respectively), both not
binding to muscarinic receptors. In vitro experiments with human liver microsomes and human
hepatocytes suggest that some further drug (<20% of the dose after intravenous administration) is
metabolised by cytochrome P450 (CYP) 2D6 and 3A4 dependent oxidation and subsequent glutathion
conjugation to a variety of Phase Il-metabolites.

Olodaterol is substantially metabolized by direct glucuronidation and by O-demethylation at the
methoxy moiety followed by conjugation. Of the six metabolites identified, only the unconjugated
demethylation product binds to R,-receptors; this metabolite however is not detectable in plasma after
chronic inhalation of the recommended therapeutic dose or doses of up to 4-fold higher. Cytochrome
P450 isozymes CYP2C9 and CYP2C8, with negligible contribution of CYP3A4, are involved in the
O-demethylation of olodaterol, while uridine diphosphate glycosyl transferase isoforms UGT2B7,
UGT1AlL, 1A7 and 1A9 were shown to be involved in the formation of olodaterol glucuronides.

Elimination

Tiotropium: The total clearance in healthy volunteers is 880 mL/min. Intravenously administered
tiotropium is mainly excreted unchanged in urine (74%). After inhalation by COPD patients to steady-
state, urinary excretion is 18.6% of the dose, the remainder being mainly non-absorbed drug in gut that
is eliminated via the faeces. The renal clearance of tiotropium exceeds the glomerular filtration rate,
indicating active secretion into the urine. The effective half-life of tiotropium following inhalation by
COPD patients ranges between 27 and 45 h.

Olodaterol: Total clearance of olodaterol in healthy volunteers is 872 mL/min, and renal clearance is
173 mL/min. Following intravenous administration of [**C]-labelled olodaterol, 38% of the radioactive
dose was recovered in the urine and 53% was recovered in faeces. The amount of unchanged
olodaterol recovered in the urine after intravenous administration was 19%. Following oral
administration, only 9% of the radioactivity (0.7% unchanged olodaterol) was recovered in urine,
while the major portion was recovered in faeces (84%). More than 90% of the dose was excreted
within 6 and 5 days following intravenous and oral administration, respectively. Following inhalation,
excretion of unchanged olodaterol in urine within the dosing interval in healthy volunteers at steady
state accounted for 5-7% of the dose. Olodaterol plasma concentrations after inhalation decline in a
multiphasic manner with a terminal half-life of approximately 45 hours.

C. Characteristics in Patients

Tiotropium: As expected for all predominantly renally excreted drugs, advancing age was associated
with a decrease of tiotropium renal clearance from 347 mL/min in COPD patients <65 years to 275
mL/min in COPD patients >65 years. This did not result in a corresponding increase in AUCq. s OF
Crmax.ss Values.
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Olodaterol: A pharmacokinetic meta-analysis utilizing data from 2 controlled clinical trials that
included 405 patients with COPD and 296 patients with asthma showed that no dose adjustment is
necessary due to effects of age, gender and weight on systemic exposure to olodaterol.

Race

Olodaterol: Comparison of pharmacokinetic data within and across studies with olodaterol revealed a
trend for higher systemic exposure in Japanese and other Asians than in Caucasians.

No safety concerns were identified in clinical studies with olodaterol in Caucasians and Asians of up
to one year with olodaterol Respimat at doses up to twice the recommended therapeutic dose.

Renal Insufficiency

Tiotropium: Following once daily inhaled administration of tiotropium to steady-state in COPD
patients with mild renal impairment (CLcgr 50-80 mL/min) resulted in slightly higher AUCq.¢ s
(between 1.8 to 30% higher) and similar Cy,.xss COmpared to patients with normal renal function (CLcr
>80 mL/min). In subjects with moderate to severe renal impairment (CLcr <50 ml/min) intravenous
administration of tiotropium resulted in twofold higher total exposure (82% higher AUCq.4n and 52%
higher Cy.x) compared to subjects with normal renal function, which was confirmed by observations
after dry powder inhalation.

Olodaterol: There were no clinically relevant increases of systemic exposure in patients with renal
impairment.

Hepatic Insufficiency

Tiotropium: Liver insufficiency is not expected to have any relevant influence on tiotropium
pharmacokinetics. Tiotropium is predominantly cleared by renal elimination (74% in young healthy
volunteers) and simple non-enzymatic ester cleavage to pharmacologically inactive products.

Olodaterol: There was no evidence for differences in elimination of olodaterol, nor did protein
binding differ, between subjects with mild or moderate hepatic impairment and their healthy controls.
A study in subjects with severe hepatic impairment was not performed.

5.3 Preclinical safety data

Tiotropium + olodaterol

Effects in non-clinical studies with the combination tiotropium/olodaterol were observed only at
exposures considered sufficiently in excess of the maximum human exposure indicating little
relevance to clinical use.

Tiotropium

Studies on genotoxicity and carcinogenic potential revealed no special hazard for humans.

Harmful effects with respect to pregnancy, embryonal/foetal development, parturition or postnatal
development could only be demonstrated at maternally toxic dose levels. Tiotropium bromide was not
teratogenic in rats or rabbits. The respiratory (irritation) and urogenital (prostatitis) changes and
reproductive toxicity were observed at local or systemic exposures more than five-fold the therapeutic
exposure.

Olodaterol

Studies on genotoxicity and carcinogenic potential revealed no special hazard for humans.

Increased incidences were observed of mesovarian leiomyoma in rats and of uterus leiomyoma and
leiomyosarcoma in mice. This is considered a class effect which is observed in rodents after long-term
exposure to high doses of f3,-agonists. Up to now, B,-agonists have not been associated with cancer in
humans.
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In rats, no teratogenic effects occurred after inhalation at doses of 1054 microgram/kg/day (> 2600
times the human exposure (AUC o.24n) at the dose of 5 mcg). In pregnant NZW rabbits, an inhalation
dose of 2489 microgram/kg/day (approximately 7130 times the human exposure at 5 microgram based
on AUCo-24n) Of olodaterol exhibited fetal toxicity characteristically resulting from beta-adrenoceptor
stimulation; these included patchy ossifications, short/bent bones, partially open eye, cleft palate,
cardiovascular abnormalities. No significant effects occurred at an inhalation dose of 974
microgram/kg/day (approximately 1353 times the 5 microgram dose based on AUCo-24n)).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Benzalkonium chloride

Disodium edetate

Water, purified

1M Hydrochloric acid (for pH adjustment)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years
In-use shelf life: 3 months

6.4 Special precautions for storage

Do not freeze.

6.5 Nature and contents of container

Type and material of the container in contact with the medicinal product:

Solution filled into a polyethylene/polypropylene cartridge with a polypropylene cap with integrated
silicone sealing ring. The cartridge is enclosed within an aluminium cylinder.

Each cartridge contains 4 ml inhalation solution.

Pack sizes and devices supplied:

Single pack: 1 Respimat inhaler and 1 cartridge, providing 60 puffs (30 medicinal doses)

Double pack: 2 single packages, each containing 1 Respimat inhaler and 1 cartridge, providing 60
puffs (30 medicinal doses)

Triple pack: 3 single packages, each containing 1 Respimat inhaler and 1 cartridge, providing 60 puffs
(30 medicinal doses)

Eight pack: 8 single packages, each containing 1 Respimat inhaler and one 1 cartridge, providing 60
puffs (30 medicinal doses)

Not all pack sizes may be marketed.
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6.6  Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Boehringer Ingelheim International GmbH

Binger Strasse 173

D-55216 Ingelheim am Rhein

Germany

8. MARKETING AUTHORISATION NUMBER(S)

<[To be completed nationally]>

9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
<{DD/MM/YYYY}> <{DD month YYYY}>

<[To be completed nationally]>

10. DATE OF REVISION OF THE TEXT
{MM/YYYY}

<[To be completed nationally]>
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

FOLDING BOX

1. NAME OF THE MEDICINAL PRODUCT

Spiolto Respimat 2.5 microgram/2.5 microgram, inhalation solution

tiotropium/olodaterol

2. STATEMENT OF ACTIVE SUBSTANCE(S)

The delivered dose is 2.5 microgram tiotropium (as bromide monohydrate) and 2.5 microgram
olodaterol (as hydrochloride) per puff

3. LIST OF EXCIPIENTS

List of excipients:

Benzalkonium chloride

Disodium edetate

Purified water

1M Hydrochloric acid for pH adjustment

4. PHARMACEUTICAL FORM AND CONTENTS

Inhalation solution
One cartridge contains 4.0 ml providing 60 puffs (30 medicinal doses)

Single pack: 1 Respimat Inhaler and 1 cartridge

Double pack: 2 single packages, each containing 1 Respimat Inhaler and 1 cartridge
Triple pack: 3 single packages, each containing 1 Respimat Inhaler and 1 cartridge
Eight pack: 8 single packages, each containing 1 Respimat Inhaler and 1 cartridge

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Inhalation use
Read the package leaflet before use

Insert cartridge in the Respimat inhaler before first use

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

Keep out of the sight and reach of children.

1. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP
In-use shelf life: 3 months

9. SPECIAL STORAGE CONDITIONS

Do not freeze.

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
Germany

12. MARKETING AUTHORISATION NUMBER(S)

To be completed nationally

| 13.  BATCH NUMBER

Batch:

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Spiolto Respimat
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

DEVICE - Front label

1. NAME OF THE MEDICINAL PRODUCT

Spiolto Respimat
2.5 microgram/2.5 microgram inhalation solution
tiotropium/olodaterol

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Boehringer Ingelheim

3. EXPIRY DATE

(See device back label)
In-use shelf life: 3 months

| 4. BATCH NUMBER

(See device back label)

5.  OTHER

60 puffs (30 medicinal doses)
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

DEVICE - BACK LABEL (Requirements according to Medical Device Directive)

| 1. NAME OF THE MEDICINAL PRODUCT

Spiolto Respimat Inhaler

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

3. EXPIRY DATE

EXP

| 4. BATCH NUMBER

Batch:

|5. OTHER

Scale for dose indicator
> > Turns >
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

CARTRIDGE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Spiolto Respimat
2.5 microgram/ 2.5 microgram inhalation solution
tiotropium/olodaterol

‘ 2. METHOD OF ADMINISTRATION

Inhalation use

| 3. EXPIRY DATE

EXP
In-use shelf life: 3 months

4. BATCH NUMBER

Batch:

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

One cartridge contains 4.0 ml providing 60 puffs (30 medicinal doses)

6. OTHER
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FA4 hrE DA

FA Fr T LAHARBAREG O QT MINIIXT 283, ERPERE 53 il A iz TQT
HERCIMIi STz, FA4 T AWASIHE 18 ug KN 54 ng GERMED 347) 23 12 A RE#
&, QTR EMRIERITH b NARM -T2,

LT =/
ECG L QT/QTc MMkt 54w 47 m— /L OREIL, EHREA LA 24 B3R _EER,
MRS, 77 B RKOBMHSEE (EXv7rxdhyy) R o ez, Aax7
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27— /L& 10, 20, 30 KON 50 ug ZHiEE G- L& 2 A, 5 20 0% 5 2 Rtk £ TO QT
MO R—=2 T 4 b OB, 77 R Lk L CHRETAIZHEML, 1.6 msec
(FaZ7a—/1 10pg) 75 6.5msec (50 ug) OHIMATRD L7z, #EREHNIHIE L7 QT
(QTeD) D WHHI 90%15 HE X ] > _FARIFR FL 34 £ T 10 msec Aiiii Tdb o 72,

48 A7 7 AR R I FHEBROYEERE O 5 B 772 BIOE LM TIX, 24 Kf# ECG Rl
(B2 —DEX) ZH0VTHe 2T a—5ug KON 10 ug OOHAE M OFHAHC 95 BN GE
i &7z, DFABOUT SIS O X B L @& OB IE, & XTI B S 2 g SEo3
2 — NI N o Tz, WAMHEO X=X 4 b EGK T ETOERIZONTIE,
BATu—/L5ug, 10pg, 77 ERORIZEKROD L EITBD LR T,

Spiolto L' X E°~ > |

COPD 5 5162 {3l & x4 Spiolto L A '~ v M & 72 52 JAMEEAL B S MREER 2 3
B Ehi S iz, 2 B ORS LI ici V<, 85 40 014D, Fredericia % FUV 72—
T4 UMHIE QT Mg (QTcF) (2 30 msec Z A2 D ALIGRD L ILT- il DEIEIX, BE5NH5
85 H, 169 H, 365 H#% TEN L4 Spiolto L AV~ > M : 3.1%, 4.7%, 3.6%, A0 X T n—
VS ug B 4.1%, 4.4%, 3.6%, TA RN E DA S gl 3.4%, 2.3%, 4.6% ThHol,

B R A e Jy OV ek

Spiolto L' A ¥~ ~ O T FHEGPRBHZE FHENC 1L, MEAL _HE RS 3 WBmE iz,

(i) Spiolto VA E vy N&aT A MU A Sug KA R ET 1 —/L 5pug & g4 5 F-—
T WA D 52 FEAATEER L5 2 55k (1029 f51]iC Spiolto L A &~ » h%5)  [FABr 1 LY
2]

(ii) Spiolto L AE vy h&FA hr b U A Spg, ArF T —/L 5ue KON TR L
B9 2% 6 MM 7 v A4 — "—3 Bk (139 fFlIT Spiolto L A B~ MMh)  [FER 3]

ERERBR TR, MIEE, FARRE UL Spg, AnFTE—L Sug KOTTEROWVTRE
LA~y hEHWTEE LT,

BE DFFE

52 AR OEFEILFEER BB 1 KO 2] 128 S e 5162 floR¥EFME (713%) , BHA
(71%) XIEZT7 T N (25%) ThH Y, FHFEIT 64.0 mTholo, KEILRER 5% 0D
FEV; O F-#)ffiX 1.37L Toh -7 (GOLD II #] [50%] , GOLD II H#] [39%] , GOLD IV H
[11%] ) o By WIS SEMED S EEIZ N — AT A > D 16.6% ThH->7= (0.171L) . PFAHEEZ:
FER ARSI AR T B A R (47%) KOFHoF 8 (10%) Thotz,

6 WMFER (BB 3] IRUN KR Ok CTHEM S iz, BEkShizEBF 219 flo K5 %
(59%) , AN (99%) THY, FEHERIT 61.1 i ThoTz, KELIERE 5% D FEV, O
PIEIE 1.55L THh-7- (GOLD I #] [64%] , GOLD I #] [34%] , GOLD IV #] [2%] ) . B,
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TR B DO EEEIFR—A T A > D 15.9% T -7= (0.193L) , OFF AIaE7e MR gRiR 31T
WAATBA K 41%) ROFH T8 (%) Tholz,

JitiHEBE~D(EH

2 o> 52 WM CTIE, Spiolto VAE~y h& 1 H 1 BIFICHEEG LZEZA, #lEEED 5
SGUNT, FA MU A Spg &g U ChBEREBIRRIC Y L7z (Spiolto L A B~ » MED
FEV, O FH & 0.137L, F4 hrEw A 5ug ff 0.058 L [p<0.0001] , Au &7 m—/L 5ug
#0.125L [p=0.16] ) .

WTHNORERTH, &5 24 8 TD FEV,; AUCo3 KON N7 7 FEV, DX—Z 5 A )b DEAL
# (Mo ZEMEEA) 121X, FAMrE YA Spyg KA r X T —)L Sug L LT,
Spiolto L A ¥~ v MIBEBERUENRO O (F1) .

x1 Spiolto LRAET v MMk 55 24 BT®H FEV, AUCo3 U +5 7 FEV, D
R—ASAVUDLDELEDFA FOEILSug RUABATO—)L 5 g
EDE REBR1ERU2)

EV, AUCy3, DR—RAF A VLD |FTF T FEV,DR—ZAF AL VDL D

e L&
HEr 1 be 2 HB 1 bee 2
n EHE | n EHME | n EHME A
Spiolto VA E< v b 522 - 502 - 521 - 197 -
Loz
FF o’y As ng 526 0.117L 500 0.103 L 520 0.071 L K98 0.050 L
FudrFo—is ng 525 0.123 L 507 0.132 L 519 0.082 L [503 0.088 L

TBIRERI_—AZ A4 FEV, : Bk 1=1.16 L, A%k 2=1.15L
FRT O L T p<0.0001
N : BE

NR—=2 T A VR AW DORRE D S o T BF X, Koo BF L i LT, Spiolto LA E
~ v M D KE SRR DS EMED o T2,

Spiolto L A ¥~ v FOKEALEMEA X, 52 HO2EGHMEZELTCF4 FrE T A Spg
LOF X Ta—Sug L0 Ehrole, BEHEOTREKIZE DS KUK D PEFR (i KIERGH
JE) % Spiolto LAYy NMITFAH by ASug kA aF7re—1L5ug LiELE,

6 HRFRER TIL, Spiolto L AV~ v MEEHIZ X D FEV, DR_X—RA T A )b OEALED, 24 I

MoOEGRRERIZOIED T4 Ay A Spg, AaX7a—L 5ug KO 78R LD HEIZ
KEMhoTo (p<0.0001) (F2) ,
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=2 Spiolto LRAEZ Y k@, FA AEDLS5ug, #7404 T7O0—)L5ug KU T
TEREDE - BE5% 3, 12, 24FROFEHFEV, (L) R M5 T FEV,
(L) -#%56:8 (G{E8&3)

n 3IGHEES | n R REEY | 4RHFEY' | b7
Spiolto VA E = kb | 138 138
LnE
FARRETASpg | 137 | 0.109 135 0.119 0.110 0.079
FuXFa—nN5pe | 138 | 0.109 136 0.126 0.115 0.092
75 R 135 | 0.325 132 0.319 0.280 0.207

TRIETN—AF A > FEV,=1.30 L

1 TN E B
9T O T p<0.0001

N : B

B IR OB

fet B BE s O 4B 1E O 2 FEl 3% St. George Respiratory Questionnaire (SGRQ) # A2 27 %,
Spiolto L' A '~ MIE L7z, 24 HH#51%, Spiolto L A~ v MEEDY-H) SGRQ oA =T
L, A b UL Spg KA aFTra—/L Sug LKL TARICSESINT (F£3) , 20
g% SGRQ DA KA A IZFB® BTz, Spiolto L A< v MEGRETIE, BKRMICE®RDH
% SGRQ # A a7 dikdE (MCID, N—AT A Nk 4 BALLL EORD &L EFR) 2RO -EBED
EE (575%) BNFA ra T A S5ug (48.7%, p=0.0001) M OFm X T a—/L 5ug (44.8%,
p<0.0001) XYV Zhoiz,

=3 %5 24BTH SGRQERO7T
BRERTY Spiolto VAE= v R & D
n (=TI |
»oDELE) THE (pfE)
w227 R—RFL YV 435
Spiolto VA E= v | [979 36.7 (-6.8)
FF R E DA S5pg 954 37.9 (-5.6) -1.23 (p=0.025)
FudFo—nN5ug 954 38.4 (-5.1) -1.69 (p=0.002)
N:ABHE
IRF 1% LR e

24 EH [ 5%, Spiolto L A v~ MED Y TDI focal A 27X 1.98 T, A BT A S g
CEEMEDFE 0.36, p=0.008) K OA 1 ZFm—/L 5ug CEMMEDZE 042, p=0.002) &Ll T
ARICEGE ST,

Spiolto L A B~ v MEHRETIE, BKRMICEWRDSH D TDI focal A 27 Ok (MCID, 1 HATL
U EDEEER) ZRDTBEHEOES (549%) BnFA b’ v A 5ug (50.6%, p=0.0546) K&

WA 7rm—/15ug (48.2%, p=0.0026) LV Ziroiz,

R IR DEN
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Spiolto L' A '~ v MEDBH TIL, FAMIEYL Sug RBARZTH—/L Spg LHELT
B RO OV LT 2T — VHERIEFREME &S Lz, (B o HFEEE, Spiolto L
A~y MX 076,/ H, 4 YT A SuglL 0970 H, KOAaX 7o —/5ugid0.87
[6],/ H T p<0.0001, EOMHHFEEIE, Spiolto L A~ MM 124 [0/ H, F4 huat oA
SuglF L9 EL H, RUA ST H—/L5pugid 1,52, H T p<0.0001 Th-7, )

HE D PAROGZTA

BE ORMFHME (PGR) ZH#ER L= & Z A, Spiolto L A~ v MEEDBE LM L 72 M-
PRORREDYEL, TA MR E T ASugkONF L To—/Lsughtl ik L TRE D72,

I

FARRET A 5pug HEICE T, COPD #ED U 27 N7 5 1R & il L CHEHICHE
IR 2 EMmEITRINTWD, 52 BEOERZLVRER GER 1 KO 2) OFMBEEIC
COPD ANz 7=, PFA LT —X &> NNT, HEE &E COPD t%%%%éfﬁbtff&%%
DEIGIE, Spiolto L A B~ v MEE27.7%, FA hu A 5ughf 288% Tho7m (p=039) , =
AL HRERIL COPD OME AT 5 7= DICT A SR B TlEiauy,

RN, FPRANRIK, EB) 7 6E
COPD BFE x4t & LT BEA b —EHEMaER 3 3B C, RRMFRE, PP AR K OVE fERR
o FE TOEBMAREIZXTT D Spiolto L A B v b DA S iz,

(i) —EEB AT L D AR L I A — & —# BT Spiolto LAY~y NETF Ak
UL Spg, ARZTR—L Sug KON TR LT HE-THA 0 6 B v A —N
—aklR 2 5B (450 412 Spiolto L A B~ » &) [k 4 LTV 5]

(ii) — EEBAMIZ L D IR L T A — & —j#E#) (139 412 Spiolto L A B~ v M
5) KOESHEBRT (BEOY 7y b)) HIZ Spiolto VAV~ y &7 TR LT 5 12 #H
AP ATHEF FeigaAlR (AR 6]

#45- 6 D Spiolto L A~ v MI XD ZHRORAFREOLE (&G 2 FH%E) 1%, T4
REE YA Spg, ArXFo—L S5ug ROT S REUB L THEE Tho7- (FA by
Lo 3B 40114 L, p<0.0001, FER 5:0.088L, p=0.0005, A rX7rm—/ & Bk 4:0.119L,
p<0.0001, #XBX 5:0.080L, p=0.0015, 77 : Bk 4:0.244 L, p<0.0001, #ABR 5:0265L,
p<0.0001)

FRER 4 KOV5 T, Spiolto LAV MM, #5 6 OB TL I A =X —(Z L5 EHEH)
At COEBMARHEN 77 B4R &g LT Lz, (GRBR 4 : Spiolto L A B~k OEEN[fi}
DER O EIEIL 454 70, 7T BART 375 B [20.9%D 8%, p<0.0001] , #B% 5 : Spiolto
LAY~y b OEB) AR O KM EHEIT 466 B, 77 BRI 411 B [13.4% Dk E,
p<0.0001] TH-o7z, )
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Bk 6 TIE, Spiolto L AE~ >y M, 5 12 lOABET /LI A —Z =2 15— TEB AR
TOEIMARFHEN 77 2R & LT Lz, (Spiolto A B~ b O JEB)F A H D %
RPEEIT 528 B, 777 B ARIT 464 1 [13.8% Dk, p=0.021] TH-o7z, )

/N AR [

PR SRS TIE, B H@m T D bR OBREICHE, [BPEPAZEMENE A (COPD) /1R
BEEMOEY 71y MIBIT S Spiolto L AV~ v FORBRES R AT BB LMBR L
UNRA~DOEEITET D FRICHOVWTIZ 42 HSH]) |

5.2 EMRIEE

a. AT

FAIREYLROArET o —LalilG L TRARS LIzE &, KoY EE T A
—HFXENENDORTEFMTRE LIZLEDNTA—F LIZIEFRBRETH T,

FA P EY AROA R ZT v—/VE, REEEO & THRIEOEYEIEAZ R L, 1 B 1
FOWARGZRE L&, FA YT AT THRE TIOERIRBICEET 2, An¥Tn
—/VOEFIREIT 1A 1 EIOKERARE O 8 HBLRRICREES L, KK THEHERGRO 1.8 %
DEMIRD LN D,

b, EIEE 5% O NS O — )RR

WU

FA DA EEREERADORFPM T — 22K, LAYy MRAZRNORARE
ENTFEM O 3B3%DAEIEERICEIET 2 ERBEIN D, WAL LTROKRS Lz & & offaxtiy
NRAFTTRAZEYT 1% 2~3%Tholz, LAYy "L DOWARGEZOFA bty A
O f e AT R FE B ER IR 5 5~T 0t CTh 5,

Fr T o— EERADOA X T 0 — VR AR E% ORI ASA T T XA F YT 41%
K 30%EHEE SN D DITK L, ARIEAIE LCTRE Lz & & DNt AT X478 T o
X 1% Kl ThoTe, LAYy NDOWAETGEHOA 1 X T 1 — /LD e M5 R SR
L —rc e 5 10~20 3% Th 5.,

paKiil

FA4 Fr U AOMEEAREEIL 2% TH Y, SMAMEIT 320kg Thb, 7 v MaRBRTIT,
FRRBICRIBE & 72 2 B0 T4 b a &y A MRk 281 L 72 ho 72,

&7 o —/AOEEABEEITN 60%THY, SMAMEEL 11I0L Thd, ArdTa—
UL P-gp, OATI, OAT3 KUY OCTI kKD iE T 5, BCRP, MRP, OATP2, OATPS,
OATP-B, OCT2 KT} OCT3 DIE TIiE7pw,
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R

FF hrETA RBOREIT/ NSV, ZHUE, BIRNEGZICEGED 74% 038R FICRE
bR LCHRtEN D Z LN LN TH D, TATATHDLTA e vy AIIERRNICT
Na— KR O (ZNFN N-AF LA R F=— 7 a— L lg) \ZHfREn,
KGEDINT NG LAAD Y UZRERITITHEE LR, B MFI 7 e Y —2 k0t MFfias
MWTz in vitro RN D, S HIC—HOFEY (FHIRNE G- RO 20%AK0H) 235 27 2L P450
(CYP) 2D6 KN 3A4 IZIKTFT HEIbIC Lo TRE S, Zhicki 7 v F 4 aEic kv
xR MR E AU 5,

FrZra— L BEOT VT v B, KOA NX SO O A F b & Zhicki<
HAINIZ L > TREG BRSNS, FESNTHD 6 FEORHMD > b, B,ZHRITHEE
THOIFRESNTWRWRA TFIULEDO L TH S, L L ZOREmIE, #EHEXXZED
K 4 fEFETCOREZEMRIRALL L-%ICisEhicmb sz, e ra—1ro O-i
AFNMAGIZIZE L LTF F 7 L P40 7 A VA A CYP2C9 KO CYP2CS, Z< I hic
CYP3A4 N5 L, —FTAuLTua—1LOr Ny a BaaRoAsmicizv ) Py =) ViRy
Vay VI A7 2T =87 A Y7 4—25UGT2B7, UGTIAL, 1A7 KON 1A9 NB59 %,

IEEN

FA har A AREFERATOEE 7 V7 Z A% 880mL/min THhbH, F4 b v w ALk
RN G122 F L UTRPISRZE R E LTt S D (74%) . COPD E~DOR AR LT X
S CEFIRIBICRZE L2, &EEO 18.6% RPICHHI D, 7RV ITEE L THIBLENDORK
RENLWEHTHY, FEFICHRtEND, FA IR EYLAOEZ U7 7 0 A TRERETEH
B LAY, ZOHRFUICEEIIC W ESND EE X HiLd, COPD B ITWARL LD
FA Fr Y AOEERMIL 27~45 FFETH D,

F o Fa— BERANTOF AT a— O 7 V7 5 2% 872 mL/min TH VY, &
707 F A 173 mbimin Th 5, [MCHEikA o &7 0 — L a2 iiRNEES Lz s &, fED
9D 38%DNRHFUCEI S 4L, 53%MN#EMEHICEIN ST, FIRNEESH%HOA 7 X T 1 — LR L
RORFEERIL 19% Th 72, #FHAREZITIRTICEN S 2B RRIX 9% DA TH Y (e
AT u— )LRERIT 0.7%) , KESIZFEEFIZER SN (84%)  BIRNEGZICK &
D 90%LL L% 6 HLUWNICHEI S, BN&EE®%RICITEE% 5 BN S e, iR
A~ DWRAEE 5% DOEFIREBIZEWT, BE5HBORHENICRPERt SN A e T e—1
RECRITEGBED 5~T% Th oo, MABGHOF 0 X T 10—/ L O E T2
KL, HERMEOHERHBITH 45 R T - 7,

c. BEITBUTDEME
FA P E UL BE TR ET2TXCOERTCTFHRIND EBY, &SiE Tl
Ry LD VT T UANMET LTED, i 65 AN D COPD £ TlX 347 mL/min T
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5 DITKE L THER 65 %L o COPD B4 CiX 275 mL/min THho72, BIZ VT T ATET L
723, AUC .55 X1 Conaxss DEEIMNTIT D22 B 72035 72,

A1 &7 m—/L . COPD B 405 4l 2 O BB 296 1] % FH A2 AU 7= bl et B ikl 2 5B o> 7
— 2 WY EIRED A X T F U ALY, FAuXTa—LORHRE I 548, M
B OMAEOFEIZ LS < HERENITINE W ERE Tz,

N

Fasra—/ o AaZTra—/LOEYHET —Z ZRABAL ORI Clig L7z & Z 5,
AARAK MO T 7 NORHEREITAN XLV & MEA 23580 b,

WK CIIA AL T V7 N HRICA v AT — L LAY~y b &AW TR THELEH
BO2EOHBNRE ERRS SN TV DD, ZeMEOBSIIHER STV,

B R 2

FA4 b BT A REEEEREREE (CLeg 50~80 mL/min) @ COPD H|(CF A4 hu by A% |
H 1 ERAEES U CTERIRIBIZEIE L2k, BHEREER OMBE (CLeg >80 mL/min) & i L7
& & AUCqes 3T MNIT (1.8~30%) i<, Coanss [ TFRRE TH o7, P~ &L OB HAER
| (CLer<S0 mL/min) TIE, F4 b v 7 AOFEARNE 514 O 20 Gk iR 3 B RR EEf o 2
5&720 (AUCqoan 1 82%HHNN, Coax 1 52%3E0) , By RANOWALLEGZIT B RIEROFER G D
ncTnas,

Fr&7ro— BEREFEEICBVWTHAMNICEROH 2 2HBEOHINILRD b
Mmool

ATHERE 2

FA PR E DA EEREIFA P o By AOEYERBICEE L EL TSN EEX
bbb, FAMRETLNITELE LTENLHESN DD CEERERAT 74%) , BRI
FHIT AT VRRHTAE LS D,

A&7 m— b B SUT T E AR E B L RS L O TA r 4T m— L OIHRD
RpH R T =213, FEEAMAICLETRY, mEEREEEZdRE L
ToRRBRIT M L Tuviguy,

5.3 FEERRLET—4

FA I hrETA A T TO—/L

FARaE YL/ FuZdTa—LilE0t FORKBEBEL KE BRTHBEBETOLR, FHEE
IREABR CRBD R IN TR, BRMEHETIIREIIZIEA LRV EEZZ6ND,

T4 hrEDA
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BARFME R O AJEMEICBE T 23 BR TIX, & MK 2 fERRIEIIHER S o 7z,

BERR, IR - BRIRHEA, M SUIH AR OREITH T 5 A E R, HEMEENEET D
BLHETORBRD LN, 7y NEOUYXTF A ho vy ARMITHEFEHEITRD bk
molo, JEFEETOREE ®5P%ﬁzé%%xi HURERIZIBW T, Mg ORAEFR D24
(ZNZ RS ORISEIRE) , WO ATHENEN TR D BT,

==y

WAL O AJFEICERE T 23 BT, b Mo 2 fatEimEat S v o iz,

7 v b OYNEFEIEE IR I, W ONE < D A OB R K ONYE i A P I 0D A EE HE N 703 e
Shic, 2L, SHED B HEEEKICEMIMERE Lo >WEHICEBT 227 7 A7 27 b &
fErEN s, THETIS, BRSNS FOBAITEEG LIFliEZu,

7w MZ 1054 ug/kg/ H #WAHGH- L7 & & (AUCooq IZHEDSZHE Spg TOE FORED
2600 5 &2 %) BABERITRD Do Te, =2 —Y—F 2 KR U A huHict
2 X7 a—)L 2489 nghkg/ H Z WA G L7 & & (AUCoop \ZHEDSEHE Spg TOE NOBRED
#7130 £i5) , B 7 RLT U U BRI R AN 2 B R B B BL L 7o, RO B ivie @i
RE LT, BEREl, BoRf/ Zil, IR, nHEA, LhERERFETONDL, RAKE
B 974 ug/kg/H  (AUCqosn (ZHESE HH Spg TOE FOREFEOR 1353 %) T, EHBIERIZ
R LT,

6. FEHICE¥ 554
6.1 i
NP a =g NGRS
=7 ST NY U A
FERUK
1 M ERE (pH FREiAl)

6.2 EeEE
BN

6.3 Az
34

EH P OAZNIM - 3 4 H

6.4 RO RNTERE
BRI AN AT
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6.5 BROEELATY

FEBE N, & 2k 2 R AR ORI M OB

WIRIT ARV =F Ly RY) FabvLrdlh— Y o Dok, v a—rvlilso—y sy v
THMBAENLZRY T Lo lE y o T CHET D, - Yy VET LI =T ALY
VHE—IZEHASND,

EH— N VIERAK4mLAY TH D,

fifs S D BN K OEER

TNy LAYy MEAER 1, h— Y w2 1 fE, 60 A (30 [E4r DWW AR
) 2NATHE,

BTNy T o TNy 7 2N, ZREIICV A~y NRASR 1E, I—hKU v
L, 1ED> > 7Ry 7T 60 WA (30 [E15r OB ALEE) H3AHEE,

NNy 7 o TNy 7 3N, ENERNIZ LAY~y MEAG 1fE, —FU >
CUE, 1EDO TRy 7T 60N (30 Bl OWARE) HFTEE,

8 Ny 7 TRy 7 A, TNEIIZLVAE <y MEAG 1fH, 1—FU v 1
fE, VED> > 7Ny 7T 60WA (30 [El15y DO AEES) 23 ATHE,
BEIERNLZRTET D LITR O 722 0,

6.6 BBV EOHMOEFEL EDORHIGEE
AR OB S SUTBEIEN LT N THEOZEMHE > TS5 2 &

7. TR REFE

Boehringer Ingelheim International GmbH
Binger Strasse 173
D-55216 Ingelheim am Rhein

Germany

8. RERBES
< [FETEA] >

9. PERRE EHEAR
< {DD/MM/YYYY}><{DD month YYYY} >
< [FETHEA] >

10. AXNETEAB
{(MM/YYYY}
< [%FETFRA] >
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

STIOLTO™ RESPIMAT® (tiotropium bromide and olodaterol)
inhalation spray, for oral inhalation use
Initial U.S. Approval: 2015

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

. Long-acting beta,-adrenergic agonists (LABA) such as olodaterol,
one of the active ingredients in STIOLTO RESPIMAT, increase the
risk of asthma-related death. (5.1)

e A placebo-controlled study with another long-acting beta,-
adrenergic agonist (salmeterol) showed an increase in asthma-
related deaths in patients receiving salmeterol. (5.1)

e  Thisfinding of an increased risk of asthma-related death with
salmeterol is considered a class effect of LABA, including olodaterol,
one of the active ingredients in STIOLTO RESPIMAT. The safety
and efficacy of STIOLTO RESPIMAT in patients with asthma have
not been established. STIOLTO RESPIMAT is not indicated for the
treatment of asthma. (4, 5.1)

INDICATIONS AND USAGE---------=-=--=-=--mnmnmeo-
STIOLTO RESPIMAT is a combination of tiotropium, an anticholinergic and
olodaterol, 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) (1.1)

Important limitations:

. STIOLTO RESPIMAT is NOT indicated to treat acute deterioration of
COPD. (1.2)

. STIOLTO RESPIMAT is NOT indicated to treat asthma. (1.2)

. For oral inhalation only.
. Two inhalations of STIOLTO RESPIMAT once-daily at the same time
of day. (2)

Inhalation spray: Each actuation from the mouthpiece contains 3.124 mcg
tiotropium bromide monohydrate, equivalent to 2.5 mcg tiotropium, and 2.736
mcg olodaterol hydrochloride, equivalent to 2.5 mcg olodaterol.

Two actuations equal one dose. (3)

CONTRAINDICATIONS

. All LABAs are contraindicated in patients with asthma without use of a
long-term asthma control medication. (4) STIOLTO RESPIMAT is not
indicated for the treatment of asthma. (1.2)

. Hypersensitivity to tiotropium, ipratropium, olodaterol, or any
component of this product. (4)

. LABA increase the risk of asthma related death. (5.1)

. Do not initiate STIOLTO RESPIMAT in acutely deteriorating COPD
patients. (5.2)

. Do not use for relief of acute symptoms. Concomitant short-acting beta,-
agonists can be used as needed for acute relief. (5.2)

. Do not exceed the recommended dose. Excessive use of STIOLTO
RESPIMAT, or use in conjunction with other medications containing
LABA can result in clinically significant cardiovascular effects and may
be fatal. (5.3)

. Immediate hypersensitivity reactions: Discontinue STIOLTO
RESPIMAT at once and consider alternatives if immediate
hypersensitivity reactions, including angioedema, bronchospasm, or
anaphylaxis, occur. (5.4)

. Life-threatening paradoxical bronchospasm can occur. Discontinue
STIOLTO RESPIMAT immediately. (5.5)

. Use with caution in patients with cardiovascular or convulsive disorders,
thyrotoxicosis, or sensitivity to sympathomimetic drugs. (5.6, 5.7)

. Worsening of narrow-angle glaucoma may occur. Use with caution in
patients with narrow-angle glaucoma and instruct patients to consult a
physician immediately if this occurs. (5.8)

. Worsening of urinary retention may occur. Use with caution in patients
with prostatic hyperplasia or bladder-neck obstruction and instruct
patients to consult a physician immediately if this occurs. (5.9)

. Be alert to hypokalemia and hyperglycemia. (5.11)

ADVERSE REACTIONS
The most common adverse reactions (>3% incidence and more than an active
control) were nasopharyngitis, cough, and back pain

To report SUSPECTED ADVERSE REACTIONS, contact Boehringer
Ingelheim Pharmaceuticals, Inc. at (800) 542-6257 or (800) 459-9906
TTY, or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

. Other adrenergic drugs may potentiate effect. Use with caution. (5.3,
7.1)

. Xanthine derivatives, steroids, diuretics, or non-potassium sparing
diuretics may potentiate hypokalemia or ECG changes. Use with
caution. (7.2, 7.3)

. MAO inhibitors, tricyclic antidepressants, and drugs that prolong QTc
interval may potentiate effect on cardiovascular system. Use with
extreme caution. (7.4)

. Beta-blockers may decrease effectiveness. Use with caution and only
when medically necessary. (7.5)

. Anticholinergics: May interact additively with concomitantly used
anticholinergic medications. Avoid administration of STIOLTO
RESPIMAT with other anticholinergic-containing drugs. (7.6)

Patients with moderate to severe renal impairment should be monitored
closely for potential anticholinergic side effects. (2, 8.7)

See 17 for PATIENT COUNSELING INFORMATION, Medication
Guide, and Instructions for Use.
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FULL PRESCRIBING INFORMATION

WARNING: ASTHMA-RELATED DEATH

Long-acting betaz-adrenergic agonists (LABA) such as olodaterol, one of the active ingredients in STIOLTO RESPIMAT, increase the risk of asthma-related
death. Data from a large, placebo-controlled US study that compared the safety of another long-acting beta,-adrenergic agonist (salmeterol) with placebo
added to usual asthma therapy showed an increase in asthma-related deaths in patients receiving salmeterol. This finding with salmeterol is considered a class
effect of all LABA, including olodaterol, one of the active ingredients in STIOLTO RESPIMAT. The safety and efficacy of STIOLTO RESPIMAT in patients
with asthma have not been established. STIOLTO RESPIMAT is not indicated for the treatment of asthma [see Contraindications (4), Warnings and
Precautions (5.1)].

1 INDICATIONS AND USAGE

1.1 Maintenance Treatment of COPD

STIOLTO RESPIMAT is a combination of tiotropium and olodaterol indicated for 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
* STIOLTO RESPIMAT is not indicated to treat acute deteriorations of COPD. [See Warnings and Precautions (5.2)]
« STIOLTO RESPIMAT is not indicated to treat asthma. The safety and effectiveness of STIOLTO RESPIMAT in asthma have not been established.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage
The recommended dose of STIOLTO RESPIMAT is two inhalations once-daily at the same time of the day. Do not use STIOLTO RESPIMAT more than two
inhalations every 24 hours.

2.2 Administration Information
For oral inhalation only.

Prior to first use, the STIOLTO RESPIMAT cartridge is inserted into the STIOLTO RESPIMAT inhaler and the unit is primed. When using the unit for the first time,
patients are to actuate the inhaler toward the ground until an aerosol cloud is visible and then repeat the process three more times. The unit is then considered primed
and ready for use. If not used for more than 3 days, patients are to actuate the inhaler once to prepare the inhaler for use. If not used for more than 21 days, patients are
to actuate the inhaler until an aerosol cloud is visible and then repeat the process three more times to prepare the inhaler for use [see Patient Counseling Information

1n].

No dosage adjustment is required for geriatric, hepatically-impaired, or renally-impaired patients. However, patients with moderate to severe renal impairment given
STIOLTO RESPIMAT should be monitored closely for anticholinergic effects [see Warnings and Precautions (5.9), Use in Specific Populations (8.5, 8.6, 8.7), and
Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

Inhalation Spray: STIOLTO RESPIMAT consists of a STIOLTO RESPIMAT inhaler and an aluminum cylinder (STIOLTO RESPIMAT cartridge) containing a
combination of tiotropium bromide (as the monohydrate) and olodaterol (as the hydrochloride). The STIOLTO RESPIMAT cartridge is intended only for use with the
STIOLTO RESPIMAT inhaler.

Each actuation from the STIOLTO RESPIMAT inhaler delivers 3.124 mcg tiotropium bromide monohydrate (equivalent to 2.5 mcg tiotropium) and 2.736 mcg
olodaterol hydrochloride (equivalent to 2.5 mcg olodaterol) from the mouthpiece.

Two actuations equal one dose.

4 CONTRAINDICATIONS

All LABAs are contraindicated in patients with asthma without use of a long-term asthma control medication [see Warnings and Precautions (5.1)]. STIOLTO
RESPIMAT is not indicated for the treatment of asthma.

STIOLTO RESPIMAT is contraindicated in patients with a hypersensitivity to tiotropium, ipratropium, olodaterol, or any component of this product [see Warnings and
Precautions (5.4)].

In clinical trials and postmarketing experience with tiotropium, immediate hypersensitivity reactions, including angioedema (including swelling of the lips, tongue, or
throat), itching, or rash have been reported. Hypersensitivity reactions were also reported in clinical trials with STIOLTO RESPIMAT.

5 WARNINGS AND PRECAUTIONS

5.1 Asthma-Related Death [See Boxed Warning]

e  Datafrom a large placebo-controlled study in asthma patients showed that long-acting beta,-adrenergic agonists 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 long-acting beta,-adrenergic agonists.

e A 28-week, placebo-controlled US study comparing the safety of another long-acting beta,-adrenergic agonist (salmeterol) with placebo, each added to usual
asthma therapy, showed an increase in asthma-related deaths in patients receiving salmeterol (13/13,176 in patients treated with salmeterol vs. 3/13,179 in
patients treated with placebo; RR 4.37, 95% CI 1.25, 15.34). The increased risk of asthma-related death is considered a class effect of long-acting beta,-
adrenergic agonists, including olodaterol, one of the active ingredients in STIOLTO RESPIMAT. No study adequate to determine whether the rate of
asthma-related death is increased in patients treated with STIOLTO RESPIMAT has been conducted. The safety and efficacy of STIOLTO RESPIMAT in
patients with asthma have not been established. STIOLTO RESPIMAT is not indicated for the treatment of asthma. [See Contraindications (4)]




5.2 Deterioration of Disease and Acute Episodes
STIOLTO RESPIMAT should not be initiated in patients with acutely deteriorating COPD, which may be a life-threatening condition. STIOLTO RESPIMAT has not
been studied in patients with acutely deteriorating COPD. The use of STIOLTO RESPIMAT in this setting is inappropriate.

STIOLTO RESPIMAT should not be used for the relief of acute symptoms, i.e., as rescue therapy for the treatment of acute episodes of bronchospasm. STIOLTO
RESPIMAT 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 STIOLTO RESPIMAT, patients who have been taking inhaled, short-acting beta,-agonists on a regular basis (e.g., four times a day) should be
instructed to discontinue the regular use of these drugs and use them only for symptomatic relief of acute respiratory symptoms. When prescribing STIOLTO
RESPIMAT, the healthcare provider should also prescribe an inhaled, short-acting beta,-agonist and instruct the patient on how it should be used. Increasing inhaled
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 STIOLTO RESPIMAT no longer controls symptoms of
bronchoconstriction, or the patient’s inhaled, short-acting beta,-agonist becomes less effective or the patient needs more inhalation of short-acting beta,-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 dosage of STIOLTO RESPIMAT beyond the recommended dose is not appropriate in this situation.

5.3 Excessive Use of STIOLTO RESPIMAT and Use With Other Long-Acting Beta,-Agonists

As with other inhaled drugs containing beta,-adrenergic agents, STIOLTO RESPIMAT should not be used more often than recommended, at higher doses than
recommended, or in conjunction with other medications containing long-acting beta,-agonists, as an overdose may result. Clinically significant cardiovascular effects
and fatalities have been reported in association with excessive use of inhaled sympathomimetic drugs.

5.4 Immediate Hypersensitivity Reactions

Immediate hypersensitivity reactions, including urticaria, angioedema (including swelling of the lips, tongue or throat), rash, bronchospasm, anaphylaxis, or itching may
occur after administration of STIOLTO RESPIMAT. If such a reaction occurs, therapy with STIOLTO RESPIMAT should be stopped at once and alternative
treatments should be considered. Given the similar structural formula of atropine to tiotropium, patients with a history of hypersensitivity reactions to atropine or its
derivatives should be closely monitored for similar hypersensitivity reactions to STIOLTO RESPIMAT.

5.5 Paradoxical Bronchospasm
As with other inhaled medicines, STIOLTO RESPIMAT may cause paradoxical bronchospasm that may be life-threatening. If paradoxical bronchospasm occurs,
STIOLTO RESPIMAT should be stopped immediately and alternative therapy instituted.

5.6 Cardiovascular Effects

Olodaterol, 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, and/or symptoms. If such effects occur, STIOLTO RESPIMAT may need to be discontinued. In addition, beta-agonists have been reported to
produce ECG changes, such as flattening of the T wave, prolongation of the QTc interval, and ST segment depression. The clinical significance of these findings is
unknown. Long acting beta,-adrenergic agonists should be administered with caution in patients with cardiovascular disorders, especially coronary insufficiency,
cardiac arrhythmias, hypertrophic obstructive cardiomyopathy, and hypertension.

5.7 Coexisting Conditions

Olodaterol, like other sympathomimetic amines, should be used with caution in patients with convulsive disorders or thyrotoxicosis, in patients with known or
suspected prolongation of the QT interval, and in patients who are unusually responsive to sympathomimetic amines. Doses of the related beta,-agonist albuterol, when
administered intravenously, have been reported to aggravate pre-existing diabetes mellitus and ketoacidosis.

5.8 Worsening of Narrow-Angle Glaucoma

STIOLTO RESPIMAT 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.

5.9 Worsening of Urinary Retention

STIOLTO RESPIMAT should be used with caution in patients with urinary retention. Prescribers and patients should be alert for signs and symptoms of prostatic
hyperplasia or bladder-neck obstruction (e.qg., 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.

5.10 Renal Impairment
Because tiotropium is a predominantly renally excreted drug, patients with moderate to severe renal impairment (creatinine clearance of <60 mL/min) treated with
STIOLTO RESPIMAT should be monitored closely for anticholinergic side effects [see Use in Specific Populations (8.7) and Clinical Pharmacology (12.3)].

5.11 Hypokalemia and Hyperglycemia

Beta-adrenergic agonists may produce significant hypokalemia in some patients, which has the potential to produce adverse cardiovascular effects [see Clinical
Pharmacology (12.2)]. The decrease in serum potassium is usually transient, not requiring supplementation. Inhalation of high doses of beta,-adrenergic agonists may
produce increases in plasma glucose.

In patients with severe COPD, hypokalemia may be potentiated by hypoxia and concomitant treatment [see Drug Interactions (7.2)], which may increase the
susceptibility for cardiac arrhythmias.

Clinically notable decreases in serum potassium or changes in blood glucose were infrequent during clinical studies with long-term administration of olodaterol with the
rates similar to those for placebo controls. Olodaterol has not been investigated in patients whose diabetes mellitus is not well controlled.



6 ADVERSE REACTIONS
LABA, such as olodaterol, one of the active components in STIOLTO RESPIMAT, increase the risk of asthma-related death. STIOLTO RESPIMAT is not indicated
for the treatment of asthma [see Boxed Warning and Warning and Precautions 5.1].

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

« Immediate hypersensitivity reactions [see Warnings and Precautions (5.4)]
« Paradoxical bronchospasm [see Warnings and Precautions (5.5)]

» Worsening of narrow-angle glaucoma [see Warnings and Precautions (5.7)]
« Worsening of urinary retention [see Warnings and Precautions (5.8)]

6.1 Clinical Trials Experience in Chronic Obstructive Pulmonary Disease
Because clinical trials are conducted under widely varying conditions, the incidence of adverse reactions observed in the clinical trials of a drug cannot be directly
compared to the incidences in the clinical trials of another drug and may not reflect the incidences observed in practice.

The clinical program for STIOLTO RESPIMAT included 7151 subjects with COPD in two 52-week active-controlled trials, one 12-week placebo-controlled trial, three
6-week placebo-controlled cross-over trials, and four additional trials of shorter duration. A total of 1988 subjects received at least 1 dose of STIOLTO RESPIMAT.
Adverse reactions observed in the <12-week trials were consistent with those observed in the 52-week trials, which formed the primary safety database.

The primary safety database consisted of pooled data from the two 52-week double-blind, active-controlled, parallel group confirmatory clinical trials. These trials
included 5162 adult COPD patients (72.9% males and 27.1% females) 40 years of age and older. Of these patients, 1029 were treated with STIOLTO RESPIMAT once
daily. The STIOLTO RESPIMAT group was composed of mostly Caucasians (71.1%) with a mean age of 63.8 years and a mean percent predicted FEV; at baseline of
43.2%. In these two trials, tiotropium 5 mcg and olodaterol 5 mcg were included as active control arms and no placebo was used.

In these two clinical trials, 74% of patients exposed to STIOLTO RESPIMAT reported an adverse reaction compared to 76.6% and 73.3% in the olodaterol 5 mcg and
tiotropium 5 mcg groups, respectively. The proportion of patients who discontinued due to an adverse reaction was 7.4% for STIOLTO RESPIMAT treated patients
compared to 9.9% and 9.0% for olodaterol 5 meg and tiotropium 5 mcg treated patients. The adverse reaction most commonly leading to discontinuation was worsening
COPD.

The most common serious adverse reactions were COPD exacerbation and pneumonia.

Table 1 shows all adverse drug reactions that occurred with an incidence of >3% in the STIOLTO RESPIMAT treatment group and a higher incidence rate than the
active comparator groups listed.

Table 1: Number and frequency of adverse drug reactions greater than 3% (and higher than any of the comparators tiotropium and/or olodaterol) in
COPD patients exposed to STIOLTO RESPIMAT: Pooled data from the two 52-week, double-blind, active-controlled clinical trials in COPD
patients 40 years of age and older

Treatment STIOLTO RESPIMAT Tiotropium Olodaterol
(once daily) (5 mcg once daily) (5 mcg once daily)
Body system (adverse drug reaction) n=1029 n=1033 n=1038
n (%) n (%) n (%)

Infections and infestations

Nasopharyngitis 128 (12.4) 121 (11.7) 131 (12.6)
Respiratory, thoracic, and mediastinal disorders

Cough 40 (3.9) 45 (4.4) 31 (3.0)
Musculoskeletal and connective tissue disorders

Back Pain 37 (3.6) 19 (1.8) 35 (3.4)

Other adverse drug reactions in patients receiving STIOLTO RESPIMAT that occurred in <3% of patients in clinical studies are listed below:

Metabolism and nutrition disorders: dehydration

Nervous system disorders: dizziness, insomnia

Eye disorders: glaucoma, intraocular pressure increased, vision blurred

Cardiac/vascular disorders: atrial fibrillation, palpitations, supraventricular tachycardia, tachycardia, hypertension

Respiratory, thoracic, and mediastinal disorders: epistaxis, pharyngitis, dysphonia, bronchospasm, laryngitis, sinusitis

Gastrointestinal disorders: dry mouth, constipation, oropharyngeal candidiasis, dysphagia, gastroesophageal reflux disease, gingivitis, glossitis, stomatitis, intestinal
obstruction including ileus paralytic

Skin and subcutaneous disorders: rash, pruritus, angioneurotic edema, urticaria, skin infection, and skin ulcer, dry skin, hypersensitivity (including immediate reactions)
Musculoskeletal and connective tissue disorders: arthralgia, joint swelling

Renal and urinary disorders: urinary retention, dysuria, and urinary tract infection.

7 DRUG INTERACTIONS

7.1 Adrenergic Drugs

If additional adrenergic drugs are to be administered by any route, they should be used with caution because the sympathetic effects of olodaterol, one component of
STIOLTO RESPIMAT may be potentiated [see Warnings and Precautions (5.3, 5.6, 5.10, 5.11)].

7.2 Sympathomimetics, Xanthine Derivatives, Steroids, or Diuretics

Tiotropium has been used concomitantly with short-acting and long-acting sympathomimetic (beta-agonists) bronchodilators, methylxanthines, and oral and inhaled
steroids, without increases in adverse reactions. Concomitant treatment with xanthine derivatives, steroids, or diuretics may potentiate any hypokalemic effect of
olodaterol [see Warnings and Precautions (5.11)].



7.3 Non-Potassium Sparing Diuretics

The ECG 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, especially when the recommended dose of the beta-agonist is exceeded. Although the clinical significance of these effects is not known,
caution is advised in the co-administration of STIOLTO RESPIMAT with non-potassium sparing diuretics.

7.4 Monoamine Oxidase Inhibitors, Tricyclic Antidepressants, QTc Prolonging Drugs

STIOLTO RESPIMAT, as with other drugs containing beta,-agonists, should be administered with extreme caution to patients being treated with monoamine oxidase
inhibitors or tricyclic antidepressants or other drugs known to prolong the QTc interval because the action of adrenergic agonists on the cardiovascular system may be
potentiated by these agents. Drugs that are known to prolong the QTc interval may be associated with an increased risk of ventricular arrhythmias.

7.5 Beta-Blockers

Beta-adrenergic receptor antagonists (beta-blockers) and the olodaterol component of STIOLTO RESPIMAT may interfere with the effect of each other when
administered concurrently. Beta-blockers not only block the therapeutic effects of beta-agonists, but may produce severe bronchospasm in COPD patients. Therefore,
patients with COPD should not normally be treated with beta-blockers. However, under certain circumstances, e.g. as prophylaxis after myocardial infarction, there may
be no acceptable alternatives to the use of beta-blockers in patients with COPD. In this setting, cardioselective beta-blockers could be considered, although they should
be administered with caution.

7.6 Anticholinergics
There is potential for an additive interaction with concomitantly used anticholinergic medications. Therefore, avoid co-administration of STIOLTO RESPIMAT with
other anticholinergic-containing drugs as this may lead to an increase in anticholinergic adverse effects [see Warnings and Precautions (5.7, 5.8) and Adverse Reactions

©)1

7.7 Inhibitors of Cytochrome P450 and P-gp Efflux Transporter

In a drug interaction study using the strong dual CYP and P-gp inhibitor ketoconazole, a 1.7-fold increase of olodaterol maximum plasma concentrations and AUC was
observed [see Pharmacokinetics (12.3)]. Olodaterol was evaluated in clinical trials for up to one year at doses up to twice the recommended therapeutic dose. No dose
adjustment of STIOLTO RESPIMAT is necessary.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Teratogenic Effects: Pregnancy Category C.

There are no adequate and well-controlled studies with STIOLTO RESPIMAT or its individual components, tiotropium bromide and olodaterol, in pregnant women.
Animal reproduction studies were conducted with the individual components of STIOLTO RESPIMAT, tiotropium bromide and olodaterol. STIOLTO RESPIMAT
should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Tiotropium

No evidence of structural alterations was observed in rats and rabbits at approximately 790 and 8 times the recommended human daily inhalation dose (RHDID; on a
mcg/m? basis at maternal inhalation doses of 1471 and 7 mcg/kg/day in rats and rabbits, respectively). However, in rats, tiotropium caused fetal resorption, litter loss,
decreases in the number of live pups at birth and the mean pup weights, and a delay in pup sexual maturation at approximately 40 times the RHDID (on a mcg/m? basis
at a maternal inhalation dose of 78 mcg/kg/day). In rabbits, tiotropium caused an increase in post-implantation loss at approximately 430 times the RHDID (on a
mcg/m? basis at a maternal inhalation dose of 400 mcg/kg/day). Such effects were not observed at approximately 5 and 95 times the RHDID (on a mcg/m? basis at
maternal inhalation doses of 9 and 88 mcg/kg/day in rats and rabbits, respectively).

Olodaterol
Olodaterol was not teratogenic in rats at approximately 2731 times the RHDID (on an AUC basis at a maternal inhalation dose of 1054 mcg/kg/day). Placental transfer
of olodaterol was observed in pregnant rats.

Olodaterol has been shown to be teratogenic in New Zealand rabbits at approximately 7130 times the RHDID in adults (on an AUC basis at a maternal inhalation dose
of 2489 mcg/kg/day). Olodaterol exhibited the following fetal toxicities: enlarged or small heart atria or ventricles, eye abnormalities, and split or distorted sternum. No
significant effects occurred at approximately 1353 times the RHDID in adults (on an AUC basis at a maternal inhalation dose of 974 mcg/kg/day).

8.2 Labor and Delivery
There are no adequate and well-controlled human studies that have investigated the effects of STIOLTO RESPIMAT on preterm labor or labor at term. Because of the
potential for beta-agonist interference with uterine contractility, use of STIOLTO RESPIMAT during labor should be restricted to those patients in whom the benefits
clearly outweigh the risks.

8.3 Nursing Mothers

Clinical data from nursing women or infants exposed to STIOLTO RESPIMAT or its individual active components are not available. Tiotropium, olodaterol, and
metabolites of olodaterol are excreted into the milk of lactating rats. It is not known whether these compounds are excreted in human milk, but because many drugs are
excreted in human milk and given these findings in rats, caution should be exercised if STIOLTO RESPIMAT is administered to a nursing woman.

8.4 Pediatric Use
COPD does not normally occur in children. The safety and effectiveness of STIOLTO RESPIMAT in the pediatric population has not been established.

8.5 Geriatric Use
Based on available data, no adjustment of STIOLTO RESPIMAT dosage in geriatric patients is warranted [see Clinical Pharmacology (12.3)].

Of the 1029 patients who received STIOLTO RESPIMAT at the recommended dose once daily in the clinical studies from the pooled 1-year database, 525 (51.0%)
were <65 years of age, 407 (39.6%) were 65 to <75, 96 (9.3%) were 75 to <85, and 1 (0.1%) was >85.

No overall differences in effectiveness were observed, and in the 1-year pooled data, the adverse drug reaction profiles were similar in the older population compared to
the patient population overall.



8.6 Hepatic Impairment
No dose adjustment is needed in patients with mild and moderate hepatic impairment. A study in subjects with severe hepatic impairment was not performed [see
Clinical Pharmacology (12.3)].

8.7 Renal Impairment

No dose adjustment is required for patients with renal impairment. However, patients with moderate to severe renal impairment (creatinine clearance of <60 mL/min)
treated with STIOLTO RESPIMAT should be monitored closely for anticholinergic side effects [see Dosage and Administration (2), Warnings and Precautions (5.9),
and Clinical Pharmacology (12.3)].

10 OVERDOSAGE
STIOLTO RESPIMAT contains both tiotropium bromide and olodaterol; therefore, the risks associated with overdosage for the individual components described below
apply to STIOLTO RESPIMAT.

Tiotropium

High doses of tiotropium may lead to anticholinergic signs and symptoms. However, there were no systemic anticholinergic adverse effects following a single inhaled
dose of up to 282 mcg tiotropium in 6 healthy volunteers. In a study of 12 healthy volunteers, bilateral conjunctivitis and dry mouth were seen following repeated once-
daily inhalation of 141 mcg of tiotropium. Dry mouth/throat and dry nasal mucosa occurred in a dose-dependent [10-40 mcg daily] manner, were observed following
14-day dosing of up to 40 mcg tiotropium bromide inhalation solution in healthy subjects. .

Olodaterol

The expected signs and symptoms with overdosage of olodaterol are those of excessive beta-adrenergic stimulation and occurrence or exaggeration of any of the signs
and symptoms, e.g., myocardial ischemia, angina pectoris, hypertension or hypotension, tachycardia, arrhythmias, palpitations, dizziness, nervousness, insomnia,
anxiety, headache, tremor, dry mouth, muscle spasms, nausea, fatigue, malaise, hypokalemia, hyperglycemia, and metabolic acidosis. As with all inhaled
sympathomimetic medications, cardiac arrest and even death may be associated with an overdose of olodaterol.

Treatment of overdosage consists of discontinuation of STIOLTO RESPIMAT together with institution of appropriate symptomatic and supportive therapy. The
judicious use of a cardioselective beta-receptor blocker may be considered, bearing in mind that such medication can produce bronchospasm. There is insufficient
evidence to determine if dialysis is beneficial for overdosage of STIOLTO RESPIMAT. Cardiac monitoring is recommended in cases of overdosage.

11 DESCRIPTION
STIOLTO RESPIMAT is a combination of tiotropium, an anticholinergic, and olodaterol, a long-acting beta,-adrenergic agonist (LABA).

The drug substance tiotropium bromide monohydrate is chemically described as (1a, 28, 48, 5a, 78)-7-[(Hydroxydi-2-thienylacetyl)oxy]-9,9-dimethyl-3-oxa-9-
azoniatricyclo[3.3.1.0%*] nonane bromide monohydrate. It is a synthetic, non-chiral, quaternary ammonium compound. Tiotropium bromide is a white or yellowish
white powder. It is sparingly soluble in water and soluble in methanol.

The structural formula is:

HiC-._ + CH,

Br =« HO

Tiotropium bromide (monohydrate) has a molecular mass of 490.4 and a molecular formula of C19H,NO,S,Br ¢ H,0.

The drug substance olodaterol hydrochloride is chemically described as 2H-1,4-Benzoxazin-3H(4H)-one, 6-hydroxy-8-[(1R)-1-hydroxy-2-[[2-(4-methoxyphenyl)-1,1-
dimethylethyl]-amino]ethyl]-, monohydrochloride . Olodaterol hydrochloride is a white to off-white powder that is sparingly-slightly soluble in water and slightly
soluble in ethanol. The molecular weight is 422.9 g/mole (salt): 386.5 g/mole (base), and the molecular formula is C,;H,sN,Os x HCI as a hydrochloride. The conversion
factor from salt to free base is 1.094.

The structural formula is:
O

H
HN N
HCI
HC CH, ,CH,
(6]

OH

The drug product, STIOLTO RESPIMAT, is composed of a sterile aqueous solution of tiotropium bromide and olodaterol hydrochloride filled into a 4.5 mL plastic
container crimped into an aluminum cylinder (STIOLTO RESPIMAT cartridge) for use with the STIOLTO RESPIMAT inhaler.

Excipients include water for injection, benzalkonium chloride, edetate disodium, and hydrochloric acid.



The STIOLTO RESPIMAT cartridge is only intended for use with the STIOLTO RESPIMAT inhaler. The STIOLTO RESPIMAT inhaler is a hand held, pocket sized
oral inhalation device that uses mechanical energy to generate a slow-moving aerosol cloud of medication from a metered volume of the drug solution. The STIOLTO
RESPIMAT inhaler has a light green-colored cap.

When used with the STIOLTO RESPIMAT inhaler each cartridge, containing 4 grams of sterile aqueous solution, delivers 60 (or 28) metered actuations after
preparation for use, the equivalent of 30 days’ (or 14 days’) medication when used as two actuations once a day. Each dose (one dose equals two actuations) from the
STIOLTO RESPIMAT inhaler delivers 5 mcg tiotropium and 5 mcg olodaterol in 22.1 mcL from the mouthpiece. As with all inhaled drugs, the actual amount of drug
delivered to the lung may depend on patient factors, such as the coordination between the actuation of the inhaler and inspiration through the delivery system. The
duration of inspiration should be at least as long as the spray duration (1.5 seconds).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

STIOLTO RESPIMAT

STIOLTO RESPIMAT contains both tiotropium and olodaterol. The properties described below for the individual components apply to STIOLTO RESPIMAT. These
drugs represent 2 different classes of medication (an anticholinergic and a beta-agonist) that have different effects on clinical and physiological indices.

Tiotropium

Tiotropium is a long-acting, muscarinic antagonist which is often referred to as an anticholinergic. It has similar affinity to the subtypes of muscarinic receptors, M; to
Ms. In the airways, it exhibits pharmacological effects through inhibition of Ms-receptors 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-induced bronchoconstriction effects was dose-dependent and lasted longer than 24 hours. The bronchodilation following inhalation of
tiotropium is predominantly a site-specific effect.

Olodaterol

Olodaterol is a long-acting beta,-adrenergic agonist (LABA). The compound exerts its pharmacological effects by binding and activation of beta,-adrenoceptors after
topical administration by inhalation. Activation of these receptors in the airways results in a stimulation of intracellular adenyl cyclase, an enzyme that mediates the
synthesis of cyclic-3’, 5” adenosine monophosphate (CAMP). Elevated levels of cAMP induce bronchodilation by relaxation of airway smooth muscle cells. In vitro
studies have shown that olodaterol has 241-fold greater agonist activity at beta,-adrenoceptors compared to beta;-adrenoceptors and 2299-fold greater agonist activity
compared to betas-adrenoceptors. The clinical significance of these findings is unknown.

Beta-adrenoceptors are divided into three subtypes: beta;-adrenoceptors predominantly expressed on cardiac muscle, beta,-adrenoceptors predominantly expressed on
airway smooth muscle, and betas-adrenoceptors predominantly expressed on adipose tissue. Beta,-agonists cause bronchodilation. Although the beta,-adrenoceptor is
the predominant adrenergic receptor in the airway smooth muscle, it is also present on the surface of a variety of other cells, including lung epithelial and endothelial
cells and in the heart. The precise function of beta,-receptors in the heart is not known, but their presence raises the possibility that even highly selective beta,-agonists
may have cardiac effects.

12.2 Pharmacodynamics

Cardiac Electrophysiology

STIOLTO RESPIMAT

In two 52-week randomized, double-blind trials using STIOLTO RESPIMAT that enrolled 5162 patients with COPD, ECG assessments were performed post-dose on
days 1, 85, 169, and 365. In a pooled analysis the number of subjects with changes from baseline-corrected QT interval of >30 msec using both the Bazett (QTcB) and
Fredericia (QTcF), corrections of QT for heart rate were not different for the STIOLTO RESPIMAT group compared to olodaterol 5 mcg and tiotropium 5 mcg across
the assessments conducted.

Tiotropium

The effect of tiotropium dry powder for inhalation on QT interval was also evaluated in a randomized, placebo- and positive-controlled crossover study in 53 healthy
volunteers. Subjects received tiotropium inhalation powder 18 mcg, 54 mcg (3 times the recommended dose), or placebo for 12 days. ECG assessments were performed
at baseline and throughout the dosing interval following the first and last dose of study medication. Relative to placebo, the maximum mean change from baseline in
study-specific QTc interval was 3.2 msec and 0.8 msec for tiotropium inhalation powder 18 mcg and 54 mcg, respectively. No subject showed a new onset of QTc >500
msec or QTc changes from baseline of >60 msec.

In a multicenter, randomized, double-blind trial using tiotropium dry powder for inhalation that enrolled 198 patients with COPD, the number of subjects with changes
from baseline-corrected QT interval of 30-60 msec was higher in the tiotropium group as compared with placebo. This difference was apparent using both the Bazett
(QTcB) [20 (20%) patients vs. 12 (12%) patients] and Fredericia (QTcF) [16 (16%) patients vs. 1 (1%) patient] corrections of QT for heart rate. No patients in either
group had either QTcB or QTcF of >500 msec. Other clinical trials with tiotropium did not detect an effect of the drug on QTc intervals.

Olodaterol

The effect of olodaterol on the QT/QTc interval of the ECG was investigated in 24 healthy male and female volunteers in a double-blind, randomized, placebo- and
active (moxifloxacin)- controlled study at single doses of 10, 20, 30, and 50 mcg. Dose-dependent Qtcl (individual subject corrected QT interval) prolongation was
observed. The maximum mean (one-sided 95% upper confidence bound) difference in QTcl from placebo after baseline correction was 2.5 (5.6) ms, 6.1 (9.2) ms, 7.5
(10.7) ms, and 8.5 (11.6) ms following doses of 10, 20, 30, and 50 mcg, respectively.

The effect of 5 mcg and 10 mcg olodaterol on heart rate and rhythm was assessed using continuous 24-hour ECG recording (Holter monitoring) in a subset of 772
patients in the 48-week, placebo-controlled phase 3 trials. There were no dose- or time-related trends or patterns observed for the magnitudes of mean changes in heart
rate or premature beats. Shifts from baseline to the end of treatment in premature beats did not indicate meaningful differences between olodaterol 5 mcg, 10 mcg, and
placebo.

12.3 Pharmacokinetics

STIOLTO RESPIMAT

When STIOLTO RESPIMAT was administered by the inhalation route, the pharmacokinetic parameters for tiotropium and for olodaterol were similar to those
observed when each active substance was administered separately.

Tiotropium
Tiotropium is administered as an inhalation spray. Some of the pharmacokinetic data described below were obtained with higher doses than recommended for therapy.



Olodaterol
Olodaterol showed linear pharmacokinetics. On repeated once-daily inhalation, steady-state of olodaterol plasma concentrations was achieved after 8 days, and the
extent of exposure was increased up to 1.8-fold as compared to a single dose.

Absorption

Tiotropium

Following inhalation of the solution by young healthy volunteers, urinary excretion data suggests that approximately 33% of the inhaled dose reaches the systemic
circulation. Oral solutions of tiotropium have an absolute bioavailability of 2% to 3%. Food is not expected to influence the absorption of tiotropium for the same
reason. Maximum tiotropium plasma concentrations were observed 5 to 7 minutes after inhalation.

Olodaterol

Olodaterol reaches maximum plasma concentrations generally within 10 to 20 minutes following drug inhalation. In healthy volunteers the absolute bioavailability of
olodaterol following inhalation was estimated to be approximately 30%, whereas the absolute bioavailability was below 1% when given as an oral solution. Thus, the
systemic availability of olodaterol after inhalation is mainly determined by lung absorption, while any swallowed portion of the dose only negligibly contributes to
systemic exposure.

Distribution

Tiotropium

The drug has a plasma protein binding of 72% and shows a volume of distribution of 32 L/kg. Local concentrations in the lung are not known, but the mode of
administration suggests substantially higher concentrations in the lung. Studies in rats have shown that tiotropium does not penetrate the blood-brain barrier.

Olodaterol
Olodaterol exhibits multi-compartmental disposition kinetics after inhalation as well as after intravenous administration. The volume of distribution is high (1110 L),
suggesting extensive distribution into tissue. In vitro binding of [14C] olodaterol to human plasma proteins is independent of concentration and is approximately 60%.

Elimination

Metabolism

Tiotropium

The extent of metabolism is small. This is evident from a urinary excretion of 74% of unchanged substance after an intravenous dose to young healthy volunteers.
Tiotropium, an ester, is nonenzymatically cleaved to the alcohol N-methylscopine and dithienylglycolic acid, both not binding to muscarinic receptors.

In vitro experiments with human liver microsomes and human hepatocytes suggest that a fraction of the administered dose (74% of an intravenous dose is excreted
unchanged in the urine, leaving 25% for metabolism) is metabolized by cytochrome P450-dependent oxidation and subsequent glutathione conjugation to a variety of
Phase 2 metabolites. This enzymatic pathway can be inhibited by CYP450 2D6 and 3A4 inhibitors, such as quinidine, ketoconazole, and gestodene. Thus, CYP450 2D6
and 3A4 are involved in the metabolic pathway that is responsible for the elimination of a small part of the administered dose. In vitro studies using human liver
microsomes showed that tiotropium in supra-therapeutic concentrations does not inhibit CYP450 1A1, 1A2, 2B6, 2C9, 2C19, 2D6, 2E1, or 3A4.

Olodaterol

Olodaterol is substantially metabolized by direct glucuronidation and by O-demethylation at the methoxy moiety followed by conjugation. Of the six metabolites
identified, only the unconjugated demethylation product binds to beta,-receptors. This metabolite, however, is not detectable in plasma after chronic inhalation of the
recommended therapeutic dose.

Cytochrome P450 isozymes CYP2C9 and CYP2C8, with negligible contribution of CYP3A4, are involved in the O-demethylation of olodaterol, while uridine
diphosphate glycosyl transferase isoforms UGT2B7, UGT1AL, 1A7, and 1A9 were shown to be involved in the formation of olodaterol glucuronides.

Excretion

Tiotropium

The terminal half-life of tiotropium in COPD patients following once daily inhalation of 5 mcg tiotropium was approximately 25 hours. Total clearance was 880
mL/min after an intravenous dose in young healthy volunteers. Intravenously administered tiotropium bromide is mainly excreted unchanged in urine (74%). After
inhalation of the solution by patients with COPD, urinary excretion is 18.6% (0.932 mcg) of the dose, the remainder being mainly non-absorbed drug in the gut that is
eliminated via the feces. The renal clearance of tiotropium exceeds the creatinine clearance, indicating secretion into the urine. After chronic once-daily inhalation by
COPD patients, pharmacokinetic steady state was reached by day 7 with no accumulation thereafter.

Olodaterol

Total clearance of olodaterol in healthy volunteers is 872 mL/min, and renal clearance is 173 mL/min. The terminal half-life following intravenous administration is 22
hours. The terminal half-life following inhalation in contrast is about 45 hours, indicating that the latter is determined by absorption rather than by elimination
processes. However, the effective half-life at daily dose of 5 mcg calculated from Cp. from COPD patients is 7.5 hours.

Following intravenous administration of [14C]-labeled olodaterol, 38% of the radioactive dose was recovered in the urine and 53% was recovered in feces. The amount
of unchanged olodaterol recovered in the urine after intravenous administration was 19%. Following oral administration, only 9% of olodaterol and/or its metabolites
was recovered in urine, while the major portion was recovered in feces (84%). More than 90% of the dose was excreted within 6 and 5 days following intravenous and
oral administration, respectively. Following inhalation, excretion of unchanged olodaterol in urine within the dosing interval in healthy volunteers at steady state
accounted for 5% to 7% of the dose.

Drug Interactions

STIOLTO RESPIMAT

Pharmacokinetic drug interaction studies with STIOLTO RESPIMAT have not been performed; however such studies have been conducted with individual components
tiotropium and olodaterol.

When tiotropium and olodaterol 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.



Tiotropium

An interaction study with tiotropium (14.4 mcg intravenous infusion over 15 minutes) and cimetidine 400 mg three times daily or ranitidine 300 mg once-daily was
conducted. Concomitant administration of cimetidine with tiotropium resulted in a 20% increase in the AUCy.4, a 28% decrease in the renal clearance of tiotropium and
no significant change in the C.,.x and amount excreted in urine over 96 hours. Co-administration of tiotropium with ranitidine did not affect the pharmacokinetics of
tiotropium.

Common concomitant medications (long-acting beta,-adrenergic agonists (LABA), inhaled corticosterioids (ICS)) used by patients with COPD were not found to alter
the exposure to tiotropium.

Olodaterol
Drug-drug interaction studies were carried out using fluconazole as a model inhibitor of CYP 2C9 and ketoconazole as a potent P-gp (and CYP3A4, 2C8, 2C9)
inhibitor.

Fluconazole: Co-administration of 400 mg fluconazole once a day for 14 days had no relevant effect on systemic exposure to olodaterol.

Ketoconazole: Co-administration of 400 mg ketoconazole once a day for 14 days increased olodaterol Cpax by 66% and AUC,.; by 68%.

Tiotropium: Co-administration of tiotropium bromide, delivered as a fixed-dose combination with olodaterol, for 21 days had no relevant effect on systemic exposure to
olodaterol, and vice versa.

Specific Populations

Olodaterol

A pharmacokinetic meta-analysis showed that no dose adjustment is necessary based on the effect of age, gender, and weight on systemic exposure in COPD patients
after inhalation of olodaterol.

Geriatric Patients

Tiotropium

As expected for all predominantly renally excreted drugs, advancing age was associated with a decrease of tiotropium renal clearance (347 ml/min in COPD patients
<65 years to 275 ml/min in COPD patients >65 years). This did not result in a corresponding increase in AUCq.¢ssand Cpax,ss Values.

Renal Impairment

Tiotropium

Following inhaled administration of therapeutic doses of tiotropium to steady-state to patients with COPD, mild renal impairment (creatinine clearance 60-90 mL/min)
resulted in 23% higher AUCq.6ss and 17% higher Craxss Values. Moderate renal impairment (creatinine clearance 30-60 mL/min) resulted in 57 % higher AUCo.sand
31% higher Cpaxss Values compared to COPD patients with normal renal function (creatinine clearance >90 mL/min). In COPD patients with severe renal impairment
(CLCR <30 mL/min), a single intravenous administration of tiotropium bromide resulted in 94% higher AUC,.,and 52% higher C.x compared to COPD patients with
normal renal function.

Olodaterol
Olodaterol levels were increased by approximately 40% in subjects with severe renal impairment. A study in subjects with mild and moderate renal impairment was not
performed.

Hepatic Impairment
Tiotropium
The effects of hepatic impairment on the pharmacokinetics of tiotropium were not studied.

Olodaterol
Subjects with mild and moderate hepatic impairment showed no changes in Cpax0r AUC, nor did protein binding differ between mild and moderate hepatically
impaired subjects and their healthy controls. A study in subjects with severe hepatic impairment was not performed.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

STIOLTO RESPIMAT

No studies of the carcinogenicity, in vitro mutagenicity, or impairment of fertility were conducted with STIOLTO RESPIMAT, however, studies are available for the
individual components, tiotropium and olodaterol.

Tiotropium

No evidence of tumorigenicity was observed in a 104-week inhalation study in rats at tiotropium doses up to 59 mcg/kg/day, in an 83-week inhalation study in female
mice at doses up to 145 mcg/kg/day, and in a 101-week inhalation study in male mice at doses up to 2 mcg/kg/day. These doses correspond to approximately 30, 40,
and 0.5 times the recommended human daily inhalation dose (RHDID) on a mcg/m? basis, respectively.

Tiotropium bromide demonstrated no evidence of mutagenicity or clastogenicity in the following assays: the bacterial gene mutation assay, the V79 Chinese hamster
cell mutagenesis assay, the chromosomal aberration assay in human lymphocytes in vitro, the mouse micronucleus assay in vivo, and the unscheduled DNA synthesis
assay in primary rat hepatocytes in vitro.

In rats, decreases in the number of corpora lutea and the percentage of implants were noted at inhalation tiotropium doses of 78 mcg/kg/day or greater (approximately
35 times the RHDID on a meg/m? basis). No such effects were observed at 9 mcg/kg/day (approximately 4 times than the RHDID on a mcg/m? basis). The fertility
index; however, was not affected at inhalation doses up to 1689 mg/kg/day (approximately 760 times the RHDID on a mcg/m? basis).

Olodaterol

Two-year inhalation studies were conducted in rats and mice to assess the carcinogenic potential of olodaterol. Lifetime treatment of female rats induced leiomyomas of
the mesovarium at doses of 25.8 and 270 mcg/kg/day (approximately 18- and 198-fold, respectively, the RHDID on an AUC basis). No tumor findings were observed
in male rats at doses up to 270 mcg/kg/day (approximately 230-fold the RHDID on an AUC basis). Lifetime treatment of female mice induced leiomyomas and
leiomyosarcomas of the uterus at doses >76.9 mcg/kg/day (approximately 106-fold the RHDID on an AUC basis). No tumor findings were observed in male mice at
doses up to 255 mcg/kg/day (approximately 455-fold the RHDID on an AUC basis). Increases in leiomyomas and leiomyosarcomas of the female rodent reproductive
tract have been similarly demonstrated with other beta,-adrenergic agonist drugs. The relevance of these findings to human use is unknown.



Olodaterol was not mutagenic in the in vitro Ames test or in the in vitro mouse lymphoma assay. Olodaterol produced increased frequency of micronuclei in rats after
intravenous doses. The increased frequency of micronuclei was likely related to drug enhanced (compensatory) erythropoiesis. The mechanism for induction of
micronuclei formation is likely not relevant at clinical exposures.

Olodaterol did not impair male or female fertility in rats at inhalation doses up to 3068 mcg/kg/day (approximately 2322 times the RHDID on an AUC basis).

14 CLINICAL STUDIES

The safety and efficacy of STIOLTO RESPIMAT were evaluated in a clinical development program that included three dose ranging trials, two active-controlled trials,
three active- and placebo-controlled trials, and one placebo-controlled trial. The efficacy of STIOLTO RESPIMAT is based primarily on two 4-week dose-ranging trials
in 592 COPD patients and two confirmatory active-controlled 52-week trials (Trials 1 and 2) in 5162 COPD patients.

Dose-Ranging Trials
Dose selection for STIOLTO RESPIMAT was primarily based on trials for the individual components, tiotropium bromide and olodaterol.

Dose selection was also supported by two randomized, double-blind, active-controlled, 4-week trials. In one trial in 232 patients with COPD, three tiotropium doses
(1.25, 2.5, and 5 mcg) were given in combination with olodaterol 5 or 10 mcg and were evaluated compared to olodaterol monotherapy. Results demonstrated
improvement in trough FEV; for the combination when compared to olodaterol alone. The difference in trough FEV, for the tiotropium bromide/olodaterol doses of
1.25/5, 2.5/5, and 5/5 mcg once daily from olodaterol 5 mcg were 0.054 L (95% CI 0.016, 0.092), 0.065 L (0.027, 0.103), and 0.084 L (0.046, 0.122), respectively. In
the second trial in 360 patients with COPD, three olodaterol doses (2, 5, and 10 mcg) were given in combination with tiotropium 5 mcg and were evaluated compared to
tiotropium monotherapy. The difference in trough FEV, for the tiotropium/olodaterol doses of 5/2, 5/5, and 5/10 mcg once daily from tiotropium 5 mcg were 0.024 L
(95% C1-0.029, 0.076), 0.033 L (-0.019, 0.085), and 0.057 L (0.004, 0.110), respectively. Results of these trials supported the evaluation of once-daily doses of
tiotropium bromide/olodaterol 2.5/5 mcg and 5/5 mcg in the confirmatory trials.

Confirmatory Trials

A total of 5162 COPD patients (1029 receiving STIOLTO RESPIMAT, 1038 receiving olodaterol 5 mcg, and 1033 receiving tiotropium bromide 5 mcg) were studied
in two confirmatory trials of STIOLTO RESPIMAT. Trials 1 and 2 were 52-week, replicate, randomized, double-blind, active controlled, parallel group trials that
compared STIOLTO RESPIMAT to tiotropium 5 mcg and olodaterol 5 mcg. In these trials, all products were administered via the RESPIMAT inhaler.

The trials enrolled patients 40 years of age or older with a clinical diagnosis of COPD, a smoking history of more than 10 pack-years, and moderate to very severe
pulmonary impairment (post-bronchodilator FEV; less than 80% predicted normal [GOLD Stage 2-4]; post-bronchodilator FEV; to FVC ratio of less than 70%). All
treatments were administered once daily in the morning. The primary endpoints were change from baseline in FEV; AUCy.sr and trough FEV; after 24-weeks of
treatment.

The majority of the 5162 patients were male (73%), white (71%) or Asian (25%), with a mean age of 64.0 years. Mean post-bronchodilator FEV; was 1.37 L (GOLD 2
[50%], GOLD 3 [39%], GOLD 4 [11%]). Mean beta,-agonist responsiveness was 16.6% of baseline (0.171 L). Pulmonary medications allowed as concomitant therapy
included inhaled steroids [47%] and xanthines [10%].

In both Trials 1 and 2, STIOLTO RESPIMAT demonstrated significant improvements in FEV; AUC,.s, and trough FEV; after 24 weeks compared to tiotropium 5 mcg
and olodaterol 5 mcg (Table 2). The increased bronchodilator effects of STIOLTO RESPIMAT compared to tiotropium 5 mcg and olodaterol 5 mcg were maintained
throughout the 52-week treatment period. STIOLTO RESPIMAT displayed a mean increase in FEV; from baseline of 0.137 L (range: 0.133-0.140 L) within 5 minutes
after the first dose. Patients treated with STIOLTO RESPIMAT used less rescue medication compared to patients treated with tiotropium 5 mcg and olodaterol 5 mcg.

Table 2 FEV; AUCq.3n and Trough FEV; response for STIOLTO RESPIMAT compared to tiotropium 5 mcg and olodaterol 5 mcg after 24 weeks
(primary endpoints; Trials 1 and 2)

Trial 1 Trial 2
n Mean (L) [Difference (L) n Mean (L) Difference (L)
(95% CI) (95% CI)
FEV; AUCg.3nr response
STIOLTO RESPIMAT 522 0.256 - 502 0.268 -
Tiotropium 5 mcg 526 0.139 0.117 500 0.165 0.103
(0.094, 0.140) (0.078, 0.127)
Olodaterol 5 mcg 525 0.133 0.123 507 0.136 0.132
(0.100, 0.146) (0.108, 0.157)
Trough FEV; response
STIOLTO RESPIMAT 521 0.136 - 497 0.145 -
Tiotropium 5 mcg 520 0.065 0.071 498 0.096 0.050
(0.047, 0.094) (0.024, 0.075)
Olodaterol 5 mcg 519 0.054 0.082 503 0.057 0.088
(0.059, 0.106) (0.063, 0.113)

Pre-treatment baseline FEV;: Trial 1=1.16 L; Trial 2=1.15 L
p<0.0001 for all comparisons between STIOLTO RESPIMAT and the monotherapies.

For the subset of patients (n=521) who completed extended lung function measurements up to 12 hours post-dose, STIOLTO RESPIMAT showed a significantly
greater FEV; response compared to tiotropium 5 mcg and olodaterol 5 mcg over the full 24-hour dosing interval. Results from Trial 2 are shown in Figure 1.



Figure 1 FEV; profile for STIOLTO RESPIMAT, tiotropium 5 mcg and olodaterol 5 mcg over a 24-hour dosing interval after 24 weeks (12 hr PFT subset
from Trial 2)
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16 HOW SUPPLIED/STORAGE AND HANDLING
STIOLTO RESPIMAT Inhalation Spray is supplied in a labeled carton containing one STIOLTO RESPIMAT cartridge and one STIOLTO RESPIMAT inhaler.

The STIOLTO RESPIMAT cartridge is provided as an aluminum cylinder with a tamper protection seal on the cap. The STIOLTO RESPIMAT cartridge is only
intended for use with the STIOLTO RESPIMAT inhaler and should not be interchanged with any other RESPIMAT device delivered product.

The STIOLTO RESPIMAT inhaler is a cylindrical shaped plastic inhalation device with a gray colored body and a clear base. The clear base is removed to insert the
cartridge. The inhaler contains a dose indicator. The light green-colored cap and the written information on the label of the gray inhaler body indicate that it is labeled
for use with the STIOLTO RESPIMAT cartridge.

STIOLTO RESPIMAT Inhalation Spray is available as:

. STIOLTO RESPIMAT Inhalation Spray: 60 metered actuations (NDC 0597-0155-61)
. STIOLTO RESPIMAT Inhalation Spray: 28 metered actuations (NDC 0597-0155-31) (institutional pack)

The STIOLTO RESPIMAT cartridge has a net fill weight of at least 4 grams and when used with the STIOLTO RESPIMAT inhaler, is designed to deliver the labeled
number of metered actuations (60 or 28) after preparation for use; which is respectively, the equivalent of 30 or 14 days of medication when used according to the
Instructions for Use (one dose equals two actuations).

When the labeled number of actuations (60 or 28) has been dispensed from the inhaler, the RESPIMAT locking mechanism will be engaged and no more actuations can
be dispensed.

After assembly, the STIOLTO RESPIMAT inhaler should be discarded at the latest 3 months after first use or when the locking mechanism is engaged, whichever
comes first.

Keep out of reach of children. Do not spray into eyes.

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



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 STIOLTO RESPIMAT, increase the risk of asthma-related death. STIOLTO RESPIMAT is not indicated for the treatment of
asthma.

Not for Acute Symptoms

STIOLTO RESPIMAT is not meant to relieve acute asthma symptoms or exacerbations of COPD and extra doses should not be used for that purpose. Acute symptoms
should be treated with an inhaled, short-acting beta,-agonist such as albuterol. (The healthcare provider should provide the patient with such medication and instruct the
patient in how it should be used.)

Instruct patients to notify their physician immediately if they experience any of the following:

e Worsening of symptoms

. Decreasing effectiveness of inhaled, short-acting beta,-agonists

. Need for more inhalations than usual of inhaled, short-acting beta,-agonists
. Significant decrease in lung function as outlined by the physician

Instruct patients not to stop therapy with STIOLTO RESPIMAT without physician/provider guidance since symptoms may recur after discontinuation.

Do Not Use Additional Long-Acting Beta,-Agonists
Patients who have been taking inhaled, short-acting beta,-agonists on a regular basis should be instructed to discontinue the regular use of these products and use them
only for the symptomatic relief of acute symptoms.

When patients are prescribed STIOLTO RESPIMAT, other inhaled medications containing long-acting beta,-agonists should not be used. Patients should not use more
than the recommended once-daily dose of STIOLTO RESPIMAT. Excessive use of sympathomimetics may cause significant cardiovascular effects, and may be fatal.

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.

Paradoxical Bronchospasm
Inform patients that STIOLTO RESPIMAT can produce paradoxical bronchospasm. Advise patients that if paradoxical bronchospasm occurs, patients should
discontinue STIOLTO RESPIMAT.

Urinary Retention
Difficulty passing urine and dysuria may be symptoms of new or worsening prostatic hyperplasia or bladder outlet obstruction. Patients should be instructed to consult a
physician immediately should any of these signs or symptoms develop.

Visual Effects

Eye pain or discomfort, blurred vision, visual halos or colored images in association with red eyes from conjunctival congestion and corneal edema may be signs of
acute narrow-angle glaucoma. Inform patients to consult a physician immediately should any of these signs and symptoms develop. Advise patients that miotic eye
drops alone are not considered to be effective treatment.

Inform patients that care must be taken not to allow the aerosol cloud to enter into the eyes as this may cause blurring of vision and pupil dilation.

Since dizziness and blurred vision may occur with the use of STIOLTO RESPIMAT, caution patients about engaging in activities such as driving a vehicle or operating
appliances or machinery.

Instructions for Administering STIOLTO RESPIMAT

It is important for patients to understand how to correctly administer STIOLTO RESPIMAT inhalation spray using the STIOLTO RESPIMAT inhaler. Instruct patients
that STIOLTO RESPIMAT inhalation spray should only be administered via the STIOLTO RESPIMAT inhaler and the STIOLTO RESPIMAT inhaler should not be
used for administering other medications.

Instruct patients that priming STIOLTO RESPIMAT is essential to ensure appropriate content of the medication in each actuation.

When using the unit for the first time, the STIOLTO RESPIMAT cartridge is inserted into the STIOLTO RESPIMAT inhaler and the unit is primed. STIOLTO
RESPIMAT patients are to actuate the inhaler toward the ground until an aerosol cloud is visible and then to repeat the process three more times. The unit is then
considered primed and ready for use. If not used for more than 3 days, patients are to actuate the inhaler once to prepare the inhaler for use. If not used for more than 21
days, patients are to actuate the inhaler until an aerosol cloud is visible and then repeat the process three more times to prepare the inhaler for use.

Distributed by:
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, CT 06877 USA

SPIRIVA®, HandiHaler®, STRIVERDI®, STIOLTO™ and RESPIMAT® are registered trademarks and are used under license from Boehringer Ingelheim International
GmbH
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BRI BR 2 < BBIMO T KLU AEREA #5-3 5354, STIOLTO L A B~ v kDS
D1 DOTHDHARET O —)LORFEARRIER R SN D FREMENRH 5 DT, HEICEEGT
B & [BER O EoER (5.3, 5.6, 510, 5.11) #ZX0]

7.2 TRGERNBE TYOFUBEKE, RTOA FRITFIRE

FA kv BT AR EE AR QR R A BRI (B R M/ PRIREE, 2 T
FHoF o, WRITRAKRTRART B A REFRATERESNTWDR, BHEHOEINIZ 0
TR, FHUFUFFEIR, X7 u A RXIFIRIE L OFREGEIA X T a— 1D ) 7 L
K TFERAMRT 52 2 Wb D [BEEROEH LoMER (5.11) 221

7.3 51 o LERFHEFIRRIE LIS O FIRSE

71U 0 DRFFERRIELSOFIRIE b —TRIRIESNIY A 7 A FRFRE 2 L) o5
EVAECLAREED S 5 DERZELKT, XITMED U T AMED, B REEIC X > TEREIZEL
THILENHY, FICHEEMAEZBA T B RIBEREZEL LIEGAICALND, 26 DR O
IRHJERIIAHATH 5735, STIOLTO VA~ v k& U v AREFAER]RE LIS ORI R A O -4
LERTEEDNLETH D,

7.4 E/TFIVAFOA—CHER ZBMRALS O, QTc ERX

o> B, FIHE G AR & [FE, STIOLTO LV AV~ y h&E ) 7 2 oA F ¥ —PIHEKR I =
BRRPLD DK, DT QTe M ZIER 5 Z & MEER DO th o HH TR 0 B (&K 59 D B
X, DIERICHTHT KU U AERIEOERN 2 b OFEFNT K- THEBT 2 ATREM R & 5
72, BERERALD) Z &, QTc MREZLERET 2 2 L BBEROREANL, LEMERERO Y 22
WMREZHTOTRENS D,

7.5 B MM

BT KL F U BRI (BEWTEE) & STIOLTO L A v~ v kDA X T o —/LkiriL,
OFRE G L2550, BEVOERZDIT 2 aTREMENH 5, B HEREEKIL B HIIEEE O TEF R 4 1k
T 257217 T7%<, COPD BEICHEDORE L EEL =T AR S H, L7 -> T, COPD
BEITEE, pENEERG L QI bwn, 2L, flxE, DIEEZO TS L TRE
FeE ORI T TIX, COPD BEITHIT D B WO IO 2P AR RIBHEIEN 22 &2
BDe TORDIRRPTIE, DNERIE B N ABET L5 LN TE LN, EHEICEETLHZ
Eo
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7.6 o) oE

PR &N DH = Y IR NP7 0 EAER 28 2 3 a5, L7=238-> T, STIOLTO L A
Vv y hEfiopi=a ) UEEEIRAE O GE, Sia ) CIRORIWER ORI Z 7 < FTREED
LMD & [BEHROEMN EoER (5.7, 5.8) KOFITEH (6) #2ZH]

7.7 F o OLP4S0 RU P-BEAHHBER 5V RAR—5—2HET HEH

CYP LN P-gp D )17 “HAFEAITH D7 b 2F > — & A=A ERRBRICBWV T,
FhaFy—iEAe 7o —LOkEIETRELRDAUC Z# 175 LA SEL 2 ERRBO LI
7o [CEYERE (12.3) #2M] . BRRBRICBWT, Aue X7 a— W IHSEiaFE &0k 2 %
OB THRKA 1 EBZHE S 47z, STIOLTO L A < v b0 HEFAEITSLER U,

8. BRGKEAICHITS56ER
8.1 B~ E

fERTINE - MR 7 = U —C

STIOLTO VAV~ vy b XUFXZ DML DSy ThHF A v AR R OA X T a—L
AW, R A 3R L T 2 U 2kt B A BB\ T2l B 72 7 A L OFRBRIT I S ATV,
STIOLTO VA B~y FMXIFZDl % Dy ThHT A bty ARAYKROA e X T e —/1L0
KRSy CEMY O A FERER & F i L T\ 5, STIOLTO L A '~ v b OEREF OMEHIL, BIE~0fF
WHENERRMEE ERID LB X ONAGEORIZRET D &,

FARREY A

F7 v MEOTHFICBWT, pgm’ R TEAERE MESE | B AE (RHDID) O# 790
FBRO8GEOTFA hu ey AR AHE, T7bbENEI 1471 LT ngkg/ H # 85 LT-5412,
SO IR SR otz, 2L, 7y MZBWT, F4 o'y A% pg/m’ HH T
RHDID O 40 5OWAHETH %5 78 ngkg/ H Z BB ARG Lz & &, BRIV, [FfENR
T, A AR OSEE IR E ORI, W OMERBGEBIEDS A & O b7z, 7 X T,
FA Fa By Ak pg/m’ 5 T RADID OF) 430 5 OW AR TH 5 400 pngke/ H % REEMICRA
B L&, HRBEECEM L., 20X REEITIT v NERYHFICBO T pg/m’ #EH
TEZAZ4L RHDID O] 5 {5 &N 95 5O AHETH 5 9 ng/kg/H %O 88 ng/kg/ B 2 REEIIZE
ABEH- LTz & 2 \ZIFRBO R T2,

AuXro—

FuXrue— L7y MIBWT, AUC #5 T RHDID OFJ 2731 GO HE (RAAR AN &
1054 ngkg/H) #BH LG E I BaEEZ RS ehoT-, #RT7 v FTldA e X7 e —L Ok
WRBATHRRD Hiviz,

Fu AT Fma—U—F R R EN T, AUC #E TRl A READID O 7130 {0
WA (REA A& 2489 pg/kg/H) 25 L72HaIs, aBIEL =T 2 EnP LN ESh

11



TWo, AuXFu— L @3RREEE LT, DEXUDOEOIR TSRS, RoRY, g o
ZUFE %R LTz, AUC #5 THA @ RHDID O# 1353 {50 il ik (REAUL A £ 974 pg/kg/ )
T, ERABBRE LR T,

8.2 7% - HERICEIT58E

STIOLTO L A &'~ hORME T EME~OEELREFTT 5, b N TO@ETIZR5 A B\
WO T YA ORI STV, B RITEER FE GRS T W 2 /RN B 5 729,
iF o STIOLTO VA B~ v hOFGIEH 6 A etz BRI 5GAIZRET & T
o b,

8.3 i~ ~oBEs

STIOLTO L A '~ F3UEZ O & O RS IR ST B3R SUTFLIL OBRIR 7 — 2 1%
AFERTNR, FARRE YA, AuyTo— RO R YT = OR@EHE, EZHLHO
v FORIICBITT D, hbE MELHICBITT 2208 9 IR TH LA, b MEgLh
AT T 2HAN LN L, KOVT v B TBITARD BN &0vD, STIOLTO LAY~y b
BRI G T 2HAITER ALY 2 &,

8.4 INRADRES
COPD [FiBH /NNRITITHBL L 22, NREEMIZE T 5 STIOLTO V A B~ v FDEEMER OH )
PEITRESL STV,

8.5 EiHE~AORE

AFENTNWDELT—HIZLD L, BEEEIZBWTSTIOLTO L A B~ v kO &FHEIILEA
VN [FEARHERE (12.3) 220

BRI 1 4EF — 2 S AT S TV B, BERBBRICHV T STIOLTO LA '~ v k234l
FAETT A1 EERESNZ 10294095, 5254 (51.0%) 7% 65 MAls, 4074 (39.6%) 7% 65
ERLL b 75 BT, 96 44 (9.3%) 7% 75 KELA b 85 mAi 144 (0.1%) 2% 85 MLl ECHh o,

LA IA D HEITFRD ST, | FAFIRET — 2 T, Bl & B kA i
LCEWER 7 2 7 7 A MFJERIL T,

8.6 FrigfEpE s
TR K NP AR FE TR RERR S 22 £ © B IO LT EARER I 2, s TR 2 © A2 Es
T HRERITFEN S TWR, R (12.3) 22MH]

8.7 B aEE

R Ry OV 2 FE RSB RE R S 2 £ 9 BB I L EFRENI LB, Lav L, P& ~ i Bk
REfEEA (LY BE (VL7 F=27 YT F % 60mL/min LAT) 12%F1 5 STIOLTO L A~ > k
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OFHIL, btV AFEMEEVER ORBUEETDH 2 & [HiL - HE 2) , BEEROMEH Lo
B (5.9) KROVWGRIERE (12.3) #20E] .

10. BERERE

STIOLTO VA B~y MIFA MrE Y LABME AT u— L OWmMEAZEHT5H, L7en
ST, BLFICERT Al 2 DAy O B GAZB#E L= ) 227 28 STIOLTO L A '~ v MI bk
T %,

T4 hr DA

FA vy LAEEHERE LSS, Pia V) UERMEOME L OVER 2SR 25 /et &
%o 12120, BEEERAN 6 AT A ha 'y Al 282 ug # HEIR AR LG L- L&, 2FModia
U ANEEIWER EFRITRD bR o T, FEMRA 124 0FBRTIE, 4 hrE U A 14lpg % 1
H 1 BIERARE L L&, WIROFEER KON WL 2 DTz, B A Z 3t RI2F 4 b
0 ey AE W AR E 40 ug £T 14 HERG Lz & &, AEEGFH (10~40 pugl H 118) 20
N, MRS K ORI D RS FE B L 72,

FaXTrm—i

FuXTa—LOmERS CTRINLEELOERE LT, BF7Z2p 7T RLT U USZR/E
Mﬁ_;é%m%,mK“uw@m,%uﬁ,mmFXiﬁmF,ﬁ%,Kﬁ%,@@,ﬁ%¢
DEV, MREE, AIRGE, N7, B, R, D, BsHE, B, , BRI, K
U?Amﬁ,%m%&Uﬁ%ﬁ7vF~yxﬁ8@@@&ﬁf%®%ﬁ2iﬁﬁ#ﬁj%mé
T RT OGS AN & FREIC, A u & T a— L O@EHEG I E-> TIMEIEE KT Z &%,
FRIZIZSET T D ARt & 5,

B G- OIRFEIL, W) 70 eHERE K OSCRRRIE ORI & & H1Z, STIOLTO VA~ v b
BeHHIETH D, KESIRBENRILT 5 ATREMEZ BB Lz BT, DOIRGEIRME B 2 AN 2
EICHGTHZ LB EZOND, B STIOLTO L A~ v FOEEHRGITH L TAHEETH D0
BINZONTIE, HIWET T 2720 O+ 7 LA e, BEEEOHRAIITLRE=4% ) 7%
1To 20w ons,

1. R
STIOLTO V At~y MIfial VI THLHF 4 by s b, EREBVEMAM B, HIEEE (LABA)
ThirtuXra— LORASHITh b,

FA b vy AR FI OILFEA 1 (e, 2B, 4B, Sa, 78)-7-[(Hydroxydi-2-thienylacetyl)oxy]-
9,9-dimethyl-3-oxa-9-azoniatricyclo[3.3.1.0>*] nonane bromide monohydrate T %, AHIIEH, HEF
TN T =T MEAWMTH S, FA by AR EMIT AR UTIHEAAROKR R TH D,
KITRRIETIZL K, A X ) —UIRRE TR0,

MG
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Br « HD

FA hur ey LB OKFd) 13558 490.4, 4313 UT CoHy,NO,S,Br + H,O Th 5,

R 1 &' v — VYR DL 224 1% 2H-1,4-Benzoxazin-3H(4H)-one, 6-hydroxy-8-[(1R)-1-
hydroxy-2-[[2-(4-methoxyphenyl)-1,1-dimethylethyl]-aminoJethyl]-, monohydrochloride CT& %, 4 1 4
7 e —/UEBRITAA~KRAGOKMRTH Y, KIZORPETITSW~EITFIZS W, =8 ) —1i
WFIZ< W, I ElE 4229 g8V GEEEIE) :3865gE/NL (77U —1K) THY, »RidhEeE
HEE LT CyHyNyOs  HCL T B, SR 6 7 U — (A~ OBFUREIE 1.094 Th 5,

s

0
Yo OH
H
HN

N
HCI
HC CH, ,CH,
(¢}

STIOLTO LAt~y MUFNIF A he 'y AR & A4 v 2T o — VIR O W KB )
5720, STIOLTO V At~y MEALRE & BT 272007 VI =y 2 ) 2 — | EE
ENTZ45mL 7T AT v 7 BURSRICHE I N TV D (STIOLTO LAE~y hDOH— Y v ),

WIS AR, oV La=g Ay, =7 NgEZT M) U AROMERRTH 5,

STIOLTO VAt~ h®DH— VU v PIL STIOLTO LV A~y MEAZGRE EHIHEHT D2 &
DHFH SN TWD, STIOLTO L AE vy MEAZRIIFICFRFCLH/MEORARAHGHRETH Y,
BRI = R L ¥ — 2 L CERME SN HIE) S Y 7 hI A M &4 S5, STIOLTO L A
vy MEAZSTITHREOF v > TR0 TN D,

STIOLTO L A &'~ » MEAZR L & b DERIZ, WA DT oD DY 4 #& 2 T2 IR KR 4 g
AV DT— Y v Pinbid 60 g CUT 28 MEE) NARETHY, Thixl H2MEEL LTHEN
THELAIZ30 By (U 14 BHSY) ICH% 3%, STIOLTO L A B~ > M AZRH D OKEI DS
B (1 A8 2 EEITHY) 13X, v~ YA =X BW A 22.1 uL TF A F a7 A5 ug B
FuFTFa—L5ug ThHbH, TRTOWAIKE RIS, kS EEOSEHRIZ, WA
MEOEFELEEV AT LB U TEER AT Z EOWMRR EOBEERIZEFEIND Z LN
BbH, BEWNGALTNDRRIITA 2 EHMEFERY AL TV DRRIET S (158 |

OH
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12. Rl PR3EE

12.1 ERRF

STIOLTO L A= v |

STIOLTO VAt~ MIFA buvorttuaXrao— a2 5, Hx ORI L TLL
TIZFEHE L7 RFMES STIOLTO VA B = MI B %S T 5, 2RO DHEANL2 >DOR 5 7 T A (Fi
a2 RO B, FITHEE) OHEAITH Y, ERRA L OB PRI ISR U TR 5 8% KITT,

FArEEY A

FA b u vy MIRFEFERMEL A Y UZ BT TH Y, FEHY 7 2 TidH=a ) VHIC
DEIND, DANY UZEEGTEZA T ThD M~Ms ZHRKRITIZZFERE OB Z R T,
KIETIE, FEHO My XA RO EZE U CERIEH AR L, KU SAREE 7267, #EHiEH
DFEEGTEROFHMER & b KOS R OS2 5 AT NI A 2 W TR S 7z, FERIR
D in vitro N in vivo FRERIZIBWNT, AV a3V UEFERKE GEIER OMHITHEERFHNTH Y,
24 LA EFRffE LT, T4 b e B0 AR AL OKUE SHRRIZEISHAAF ZAEN TH 5,

Fuexra—n

X u— VTR R REE B, HIEE (LABA) Th b, AT AIC L DEFTHRE%1C B,
T R U RIS L, RZBFEEREZIEEET S LT, EEERZREST 5, ZUEIFE
T 5N DZERENERLSND &, MaNOY A7V 77T 73— (cAMP) OF
REBNTHEERTHLT T =7 T—ERRI S5, cAMP fERS ERT 2 &, KBTI
R DORFRIC L 558 KIERFEE SN D, Invitro RBRICBWT, Ao &7 o —/Ld B, /KD
FITIEYEDS By S BMR & T 241 fERE L, By ZAMRE AT 2299 5 RE N oT, ZHUH DR
ROBIKHERIIAATSH S,

BT Rt U rmAERE, &L TUHICHIENS BT FLF U UZFER, £ LTRET
WBICRBLSND By 7 KU U UK, & UCIRIHBICRILEN S B, 7 KLU U FIR
D 3OOV TEATIHIND, B HIHERIIRE LR EFHERT 5, B 7 LT U U2 FIRI
FICKGEFRICGFET D2 b 00, Mo B R OWREAIR, Dz STkt~ 22 filn o RiEic
BIFET D, RO By ZFIRD IEFERBEREIX R TH D0, T OHFED T DIEF ITIRIED F
B I T do o T H LI i3 5 582 £ U 5 ATREMED & 2.

12.2 EHE

BRI

STIOLTO L % E° > |

COPD H# 5162 4 % %1412 STIOLTO L A ¥'= v k& M\ 7= 52 B EELA L — B SRR 2
RERCIX, BB E, BS 128, 8524 & OES 52 MBI LERGHESE < i, IS
FEMTIZ BT, DIEiIEE & LT Bazett ¥ M O Fredericia 5% W= _X— 2 7 A U4 IE QT [Hk&
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(ZNZF1 QTeB LT QTCF) 1T 30 msec &8 2 5 LD BT #brg o E| & 1%, STIOLTO
LAV~ y META RS T 0 — /L 5 ug FEMOT A b B'Y A Spg EEWVITRN ST,

FH4 hr DA

FA ~ vy LR RBAFN O QT [IMEIZ %I~ 2 52803, RHERE 53 4 A A7 24
2it, 77 R R R OGER SRS, 7 u 24— =B CTHIM S, EBREICIET A b
v LRAAR 18 ng, 54 pg HEREMED 3£5) XX 7 ®R2N 12 ARG shiz, X—2F
A URHCLDEMBFHE S, S HITIRBREDOYE K QR A& 5% DR G-RIREIC DTz - TRl S
Too T7RARELILE LI L&, REMA O QTe MMRDN—R T A L b O ST KH &
LCFA by AR AFKE 18 ug T 3.2 msec, 54 ug T 0.8 msec T 72, QTc 500 msec A
BT ATHBL L 793R e O QTe DRX—R T A D DZEALEDS 60 msec B E & 72 o 7o gBRE 130
o iz,

COPD &% 198 £ &% ek L, T4 b1 &y AR AR Z FW -2k R, BIEA
ERARBRICINT, RX—=2 T A UAHIE QT MIRIZ 30~60 msec DZEALDSFED b - HBREET
FA M T AN T TR L TE oo, ZOEITLAET QT Z4H1ET % Bazett Yjﬁ‘
(QTeB) Z W HA L OWTNTHHATH - 72 [QTeB TIEF A Fu v AR 20 4 (20%)
7T AR 12 4 (12%) , QTcF TIIAAHE 16 4 (16%) , 14 (1%) 1 . WTFhOKREGHICEH
QTcB X% QTcF 7% 500 msec & #8 X 7o H¢BRFE 170572, T4 b B A& W7ol oo i REER

TIE, AHED QTc MR~DEEIIME Shigho T,

F e Xrn—i

DFEM E QT/QTe MR xl4 54 v &7 a— /L DR BT, fEHEH LR 24 4 2657 7k
RROFEEK (EF7uFHr) R, —EHERBERRRIZKENT, Fr¥7rn—1 10,
20, 30 & UN50 pg OHEIF G- Tt Lz, HEERFERZ QTel (HBREHIZAHIE L7z QT MR @
SERNED DN, N—RA T A UHIERD QTcl D7 TR EDFEKRFEHE (F1H 95%(E HE 5]
EBRAE) 1%, 10, 20, 30 V50 pg DHETENEI 2.5 (5.6) msec, 6.1 (9.2) msec, 7.5 (10.7)
msec TN 8.5 (11.6) msec Tdh-o7-,

T 77 & R T FRBROWERE O 5 B 772 £ O ERTIE, 24 RfEERHL B
ﬁ(f»&~mal)%%wfﬁm&7m~w5%&vdmg@@%ﬁ&@%%ﬂmLﬁﬁéw
BT STz, OHBOUT AN O A 2 L B O BRI, & SIRER 2 BEE 3 2 fgH X
FRF =B LR o T, HIAMFEDOR—A T A UL EGK T ETOEIZOWTIE, *
n X7 a—/L5ug, 10pg, 77 ERFEOMICERKRMIZERDOH 5 2EF58D b Rh o7z,

12.3 EVEE

STIOLTO L A~ v b

STIOLTO VAV~ hERAKE LIZEEEOT A4 ey AKUA r & T o —/ LDy ERE
RTA—=HX, AR ENENEZHIRMTREG LI EONT A—2 LIZEFRBETH T,
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FA UL
FARREY LERART L—L LTHRG Lz, MFICRET 5 BB — % o—ifix,
FCHER SN D HRE Y BHETHLNEZLOTHS,

AuXru—\v
A ST u— VIR ORMBREE R L, | B 1 ERERALGR, 4o X7 o— Lo
FREEIE 8 HARICERNIRIBICTE L, MR LI BRI B G & TR L8 R LT,

WU

T4 hr DA

PRI I IR A WA G- LTc & E ORPPRIET — 21 K 5 &, AHEDK 33%03ME
TERICEE LTz, T4 Ry LAORNERI O NA T T XA FZE VT 413 2~3%Th o7,
ZOBEMNG, BEEITA MY AORINCHEEL RIFS 0w e FHlEND, T4 hrED A
D MAE IR BT AFL 5~7 43 TRO bz,

da&ro—i

Fr g7 a— VTR A%IBIBT 10~20 53 LIRIC G MR EEITET 5, RRERERE I,
WABE G DA 0 X T 0 — VORI SA AT RA T YT 1135 30%Th D LHEE SN2, #%
FRAIE L CHRG Lic & 23RS AT XA T8V T 1L 1%REThoT-, LTEn-T, WA
BoOAETE—VORET A T YT 4 TR L > TREDN, HE5ED D BHET
ENTZHIETL T LNEFRBEICTS L,

At

FA4 R E DA

AEO MR AR ERIT 2% TH Y, DHEMIL 32 Lkg THhdH, MNORFHREIIAH TS
L, WMARETHDZ EPDMNEEILN 2D N ERNRBEnd, 7y MNRBRTIE, 74
~ e BT AR AK B P A i L e o 7o

>

drZrn—

Fv 27 a— TG K RN & 5% 2~ v TF 23— kA 2 RETIVITHE D ILEBIRE
R Uiz, OfEREIEE L (110L) , JREHICOZ D ME~D5 MR B SN 5, In vitro (\Z5
32 [MC] AnFTFr—Lot MEER & ORAITREICEKTFET, K60%ThoT,

HER

v
FA4 e A
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R ORI/ SV, T UL (TR 2 BRI 514 DR ZAVAR O JR P HEER A
4% ThHhHZENLRABEINTHD, TAT/LEM T ST A4 Fr 'y NIRRT SN,
TNaA—)LTHDHN-AFNLRAAL L RO F =L 7 ) a— VBN ERSNDLN, WE LS LR
AV URFIRITHEA L,

tMFI 7 vy —A KOt MFIEZ T in vitro RBR T, G- EO— 58 GRIRN 5B D 74%
MR L L TIRFPICHRIE S dL, 25%3RE@ S D) 3F b7 v A PASORIFEDOFR{L & 5] = fi
XINEFE IR L o TR S, Fix OF AR ER Sz, 2 ORERIREILS
=YV, & b3V — LK gestodene 7 & D CYP450 2D6 M (O 3A4 HEIRIC K-> TILESI D,
L7=h3 57T, CYP450 2D6 J TN 3A4 78, #H S -HEDOHRO Z < —EBIZB 53 5 AR I
o> TWnbd, B MFIZ7 vy —2ZHW invitro i8R T, 74 ha vy AR EREZ LR 5
JERETH CYP450 1A1, 1A2, 2B6, 2C9, 2C19, 2D6, 2E1 M Tr3A4 ZHE L7222 L 3GED 5
niz,

Fasra—n

FaFTa—/VIEHEO 77 v UERERORA R VED O A F ATk AT L - T
MW S D, RIESNTZ 6 WD 5> B, RIWE DA FIMCER DD By TR L REE
T 5, 12720, AW ITHER R & TR AR 5% O gt Sz,

F h7 v PAS0 T A VA LD CYP2C9 LT CYP2CS &, Z< HOT I CYP3A4 73, A rX
T—=LD O-PAF /TG LTWDR, IV g7 ) av v A7 =25 —8T
A Y 7 —LTohH5D UGT2B7, UGTIAL, 1A7 KN 1A9 X, ArXTu— LD s nNr e gt
ROAERICEG LTWE Z ENBDHNT-,

Pt

FA4 Fr DA

FA4 ha vy A0 COPD BE TOWIMIT 1 B 1 1] 5 ug WAL EG#% 25 Kl Ch 5, FH4F
TEEEWLBR A (BT DEIRNZR 5% O2E 7 U 7 Z > A% 880 mL/min T - 7=, ElRINF G L7=F
F hr ey AR RITRERE L CRPICHRE S 72 (74%) . COPD B MR &2 A
5 Lz & oRPHEIERIIR G BD 18.6% (0.932ug) THY, HEVITEITHE RIS T,
#EEAN LTSN, FA IO ETLOBE I VT I RF 7 VT F =02 VT T A% B
0, RPICHWEND Z EDRBENT-, COPD BHFIZ 1 B 1 [BIKERAELE Liz & & D3EYHE)
REERERIRABIZIZ 7 A BIZEREL, ThUBRICERBIIA LR ->T2,

dr&re—/L

fEEEWBRE ICRB T A4 u AT a— 1027 VT 7 AE 872 mL/min THY, BI7 V77 A
IX 173 mL/min TH 5, FIRNEG Lz & & ORKMEEENL 22 R CTh 5, ZhicxfL, WA
Beh Uiz & & OB EEHITN 45S K Th VD, BEITHEK L e L AR ORI L > Tk
ESNDZEWRSNT, 72721, COPD BFIZEWT Copx HHEI L7 1 HHE 5 ugkg 1235
D EERINE 7.5 B CH D,
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(MC] KE#A o 27 o — L B8 RINES LT & &, BEHURED 38%ITR PPt &, 53%
FFEE PR S e, BRI G ISR TPICHRIE SN TR E(MAD EIX 19% Th o 7o, A&
BRZIZRPICHE SN = oidA e 27 a— L g O/ UIRE D 9% DI T - 7208, Ky id3k
EzE STz (84%) o BEHED 90%LL EAFRIRN L O D 5% 220 6 KOS HUAN
Rt ST, ARG L72G81E, REBEEBRE 2B W CEFRIREOR 5HRN TOREED
PRAPEIER I G BO 5%~T%% H T,

W EAEH

STIOLTO L % E°~ > h

STIOLTO VAt~ v k& AW FEMM BA/ERRBRITEM L THRWAS, T4 hr e AROH
n A&7 a—/LEFITIEMmL TWD,

FARrEYLEF T o=V EHTRARE L& &, Bl OEDENRE T A —X (T,
BRI ENENEZHM TG LI EDORTA—Z LIZIERBETH -7,

FAFrEDA

FA YA (144 0g % 15 50T THRERE) & AF T 400mg 1 H 3 RIIET =F ¥
> 300mg 1 H 1EZHWEHEEARRZEm LT, Y AF VT4 by 200t
£V AUCoun 1T 20%IM L, FA PR ETLDET VT T AT 28%EK T L7270y, Coax XY 96
REfE £ CORPHEMEICITA BRI A LN, TAIRE T AL T =F VO
Bi3F4 bu vy AOEMBRBICEEZ RFE S RhoT,

COPD MBFEIZ L <AEH S 2 03K (R VERME B, FITM3E [LABA], BRARXT A K [ICS])
IZE DT A e U AOBREEOE(ITRD bivkhroT,

Fa&To—i

CYP2C9 DREMILERKE LTV a)F Y — )L E&, 581172 P-gp (J2 N CYP3A4, 2C8, 2C9) B
I L LT b ad Y — v 72 SRR AR AR A& SN L 7=,

T aF =) T ;Y =L 400mg & 1B 1A 14 BRPHIG LTn s &, An T n—
NDOREEREICRE L 72 DB IH LN o T,

Fhary =)L hary—400gx 1 H 1A 14 HREPFHAKS LIz &, An¥dTn—
D Conax 13 66%, AUCq. 11, 1% 68% E5- L 7=,

FA oL FuXTra— ) EOEREHE L T2 HEEGLZE X, T4 hr vy T4
AT =)L ORHREEICHEE R 5B RIFST, b ELFLThoT,

KERI 72 4L

AT =L

IEMERED A X T F ) U ZANE, Fu T a—LoW AFEE% D COPD B DL HIRE &~D
i, MERIR OMREORBIC RS E, HEREIILERNZ EAVREI T,
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i

Ltk

FA e DA

BHEIAR OFEFTIT T _NTUTHEY T A LS, MBIETFA ey 2027 V77 ADKT
ZH725 Lz (65 At COPD 3 T 347 mL/min, 65 %LL 10> COPD 3% C 275 mL/min) ,
ZHUTHIE L 72 AUC .65 M U Crnaxss TEOHINNE A B 72 3o T,

B B R i

FA ha DA

COPD EFITH L CEFREBIZEBWTTF A hr by A2 REHETRA L & &, REBHKE
fdE (7 L7 F=227 U772 60~90 mL/min) TlE AUCqg5 KT Cress (ZEALELL 23%, 17%
EE L fp oo, AEREEERERENEE (/LT F =227 U T T A 30~60 mL/min) TIE, 1EF B
%@GWD%%(7V7%:77UT?VX»MﬂMM)k%NTAWhm&UCmﬁﬁ%ﬁ%
M 57%, 31%mEfEE 7R o7-, mEBHERELMNES COPD BEF (VL7 F=020T7 7R
@mmmm)fm,Eﬁ%w%®ayD%%kw&f,%ﬁhmﬁ?A%k%@%@ﬁ%W&%
T AUC 4 13 94% 8, Coax 23 2% & 72572,

N

= 72—/

57
E RS RERE E AL O B TTIX, A T a — LR EE IR 40%E N U Tn, R Ny TN Ak T R
ERE) BE RS L LRBRITE/R STV,

Ly

s

@Iﬁ

TR HERE 2
FA hEE DA
F A4 b a v AONFREREIC T 2 B A PR 5 BRI SEE S LTy,

F o T a—

TR K OV 3 BT RERR A 11 O 1T Cox X1 AUC 0)”*{5%&2?1§7? 1R E R OV 46 B A
BEFEE 21 5 B L REER A OB AMERIZEIT R o T, BEREREMN, S BEERISRE L
TR T S Ty,

13. JEEREREE

13.1 NARE, ERFYE, SRS

STIOLTO LV At~ v |k

STIOLTO VA ¥~ h & HW 2 in vitro DWAJENE, 2 RIFME R OVESSRERE EZ 12 B3 2 3Bk 1 X
Fhi LD o Ty, W THHTF A hr By AR A & T o —) VA THERZ FhE L T\
Do
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=R N

Z v MZTFA ba vy AExfE 59 ugkg/ H O FET 104 B ARG Uik, i~ 210k
m 145 ng/kg/ H O ET 83 MR AL G L3R, KO~ 7 Z12hed 2 pg/kg/ H O ET 101
BB ARG LR BRICB W T, RO RITEED b -T2, Zh b O ML mg/m’ #i
BCTb MESE 1 A AHE (RHDID) OZFNZE40K 30, 40 L OV0.5 fFI2FY L7z,

FA b a Y LRI Z O TSRS T ERRER, V19 Fx A =— X AR — ik
W B RFEMRER, v b U NERE W in vitro YeBARELE R & WY in vivo ~ U Z/NZEEBR, T
v N MBS AT 2 72 in vitro R EH DNA S RGRBRICI T, ZERIFME K e R 5w
FHEERI Do T,

F v FTIE, 78 pgkeg/H  (pg/m’ #L5 C RHDID 0K 35 1) UL EDOF A+ b o v A A& T,
BB OV R RO 23880 H AV, 9 pg/kg/H (ug/m” #8 C RHDID OF) 4 15) TlEZ D k)
RVERIERRD DL oTz, 72721, IS 1689 mgkg/ H (ug/m’ #15 C RHDID OFJ 760
) OWMAHECTHELZ T eh ol

teXro—n

I Ta—VONAFEHEEZFTT 5720127 v RO~ T A% FWT 2 R ARG 3ER %
Ikt L=, MEZ ~ Mok % 25.8 KUY 270 pg/kg/ H (AUC #5C RHDID OZ L2104 18 & TN 198
%) OHETOAJEIZ O 585 51%, IIRMEO I FHEZFHRE Lc 7 v N CTldm 270 pgkg/
H (AUC #2% C RHDID O 230 %) O & THIEFT ALIZES bienoTz, i~ 22k4 5
76.9 ug/kg/ H LA E (AUC #255 T RHDID DK 106 fi5) DM EOAEIEIZ 72 5 851375 O g i iE
KON IE 2 5% Uiz, i~ v A ClddkE 255 ngkg/H (AUC #2% © RHDID D#) 455 %) @
& CHES AT LITRRD DI o 7o, o By FINEEHE T & [RIARICHMED 1T - S AR RS 0 Y-8 i e K
OB AEOR AR D LN TWD, ZHHOFTRAE b ~OF G RIZE#HT 2 IR TH
%o

d v X7 v — Vi in vitro © Ames 358 & N in vitro D~ 7 A U L3l 2 AW 725 BR 2RV TR
JFEE R E 2ot An X T a— VRN S L7727 v MW OMEHBUEER A & 72
b L7c, /IMEHBUEERMNTIERANC L2 ((RVEM) @Eimsyim & BEd 2 rEetEn H 5, ML
DS TER MR & CIXBEER 2V EB 2 DT,

FmZ 7w —/ Vi3 3068 pgkg/H (AUC #5C RHDID O#] 2322 fi5) DWW A& T3 =
v N OAFEREAAR T S /R0 7z,

14. B PREABR

STIOLTO L A v~ hOREMEKOFRNEIE, H RS ERER 3 35k, FEH G 2 35, &
R ONT 7 R EEER 3 3R, 77 2 ARk IREER 1 308k TRl L 7=, STIOLTO L At~ v h®
BNMEX, 592 44D COPD MBF A Xxt5 & Lic 4 M O H &g e aliR 2 3R & Y5162 4 COPD
Faxtg e Uiz 52 M O I35 FBAREERER 2 38R (Trial 1 X 1V2) 1245 <,
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STIOLTO LAt~y FOHEERIIE A DS THLFA bty AR/ OA & T 1
—VEFORBRIZIESE, FTWRE SN,

MEEIRL, 4 BRI OEFGRT 7 M _HERAR 2 BRI L > THEMIT bz, 2324
® COPD #BE#xtG L LT-ilBrClY, 3 HEOT A hur' v A (125 25, 5 pug) KA v Tr
27—/ 5 ug LOV10 pg BWOFREG- &, e & Ta—VHEAlE sz, IFRELG T, 4
AT a— ) VHEFIEG L LT F I 7FEV, AUEE L FA hr ey A/ A e Z T n—/11.25/5,
2.5/5, KOV5/5 pgl B 1 [EERGHFO N Z 7 FEV, 040 Z 7 o—)L 5 g %5 L 0EITENZEN
0.054 L (95%{5#AIX[H : 0.016, 0.092) , 0.065L (0.027, 0.103) , K&Tr0.084 L (0.046,0.122) T
BHotm, 360470 COPD BE Zxg L LiziBrCix, 3 HEDA X Tn—1 (2, 5, 10 pg) K&
OFA b YA Spg BFHEG- S, T4 MrE Y LARRE I, FA MR E YL F
o AT =L 52, 5/5, KOV5/10 pgl B 1EEEGEO N5 7 FEV, OF 4 F a7 L5 pg 58
EDEITENZI0.024 L (95%FHE XM : -0.029, 0.076) , 0.033L (-0.019, 0.085) , & (r0.057L

(0.004, 0.110) Th o7z, ZNOLRBERICIVBGEABR CTHW T A hr vy LA/ FrxTn
—® 1 H 1 [EOFGE2.5/5 KTO5/5 pg BNEM T iz,

FREEFRER

A RF 5162 4 @ COPD 2% (STIOLTO VA B~ v LB 1029 4, A X7 a—/L 5ug &5
B 11038 44, FTA hrE DA S g BHA] 1033 4) %5 LT STIOLTO L A B~ v k DOFREGE
AR 2 SRS FEh S Av7z, BRBR 1 KON 213 52 I D FEIER IR T & AEAFATRER — HE B el &
LTCRTHA o TEiS, STIOLTO VAV~ y haTFA kb A5 pyg KA e L 7a—1
Sug kL CHIR L7z, WTROEA S LAY~y MEAGEHWTERE L,

55 I AHRRBRIZIE, COPD &2l <41, 4F#n 40 sl C, 10 pack-years L - OWEREA A7 1L,
RO EE DOEREELZ AT 5 (KUE IR 5% D FEV, 28 TRIIEF O 80% A

[GOLD i I~1V #] , S SRR 5% O FEV/FVC S 70%A00) T 2 B 4%
FkL7-, 1 B 1 EElCES Uiz, EEFHMEE B I3& S 24 3 TO FEV, AUCs, X OV R 7 7 FEV, O
R=Z2T7 A NLDOENTH-T,

52 A ] O EIBRI A EER GRUER 1 LY 2) THRER S 172 5162 4 D RZEUTFENE (73%) , AN (71%)
XIET TN (25%) THY, FEAFEEIT 64.0 i CTholz, KEILREW AR O FEV, 1X
1.37L (GOLD I #] [50%] , GOLD II#] [39%] , GOLD IV #] [11%] ) Th o7, F¥ B,
WERIZ R D BOSTEIZR— AT A4 T 16.6% (0.171L) T o7z, OFH TR Mg AR ITR A
2784 R (47%) XV oF U8 (10%) Thol-,

RER 1 O 2 WiakBR L b, STIOLTO L AE <~y MEIZF A ha b UL Ssug LA 14T 1
—/V 5 pg BE & HE U C, 24 1% O FEV| AUC s, S KON N T 7 FEV BUSICAH BRUGERZRD 5
niz (2 , FAMETASpg KA 0 X7 o—)L 5ug & HEE L TRE -7 STIOLTO L
A~y FNORE YRR FIL, 52 BTz o THERF L7z, STIOLTO L A~ ~® FEV, DX
— AT A NS OB L BRI 5005 5 47PN T 0.137 L (#EPH : 0.133 - 0.140 L) #E/0L
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72o STIOLTO LV At~y METIE, FA MR E T LA Sug BEAOA 0 X T 1—)1 5 ug B & i L

THRERIRIEEOER N DI d o7,

*2 FAROEY LS5 ug RUA DL FO—)L5pg & L7= STIOLTO LR EY
v D 24 B#%®O FEV1 AUC3n R b5 7 FEV DZEILENE (EEFHMIE
B, #&1 XU 2)

Trial 1 Trial 2
n | EHE #z (L n | FHE #z (L)
(L) (95%fEEX ) (L) (95%fEEX M)
FEV, AUC,, BfLE
STIOLTO VA<= k| 522 | 0.256 - 502 | 0.268 -
FAEIRETASpgl 526 | 0.139 0.117 500 | 0.165 0.103
(0.094, 0.140) (0.078, 0.127)
AuFFa—,L5pgl 525 | 0.133 0.123 507 | 0.136 0.132
(0.100, 0.146) (0.108, 0.157)
N5 7 FEV, /L&
STIOLTO VAE<= v k| 521 | 0.136 - 497 | 0.145 -
FARBRETASpg 520 | 0.065 0.071 498 | 0.069 0.050
(0.047, 0.094) (0.024, 0.075)
FuFFa—V5pg 519 | 0.054 0.082 503 | 0.057 0.088
(0.059, 0.106) (0.063, 0.113)

B HR_—AF A > FEV, : B 1=1.61 L, Bk 2=1.15L
STIOLTO L A &'~ v b & Bifl & oo L4~ T T p<0.0001

e 5% 12 BE £ CHitsRemAE 2 3206 U7 — o BEHEM (521 4) TlE, STIOLTO L A~ v

MIFA IR ET A Spg KOA LT o —)L 5Sug L LT, 24 R O#G-FREERIChz -
T, ABICEWFEV fEZ /R~ L7 GREBR 1 LTN2, 1 .
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= 1 STIOLTO LREXY kb, FA FOAED LS ug RUAOFTO—)L5ug D 24
BiED 24 BRARERREIZH =5 FEV, DR (RER 2 () 12 BRAFHHEERE
&MY Tty k)

FEV1[L]
E
L
——p
hY

1 - - . “"—-.‘,____"__H
I ™ A, n, _‘"--..________-
P Lok T} T
9,30 ?-‘-.- s,
: s
- o
8 . - -!
- . ~ S
e ———— - FE— .
el T
4 n B R
\' '''''''''''
1260 - g
110 o
=200 (i et i) a2 L) B0 L LiTEs] 1200 100 1600 RETE 2am a0 2acs
Time relattive: to dosing (hours)
T+0 &8 e o e o TES  —emee. s s e Qo &
16. ¥ FERUIER

STIOLTO VAt~ v AR T L —{%, STIOLTO LV At~y hH— kU v 1 fil & STIOLTO
LAEwy MEAZE LRI AS TN D,

STIOLTO VA B~y N — FU v E, ¥ v FICREREBIE—VEZR 72T VI =0 A
ey 2 — L LTSNS, STIOLTO L A~y hH— kU w1 STIOLTO L A< » b
WAL EHITHEAL, fhoL A~y MEABEMER LN &,

STIOLTO L A &'~ v FEAZRHIMGER O T Z AF v 7 8k AR#E T, RKIFIKEAT, KHBO
F—AIEHTH D, I— Y v UEBATLEOIC, BHI—AZERD T, WAZTITHE
DN TN D, ERREDF v v 7 L IREDOWAZAIKD T~ )UZEE#H D LBV, STIOLTO L A
vy hOA— ) o EBIERHTH L,

STIOLTO L At~ v MEAART L—(ZIFLL FORKNNDH 5,

. STIOLTO L At~ > MEART L— : 60 [BlEEEZEMH (NDC 0597-0155-61)
. STIOLTO VAt~ v MEART L — : 28 [BIE&EMEZEH (NDC 0597-0155-31) (Y7

/L [institutional pack])

™o
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STIOLTO VAt~ h— MU v 3k fiEEN D72 L d 4¢ T, STIOLTO VA B~ > Rk
Agr L EHIEHAT D L&, WARTOMEfZ X T21% 7 VI ER SN EEEEREL (60 8]
(X 28 [A]) DEETEDLEHITHA L ENTEY, EHBRPAFECHE S THEHLZEZD 30 HHX
X 14 B OFEANHY TS QEEZETIRFETHD)

FoRSINTEFEREL (60 [FIIX 28 [B]) ZWMAZNPOEETLH L, VAV how v 7 Hv»
2, ENLLEEFENTERL D,

B— NV v UEFHFAZIL, PIBEERNORERE 3 PHABXITe v 72 B0nholc b &, W R
WAL C STIOLTO L A B~ MR AZEZ RIS HZ L,

INEDOFOEMNIRNE ZAIRET D L, ERINBICALRNWESICTDH I L,

i
25°C (77°F) TIRET B &, FFIRERBEIX 15~30°C (59~86°F) [CK[EI /G #HIEISh
TEIBESH] , WAEERET D Z L,

17. BEAIURYVTIER
FDA /&GBF S BE T ER (EZEST A FROEICET 5 167) 2201,

H%I%\F%@%
STIOLTO VA B~y h2ED LABA (MR EHED Y X7 AR SED Z L2 BFITMLE
Z L. STIOLTO L A B KRS B OGS 720,

BYEER ORI L2 &

STIOLTO L A B~ v MIAMMEJER T COPD OME AR I 57200 H O TR
EMD, ZTNHOBEAHE LTBEMOEEZ2Thnw2 &, SVEEROEEIL, T 7 7 e
—L D X9 e FREEIE FPERN By R A -2 2 & (R R AL 1 3R R M A By IR
WEBFIIWHG L, 2OEREERERTL2E) .

UTFTOWTNPRALEDLNEE, BEHICEMOERKT S X2 BFICHRETHZ L,

- JER DAL

« JEIF IR FPER A By RITHCHE D20 SR >R

- FERFRIVE PR By IR D s PA b DW= 55 0D 2

- ERISBUE U723 LWIRBEEE DR T

FERSEIET D ATREME DN & 5 7o, Rl /T F D572 LIZ STIOLTO L A '~ » MZ XDk
BEPIEL IR bRWI L2 RBEIHEET A2 &,

R EVEME B, ARG 28 i 5- L 20\~ 2
FEIRFE PR By I 2 EWIROITAE ] L TV 2 B3 1ITE, 20 b OFAI O E IR H 2§
1EL, SMHERZERT D720 OxHERESE L TOMEMNT 2L R+ 52 L,
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BFIZ STIOLTO VAV~ hMLE SN TWAIGE, RREMERM B il 2 &6 3 2o
WAFNIBER L2 2 & BEIIHESRE 1 B 1 BIH&EA 8% T STIOLTO LA~ v M & L T
IRBIRN, AEARRRAHE OB OO ML RICERREEL KT TZLRH Y, Bmrvic
LI ENRDD,

By BB EIZfED U R Y
B, Mg, WRIECSENN, IREROSOIMEGERER &0 By RITEEEICE S BIEH 2 B I2m b Tk
<z e,

AT S AU SRR
SHMIOVXEVyFi%£¢%Eiﬁ@%%t%f%Aﬂ%é*&%$%’ﬁ%ﬁfﬁ<
Z&, AERMRE RSN E A ITIE, STIOLTO L A~y b A2 H1Ed 5 X 5 BEIC
%ﬁ#é_&o

L)
Bk PR IRV S AR A IAE SIS I ) 150 PHZE D BRI ST B DIER D FTREME D 20 Zi
OEBSUTERDP B L2 5E1E, EHICX2T 580 BFEIIRET L2 L,

BB ~DF %

FEE D 72 1M J OME BBV 9 IR AR & & BRI SUTIR O AR P, TR, SR sims L <X
ITHR Y, SEPAZEMERE A RN OMEBED FTEEMEN H D, T D O OSER D HEL L 7285412
X, EHIZZ2 T2 X0 BEITHEET 5 2 &, Ml A IRA O 2 TIIRRAZ27EH Tlden 2 &
ZREFICMLETEL Z &,

AN () DEHICAD EFERCEABKE LTI ERH LD, HICALRWE HITHE
BET2X0BFITHEET L2 L,

STIOLTO VA E'w >y hOWANIZ ES T, HEWEDEVWROPERDELHZ ENHDHDT, Fh
Y DTEER S DT E S S IR OB E 72 EOIEE~DWEFITITIEE T 5 L ) B TR ET
HT L,

STIOLTO LV A &= v b DWW AICEIT SR

B STIOLTO L A B~ v R AZRE W T STIOLTO L A~y NEAAT L—%1E L < #&
532 HEEBETH 2 ENEETH D, STIOLTO L AE~ v MEAAT L—[T47 STIOLTO
LAy MEAZREZ AW T] AL, STIOLTO L A B~ W AZR T oo FH oW AL L7
WEOBEITRETL &,

STIOLTO VA ¥~ M, HEIOEEDOERIEY) e &OEAN LT EFESND K 51T, WAR
DYEFEITH) ZEDBAFRTH D Z L BEIIFETHZ &,
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W AN s B o wlE#E L, STIOLTO LAt~y hdA— KU v % STIOLTO L A~ k
WAZHTIEAL T, WAHBEOHEMZITH, BEILIA N () BRZAHETFICmT CEE
REHEML, ZOBEEZIHIC 3 E#VIRT, ZHTRAHGREITERT T & A2 INnb, 3
HELLEMER Lo o813 1 BIEE L-RICER SE 5, £72, 21 HUL E Lo 85
%, IA L (B PRAHDETHEHEZELITY, IOICZOEEL 3 AR IR L TRADHEHEZ1TH
¥5,
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Nippon Boehringer Ingelheim Co., Ltd.
1.7 AR KR

Page 3
FA ey ARMAKIM+ A0 ¥ T o— /VIRRE

L FAERH S — %
11 GEESY

AAN TR R A

i ) EROF A b o vy LR R OV R R VR By HITECEE O A4

0 X7 a— ) UEBRIEORAHITH Y, £ 1.1: 11277,

F£11:1 GabEal

—HRAIA R FA bu vy ABALKIW, A a7 u— VR

524 AN LAy F28WA, AEAINL K LAE~ > b 60 KA

A AARN—Y T —A 7 A SRS

HAGBAEH H

HaHm4EH B

BHEAFEH A

Bl X5y LE = S

k224, F 4 b v T AB{LAKFIY) : (1a,26,48,5a,76)-7-[(Hydroxydi-2-thienylacetyl)
oxy]-9,9-dimethyl-3-oxa-9-azoniatricyclo[3.3.1.0**]
nonane bromide monohydrate
Fa T a— VGBI
6-Hydroxy-8-((1R)-1-hydroxy-2-{[2-(4-methoxyphenyl)-1,1-dimethylethylJamino } ethyl)-
2H-1,4-benzoxazin-3(4H)-one monohydrochloride

e s F A4 bu ey ABALHKTY

HC_ 1
o
s © H
{e]

Br « HzO

a7 o— ) VIERE

\Q\/k/ 3(?f|_:©\ H3

O

WAK| - 1 EFEFTFA ha A 25ug (FA Moy AR LK e LT
3124 pg) ROA R X T —125ug (Fu ¥ 7 e —/ VRS LT 2.736 ng)

12PERAZEMEMIR A (IBMEAUE Sk, I&E) O&GEPAZEMERESE LS < FEERD
FEfR (R REERT wx#:)/%&UEﬁWW% RN By BN D OF F 23 0 B
A

<ZhHE - ZhRICBE S A EorEE >

AFNTEVEPAZEMENIE R (COPD : [BMEAE K, MiKlE) OHERFRIEICHWS
Z &, ARANTEAVEEROBEAE B L L 3KAITidlan,

Wi - A

e

B, RACIZTE2WA (FAPrE T AL LTSug RUFARETFa—Lk L
Ts5ug) %10 1EEAZRSTS,
<Ak - AEICEEET 28 Loz >

AANT 1 H 1A, TELHEZTEURHRFICRATLI &, BHICHL, AADIiE




Nippon Boehringer Ingelheim Co., Ltd. Page 4
1.7 RERZE—KR FZ ey AR (K TIY+ A e ¥ T v — VERE

FEOMEAIC L0 AR, ME IR EOEEREEANBELT 2ERERSH L &%
PUYRSHE, 1B IRZB2THRELAWESEELZ5E2 52, ( TEEAQREAR
BER) , EEEE) 0EBH)

(1) PAZEREMARENIED BE
[IRNEZ&ED, EREBLSEIBENEH D, ]

(2) BINEARIE RS L A HEREE D & 5 B
[(HIZREHIZKLKTHZ DD, ]

3) T hu B KONE OIEGWE & D IEARHF O A6 LI EUE o BEEFE O
b5 EE

A EOER | 1. HERE ROBEIERIESETHZL)

(1) DA%, OEAME), HANEORE, XIEn 6 0BFEROH 5 EFE
LA, ODEHMSE), WAAGER BB T2 nb b, TEKRLREIEH] ©
THZ ]

2) LmEREE (Er4e, AR, ERKRPAZEELHES) Ob 5 BHE
[(ARARRRRISERIC LD EREEBL S T2 BENRH D, T2, QTR
NhLDLNAIBENRH D, ]

3) miEDHRE
[E%x ERIEr2BENLEAH D, ]

4) BEENEGELDVIIHFEERTLCVWEEE U LT7F= I VT TR
fE2S 50 mL/min LA F D FEE)

[FA4 by ATRHEIECTH Y, BRI N EE TR RE O EF 2
Hoivs, [HEYEhRE] OHESM]

(5) EEMEROL HEE
[(FERBOIEREZ BN IEDIBENLRH D, ]

(6) BERIFOBE
[(FHAED B HMRERET D L, MPHEN EAT2B8ZW0nH 5, ]

(7)  HUIRAREERE TUHEAE O B
[HRIERE CHEEDER 2 L S BEh b 5, ]

(8) HINARIEK DB B HBH
HERBEEN R T 28EZNW0 65, ]

2. HEEREARHER

(1) AFE COPD OAMEMIE DA HI & L T2V, COPD (23S < EIR %
FEESHDT-DITIE, AKHZMkEE L TR THIMNEND D, 7272L, AL
FAREEBVELEAL THLRIENRD 5N WEAICE, AFI2EY TIX
RNWEEBEZLNDLDT, BREEEEMGEETHRIET S L,

Q) AENTEE S BIGEE B L LT-3AI T, K& K8 iaEo B
FISIXER L7222 &, 7o, RS EZ A 0F L8k PASEMENT R B
T 5568100, ]E XM EOIRENEUNITbNLA L 9FETHZ &,

(3) AHIZMORRFIERMEII= U 3K, REFFERNE B RIEE I 6 a5
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BUER
e - S S gD
MR 5
TH1bEs GV
FEththie R | 9EE, TR W, R BRAREE,
7z, WEHRfEE FU
HEER o Ees HER THEAR OB B UE, IE
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1.7 AERZG—EXR FZ e vy AR{YKFIM+4 0 FT v —VEEE
B, Rk | B
SN %)
i - BHR s i
Ay e
H1) ZOX D MIERD S BB IR 2 I AR SO AE AT =

P
1 2) R REIEB R By RITHAN 2 5 5 % 70 E OWEYIRLE 2T 5 T &,
FEHBE IR PET —F — M-S &R L,

5. HiE~ORSE
— I E i E TITAEHERENMET L TWHD T, BEOREBLBZEL NS
HEICERGTDLZ L,

6. I, PER, BILBE~0OKE

(1) RSO L2 TEEME O & D im A ITiE, TR _ LA RIES Gt
Z EED LB SN LA oRKEES T, [FLVETR—L
3mgkg/H & HWE 15 mgkg/ H OB AFKGIZL Y, T v NEEWTIE,
& REL DD B QW IEAE QN AR VAR R OIS A B, [RIE R
FOFEERERIMET L, ]

(2) TBHF O NITH LTI, IR EOBERMENERMEEZ ERS &l S
AP OBTEET AL, [AAETFa—ET v FAH~OBITHR
WEESHhTWS, ]

7. /NRBE~OHE
RHARER, BrER, LR, SIEINRITKT 2 22T L TnR
W (EWNTOM AR 20

8. HE®RSE

AFO@ERGCL Y, B, SR AR, R, SRR OIS B
WA OFEAARERC L 2 2FERNRIT 2 REER H 5, £z, HER
FESR & LT, MEET, REHE7 > F—v X, B2 U U AMfE, &b, O
FEVERIEIRS 2 VI IR EH A D/ REN D D, T DX 9 RIERD 7
SNTGEICEIAFORGZPIE L, BEURNEZIT) 2 &,

9. HWHEOHEE

() AANZOBEN~OBRAERGORIEHTHZ &,

Q) AFOEHIZHT->T, WAZOEIEE, WAESEZH3ICHAT5 2
Lo (TH#HW EoEE] OBESBHR)

= 2015 4 1 HekGT (56 5 W)

Sk FEHE
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1.7 AERZG—EXR FZ e vy AR{YKFIM+4 0 FT v —VEEE
1.3 RE R % &

1.3.1 REMEAMERD) VE
AHNOWERRS D THDHTFA bue By AORFERZNEE LT, [FUERMERMEI=Y VEThH
HURAZ V=g AR A EFR 1311 ) avn=y AR AE R 1.3.1: 2 ITRT,

#1311 EREERERIYVE (DA ) D= L4)
— R4 A7 YT =g AR
e 7Tyt 625ug ) X THAMA
T 7T vk 625ug =Y 7 X 30 AH
=tt4 J SNV T 4 R Ty —~ RS
KEAEH A 20154-3 H 26 H
FFREATAE A A
HHEEFH A
B X5 KL 5 SR FE i
=2 1-[2-(Benzyloxy)ethyl]-4-(hydroxydiphenylmethyl)-1-azoniabicyclo[2.2.2]Joctane bromide
b

)
7 TN

A - & & KT ERERRABMEKAIT, 7V ZAZ—ONEWTIABOHMKETHD.
| TIVARE =g 27 )= L8 7420g (VA2 V) V=L LT 6252

RIRE - B 1EVEPAZEMEIITR - (IBMEAUE 3%, ITAE) O XUEPAZEMEREE 122D < FEER O
o f

<BNEESUTRNRAZBDES 26 Lo >

(1) AFNTIEMEPAZEMEM B OFER O RWERICHWD Z &,

(2) AFNTIEMEPAZEVEM B OHERF O SMEIA R 2 B & L THEA T 2 54T
[ESA4AN

L - HZ WE, RAZEFZ 7Ty 625ug ) X 1/A (DA77 )V P=sE LT
62.5ug) 1 H 1 BEBAZKGT S,
<MHEXROHEICEET A FEH EoEE>
AENT /DXL FECHREAIC 1 B 1 EBAT A L) BEEZIFETHZ &,

=g (ROBEFEIITEES LT &)

1. PAZEMAGAEOBRE [Fim ) AEHICEY, IREX ES UEREZE(LEE
LEENLRDD, ]

2. AINEERIERZEIC L A HRRIEEN S HHBE [(Hia ) AAERICL Y, REAZFHZR
THBENRD D, ]

3. AFORSC xR LIRBUEOBEEREO & 5 B

A EoER | 1. HERE ROBEFCIIHECIRETSZL)

(1) DAZ, LEMAE), HISMNUEDOBE LI 6 OO & 2 B8 [LAE,
DEAE, HISME S BB XITEL T 2 BENRH 5, ]

(2) HIZBRIERDH 5 BE [HREERHEIAT 2801 H D, ]

2. EERERNHER

(1) AANFIEBMEREORKEZARNE LT LT, 1BMEMHZEMMR AT ER
ZRESEDHOITIE, AAlZfkle L TR T O0ENH D, 72720, HiL -
MEEBVIELHEHN L THRRNED DNRWIEEITIE, AHDE Y TR
WEEZLNLDT, BREEGEETPIETS Z L,
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2) AAIOWABICHFEMLAE RN DD Endb b, T X 5 ke
TIX, BEOEMNVENEINDAREERH LD T, [UEZEENED L7
AL, ELICAFIORSGEZRIEL, @URLEEIT) Z L,

3. BIMEA

o5 11 FAE B AE R AR RS 3 BBRICB W T, ARSI A2 ) V=74 (UL,
UMECQC) 125 pg* 3 %5 34172 963 5l (H AN 52 il & Ede) 71 61 (7.4%) (Zhf
ERMRAEERE 2 G CRIERANRE SN, TR b0, k6 6 (0.6%) ,
W R 3 1 (0.3%) , FIBEmEERR 3 61 (0.3%) , 1883 1 (0.3%) , BRREHEF
361 (0.3%) , EXGERE3 ] (0.3%) ThoTo,

ENE B 5RBRIZI\ T, UMEC 125 ug* 23 &5 S 7= 131 69 13 61 (9.9%)
ICER R B 2 S RER SRS Sz, TOERLOIE, RBHEEE 3
(23%) THotz, (KiBKF)

*) AFNOARE N HEIE, UMEC62.5ugl H 1ETH D,

() FERAFEIEH

DEME) BEEARHAY ) DEMEINRETLZEBHDHDOT, BENSED LN
A IE AR, MURAEAITS 2, (TEERE) OHEBR)
(2) ZOMoORIEAR

0.5%2 1

[ SR

O 32 K

Wik NN, (R

X)) WAOLTRD STV BEWERICOWCITBEE R & Lz,
4. BEEBEF~OBRSE

— R E CITAFEREAMET L TS0 T, BEOREBEZBZE LN OEER
LTH&RGT DL,

5. iR, PER, BILBE~ORE

(1) B AT L TV 2 ATREVED & Sl NI, 1R oA SENERMEE -
[5 LU SNDERICOBFEETHZ L, [HEREhOREICET 524N
VIHESL LT uy, ]

(2) wTAHFOmANK L TIE, BEITHT AR OEENEZEE LIz ETRALD
HFIEH D WEARBIOFR S 2RI, [7 v FOEILIZ UMEC 2 F
Beh Lz L&, A% 10 H o AR MEEF 2 UMEC 253 H S vz (2/54 41) o ]

6. /NRE~DOEEL
A EEIR, AR, LR XUI/NRBITHT 2 Ze TS L TunZayy (R
Baszevy)

7. BEEE

Wl < JEIR - AFIOBERGI2E Y, Hia ) UFIOEBEEAERIC X DER (1
WL, TLAREIFREE L OWEARSE) BRBLT L BZNRH 5,

WUE  SHEBRIEZIT Y £ & big, MBS LTEREL2E=X—TT52 L5

8. EHALoBEE
RENTAFEN~OWABREI\COARAMERTHZ L (WIRL THRIFALNRY)
ERENEFEEY, BEICELWERFEEZ+DICHIATLZ L, )

ik

2015 45 3 AERR (B8 1 kD
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1.7 AR KR FZ he vy AR(CYAFY+ArF T 0 — /VIERE

= 1.3.1:2

REEMERRHO Y VE (JYaEDZYL)

— X4 FR 7 ave=0 LRy

HFe4s =7 VAR 7 &L 50 pg

ey J VT g AT 7 —~ R &t

REAFA A 201249 /1 28 H

FRRFGAEH H

AEAFEA R

Bl X5y L E = S

k54 (3RS)-3-[(2SR)-(2-Cyclopentyl-2-hydroxy-2-phenylacetyl)oxy]-1,1-dimethylpyrrolidinium
bromide

et

0
L 0y
. 0 N*—CH, Br
d OH (\:[11

B U kK
A - & & Wi 7N -1 TR ) atuoy 2Bk 63pg () avm=whb L
T 50 ug)
ZhHe - S M PEPAZEME TR AR (BME R Sk, MiUE) OKGEPAZEMREIZH-DS < FEIER O
R A

<HRE NI R BHE T B EoEE>
ARFNFNEMEPA MR B OFER O EMEEICHWD Z &, ARFNHAE PR MM
BOBERIZB T 2 2MEREL B U 2 3AITld e,

Mk - H&E W, A IEL A7 'L (FVabta=y st Ts50ug) % 1 H 1 BIAA
HAOWARSEZHWTRAT D,
<HEROHEICHEET A HEH EoEE>
1. AANIWARL 7 'L THY, LTAFIFEHOWAARL (7' ) —X~T7 ")
FZHWTRAL, WIRLAZRWZ L, ( EHEOEE] OHESR)
2. AFNL1 A LB, —EOREEICRATDLZ &, MATERNoHAT
FIREZRIR D LN 1 [HyEWMAT A&, 2L 1 H 1 EEZBZTRAL
A AN
=g (ROBEFEIITES LT &)
1. PAZEMARNEORE [(fi= ) AEMICX Y, IREN EA UER A B (LS
LHBENNDHD, ]
2. BISEHRIERZC X D HEREEND HEBEE [(Hial ERICKY, REAZHER
ToEBENARDH D, ]
3. ARFIOS I LIEBUE OB O H b BE
A EoEE | 1. HERES ROBEFCIIEHEIRETSZ L)

(1) DAZ, LEME), HISMUEDOBE LN 6 OO & 5 B8 LOAE,
DEMEY, HIAMERABBSUIE T 2 B8EZN N H 5, ]

(2) HEEOBEREREE D B 5 BE (HERRERIAIEIE & (eGFR) 73 30 mL/min/1.73 m®
KGO BE) T B2 LE LT H5RKMERE2OBE [ARAIO M HREN E
HLU, BIEANERENIBENAH D, 1 ( [HEp#Ere] oESHR)

(3) AIZERIER D& 5 EFH [HEREEN BT 5BEZN1H D, ]

2. EERERHER

(1) WMAFEOLE, FEAOWAIZ L) QE RN FR S NEMEENTBEN
Db, JEZEENRBDLNTGEE, EbICEEZ2FPIEL, @Y ZR0E
ITH Z &,

Q) AFIOBERZ, AFDBICASRWE Y ICBREICEEL25 2528, £
FENE D 78 M B MG RTRIE AR 5 REAIR & & BICIRIE, IROARPK, FHR, R
i & D VIR 2N R B U726, Sk PA SE M A ok PN B D B{eE oD RTREME N
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b5, ZTHDOIERMNIEE LA, TRESOICEREE 22
HEVICHREICEEES 2D L,

3) EEOBMEREDOH D EE BT 2 LEL T 5 RKMBREDBEFITHL
TARRNZBET25E8120%, 1BIFR O L GRELZBIZ L CEEICES
L, BWEHORBLUCEE T2 &, ( MEERE) , [EpEHRE] 0ESR)

4) AFNTAMEHEEORELZ BN E LTE LT, 18EPAZEMEE SIS < JER
BHESEDHTOITE, AR EMGE L CRETHIMNERH D, 727210, A
RSBV EL AL THLRIERNED 5NARWEAITE, AFIAEY TIX
RNEEBEZLNDDT, EBREEZEE AT T HRIETD 2 L,

3. BIEA

M BAZEPE R B 25 & L TAH 50 pg & 26 M8 E3 5 U 7= [E B e [F] 45 111 AR g R
ARERIZINT, 550 6 (HARAN 64 filETe) 34 6 (6.2%) IZEITERANRD Hiviz,
F2REWERIE, BN 4 61 (0.7%) 2T o 72, B AN TIE 64 4519 4 141 (6.3%)
WCRIER 23388 b,

1P PAZEPE R R 25 & U TAH 50 ug % 52 BRI G L 7= ENE #5351
BT, 1236019 14 61 (11.4%) ICEWERADZEBO bz, E2EIERE, 0Nz
261 (1.6%) , HERREE2 6] (1.6%) % Thotz, EKFBKEE TOER

(1) EKRZRIWEM

DEHE (0.53%F )

DEMENNRELT 52 R HDHDT, BENPBEO NG AICIETEEEZFIEL,
WEIRAE AT H) 2, ( TEEES ) OHESHR)

D) ERRILE S T FE R RS K OE N E & 5380 B R AN GHIC 1T 55
B,

(2) ZothogI1ER

AR RBHTEY 1%24 1 1% A3
JEYE sA%, ERdE, SRS — —
R e OB bR E i UHE, W IR 9P — —
F R ARHRSE — —
HRE R SR BLBR — —
DB EOLES — —
TP i s 22 BIIEWE S - i, Ik, W — -
MR, S
HGEE B, HILARR, WEd, & | 0N -
i
JEBUE 1 — 5
B SR R VUSSR, AE iR, e - -
R, BEEE
B ORI R E JREA HEJR IR 5 —
BHEE W7, MEJE — —
1 2) AFRIEE TIANETORRD SN T-EIERITEERE & LT,

4. BEEBEF~OBRSE

FERRBR I BT 75 LA Lo mElinad CTlE, RIS, SR ORBLRN T 7 R i
1.5%, 0%\ZH_NTAFIFEHETE L, 3.0%, 23% Th-o7=, —J, 65l 75
WA OEEE T, TNENT T BREE2.1%, 3.6%2% L, AFIFGHETIT
2.3%, 3.6%EFETH-T,

5. W, ER, SRS ~0&E

(1) 3 XAFEENE L TV 2 RIREMED & 5 it NI IR L OF EMEN a4 LA
HEHWENDIGRICOREEGTH L, HRTOREICET 222X
fESL LT, #3EER (w0 A, UHF, A X) T, MBEEErE S5
ShTwa, |

2) I NTIE, BEEOGRMERGREE RS &AL B EEICO
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HEHETHZ L, [EWMER (T 8 THHPICBIT T2 EnME S
TW5b, ]

6. /NRE~DOEEL
RHAEEEIE, #rAER, SR, S SUINRISk 222 MiImss L Tuhyy (i
FARRBR 2N 72 0N)

7. BEHE

AH & mHEEE LTESE, oV CAERMEORE R OYER (DN, @i,
PERN ) 2RBLT D RetER H 5, UL, 1EMEPAZEMENMEEEEIC 1A 1
[B] 100 pg # L < 1 200 pg % 28 HHEW AL Lo KB #E GHERIZEHBWT, 2otk
LOMEITRED bR o Tz,

fEERAICZ ) at = AR 150pg (ZFY atn=75E 1L TI120pg) %
FRIRIN % 574 O e MUAE R R B2 X OV By i &1, AFIOHELEHE (50 ug) &k
ANEE LT A IR ZNE 50 (5 R N6 (SR> 7oy, L4tk EORBEILR
LRI o T,

ABN OO FEHZLDONAFTT AT YT ¢ (EWFRFIRE) 1BV, %
HHERIC X 2 2Eh EORBO REMHITIRVNEEZE 2 B b,

8. EHAEoER

AANIMHTHEHOBAMBE (7Y —=ZA~F=") ZHNTHAL, WIRLARWS
Lo, EEMEEFEER, BEICELWERFEEZHDICHATA &, £, K
REOWENBD LN WEEITIE, AAIZRATETICHRL TWO 7R W) ERT 5
&, ([HEdhW» EoiER] omEsi)

9. FDMMOBER
AAENEOH 2 U AEEMWERE LRSI & ORI 5 MR RBR R 1372 <,
BAER LIS L TR N2 &, RIS I,

kel

2015 4F 3 ARl (B8 5 hi)
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1.3.2 REFFEE R B, R
AHNOWER L T DA Z T n— /L OFRERZHE L LT, [ CRRRERLE B, fEETH %
AVERTO—~ A UBEEFR 132 1177,

x13.2:1 REEEAMRRIHE (1o5hT70—L)
— R4 T A v EBTFa—~ LA Lkt
Wk 7e4 F T VAR TRV 150 pg
24 VT 4 AT 7 =< RS
HAGBAEH H 201127 H 1 H
AR AE A A
HEAFEAA
B X5y LAWE 4= S
== 5-{(1R)-2-[(5,6-Diethyl-2, 3-dihydro-1H-inden-2-yl)amino]-1-hydroxyethyl}
-8-hydroxyquinolin-2(1H)-one monomaleate
L M )
bt S ( O |,
CO,H
CH, COH
A - & & 7 -1 T 'AHA ﬁ7m~wvv4/&WNM%(4Vﬁﬁ
T u—L & LT 150 pg)
2hie - B TEPEPHZEME TR (IBMEE SCR, AUIE) oD 5GE PHZEMERE 23D < FRE
RO KA

<BhREX TN R BE T A EoEE >

AFNTNENEPAZEMENTE B OFER OB EBIC WS Z &, RANIIEBM:PHZEM:

i BB OB IZ 31 A 2EIRE A BRO & LT3 2 3-FITld e,

ML - HiE WE, RN IE L 7'y (o Z T a— L L T150pug) %1 H 1

RIAFEH OB ARZREEHNTRAT S,

<HEROCHRICEET AHH EoEE>

(1) AFNIWAHS 7L THY, BTHEAOBAMRE (7)) —2~T7 =)
ZRAWTHAL, AIRLZAWZ &, ( HEA EOREE] OESM)

) AANZ 1B 1A, —EORFRFIZRATLZ L, WATX 2oz s
%, BH, BEBALTCWAERRFICIESERATLZ &,

(3) RBEITKIL, AFNOMWMEOHERIZ L0 AREENR, M5 55O EE e EIER
DIBLT DEMRIENSH 5 = & 2B X, 151@%&21&5L&w
EOERBEG 252 & (RAIORE SHERIERITIEE 24 R FHGE S 2 0
T, TOMIIWOE G ZTDRnWT k) |

= AN D RT3 LIsoE OB O & 5 B

i L ovEE 1. HERE ROBEFCIIHEEIRGTEZL)

(1) HEREREESRE TLEE O BE [FRIREERE TLEEDJER 2 Bb S 5B FEN
ﬁ%é]

Q) OIMEREE CEEIRER, SVELmE%E, Rk, SiE%) obsb R
%EQWWEﬂﬁW% i@ﬁ%%%méﬁéﬁ%ﬂﬁ%éo]

(3) FERFOBRE [BHED B HEAIZ 535 &, EHES ERT586%
Wi D, MFHEEZE=4V 735 EEICERGTH L, ]

4) TADPAEORRSEMEROH HHEE EREOERZ B LT 58E2h0
»5b, ]
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2. EEREANER

(1) AANTRE Zn BB EE2 B L LA Tidenize, K& K sk
OHMIIEA LW &, ek, K& W8 %2 A0 U218 M2
FHREHICAAIZ BT 2881003, K& E0EHRNSTbhs
XOomEETLZ L,

(2) WMAFKDOYE, FHIOWAZ L) KERENFER I EMEE T
ENRHDH, JEXERENBED GNTHEAE, EbicEsa2H1kEL, @
BI7p B E1TS Z &,

(3)  AH % Ath D EIRFFEIE R By TR A SR e R A By Ak 41 2 5 o il &
Fl & RRFITEEH L2 nZ &,

(@) AHNOAZEARANEEAENC L 0 ARFAsEm,  fE B 52 0L i RAER 2
HobNABENRHDHDOT, BRENBDOLNLLGAICIE, BEEPIL
T He LR AEETTO 2L,

(5) AFNTAMEEOREZ AN E LT LT, BERAZEMEMK RIS
SER A ZE S DH72DITE, RAlZMEE L TREGTO20ERS D, 272
L, Ak AEEBVIELLEA L THRENRD LN WEEAITIE,
KB Y TIIRNWEEZ BNDLDT, BREFEEEZGEETTIET 5
ze,

(6) WEIHEHZRT %G, RER, Sl MEREEZ TR
HHOT, FERAMBEICRLRVWEITEETH L,

3. HEEHA
AANZEICAHEEZE T F 7 10— 4 P450 3A4 (CYP3A4) TR sh, £7-P
PEER (Pgp) OIETHDZ b, ARFIOZEYENEEIT CYP3A4 X Pgp
FHETHIHEACLVEEEZITHEEZOND,

GEFHESE (BEFHICEET 2 L)

A4 5 BRI EAR - HHE 5k WPy - fERRIK 1
CYP3A4 #HET HHA| | AFNOIMAREN EH 32 | CYP3A4 OIEMEEHET
T RO~ A BEhARLL, =Y Ra~ | 32LI12LY, KKK

AT EOBFRBEICEY | #E S, PR
ABND Coax LONAUC N | N EFRTBHLEEZ LN
NENI12 RN 14~16 | 5,

R ER/ LIz & 0GR D
%,

DI N =y % AAID AUC B EHT D8 | CYP3A4 K UNP HEEHD
EFnndHb, Vhrend | EEEEETLZLICK
DOOFRAEEGIZ L v KF D 0, ARENORH L OB
AUCH1.6~18fFIC LR L | BHEENDI EEZ BN
T OHERDH D, %

PPEE A 2 fHE S 284 | AR OMPREN LRI | PHEAOEMEZEEY
NI NINE BENWDRSH D, XTI | HZEITEY, REIOHE

EOPFRBEIZ RV AFIO | MRHE S, MR
Coax RNAUC 3 ENEN | BLEFATDLEHZEABN
1.5 KN 1.4~2.0 %l |k 5,

FLILLOWEDDH D,
QT MERZE 292 | QT MRASER SIvLEME | Wih b QT MEA LR
ERMBENTWDHEA | REARFED Y 27 BHEKRT | SELAREMEDRH S,

MAO FHZEH, LBENLD D,

ZBRPL D A%

A AR AT A AR OIERNHERT B IE | A BRI & OFFH
nab s, kY, TRLFUUAE

BRI AN R T2
FIREMEDN B D,
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FA ke ey ARMSKFIY+F 0 F T o —/VIRRE

X FUHEER &H U T AMAEIC X D00 | 3 F oFasiTr R
AT A FH BES REIR) ZEZT | L) oEEheRag
FIRA BENARH L0, MiEY | KRS0, fiF

U LMEICEET S L, | 7V 7 AMEDK T 23
T DR B D

AT uA FRROZNG
OFRANTIRABE T A
U U LYRIREIE R 25 &
D7, MiEA Y v AE

YA T VA FRFRA,
YA TV A FRIELF]
PR,

Jo— 7RI RFA

4

5. BEpE ~ORE

DARF AT 5 nTRENE
AL oY
BEWTAl GRIRAI &2 5 1) | ARIOERSBET T 25% | BHlWE L OpFAIZLY,
b s, RUEGTHM | AROERAIERSND
THHBITIE, DBIRER | ATREMES D D,
HWAINEE L, EE
ToHz L,
- BIYER

8 PAFEME iR B 2 56 B & L CAAN 150 pg X% 300 pg 0 285 L= [ERR I
[ 55 TILFA BG PR AR B 12 36U T, SRR 230 451 (H A A 102 &2 e) 41 27 451 (11.7%)
WZEIERFRD By, ERRITERIL, Bk 10 3] (4.3%) , =92 3 6 (1.3%)
HThoto, BARNBETIL 102 FIH 20 1 (19.6%) IZEITEH RO Hi,

FREIWERX, %Wk 9 #l (8.8%) , =B 241 (2.0%) FThol,

2 BAZEME it R A ek 5 & L CAHI 300 pg 1 235 L= [ENE % 535
2BV, 125 B 27 il (21.6%) ICEWERARNRO biv, ERBWEMAIX, %
Wk 11 1 (8.8%) , fHEGHE 3 (24%) HTHoT-, KRG E TOHEER

HE 1) AARNOERB SN HELOHEE, 1B 118150 pg DAL TH 5,
(1) EXZEIEH

EERMIED VU AMEOIKT : B iANC L 0 EEZRIMIESD U v AMEOKTF
DMESNTWD, £, BHIEANC L 21MiEL U v MEOK FIERIE, *
WU FUHEEK, AT A REIKRORRA (VA 7 A RRARAL, 147
WA RRELFIRA, —7FRAD) OO KL vl T 52 &083H5DT
BETAHZ L, WIS, BMEMIEICIVIMES Y 7 AMEOKTOL Y XA
FAETHENERINDZ LR D, 20X RGAICITMED Y v AMEE
FT=H—FTHZENEE LY,

Q) ZOMOEIER

HE R 5%LLE | 5%
B iR, RIBEE i AR
fa o BT - b i i
SRR EE
WERIE | BT, B ] P
LM ERE | AL, BN i LR, T
TRERCE | BR, AE i R
o W, % 5 e, B ; HD
GRkAEE | B, GRS i e
Z ool W, R, 7B i R

11 2) KGRI E TIHNE TOHFED LIV RIERNIFSEE R & L7z,

AFNTEERE 26 L CHERETOMLE T v, BERBRIZEBWT, Fime
CHICEREMPEE R NSy RBENEINTAZ ENRBINTWVATD,
EEE IS L TCITBREOREABIE L AR OTEE L CEET S 2L, ([3E

WERE] OESR)
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6. i, ER, BILRE~ORSE

(1) 4 SXAFHER LTV 2 AlREM O & 2 i NI ITIRE _ EOF IR MES LRt %
LE D L SN GEICOREET D, ERPOERSICET S
LRI LTV, B3R (X)) TERERORARN
LS EEENRE S TS, £, BER (v ) T, Bk
WRMENRE I TWD, ]

Q) BILP O ANITIEE LA RRMENERMEZ EE S LB Sh B A1
OAHFETHZ L, [@WFER (T v F) TLAHHFICBITT D 2 EnH
HEnTW5, ]

7. MRE~ORE
AR, HrER, FLIR, IR UINRISHT 2 223 L Tn7g
W (EHREER A 2N

8. REE&E

fg, JEAR o By RINEAN O B E IS & B AEIR (BEAR, 3R, B, 90,
HLL, MEMe, IR, OEVEAEENR, REHET O R—3 R, R Y T A MUE K&
OEIMAES) DREICH b BENRH D, SHEIZENT, 1BMEHZEMNE
fitige BB %75 3000 pg DRI G-C, HRAEEEONRFAHEIN, I i+
FREEOQT MRIEE B O biviz, F7z, AHFI1 H 18600 pg %z 1 FRHH#
B LIZGAICEO bV RAIERIL, #ERHEZ G L2356 & aagic gl
LTWehd, BRI E B MAFED b,

WL YR, RHEFRIEZITO 2 &, 2, ERPEERGAICIIARS
w5l JRREAE LTSI B WA S 52, [UE SR EZFHRT D
WHEMENH D720, FHICHZ> T+ RICEETDH I &,

9. WH EDOEE
KFNILTHHAOWAREE (7Y —2~F—=") ZHNTEKAL, WIRLZ
WZ &, EEEEERL, BEICELWMEAFEEZHSICHRAT 2 &, F7,
MR RE D UENTR D LR WEAITIE, AR ERAETICHNIRL TWH2n
PERTHZ & (B EoiER] oEBH)

10. ZOMHMOEE

BRI BB 3\ T, ARHIR B 1% OB R 72k (2 < 1315 BPLINICHBL L,
FReie R 10 BOEREE) 23 FH 11.3%~23. 1% 822 S, 227 B4 141 (300 pg
D L B 5]) SR 7GR Lz, D OB & SR SRS RE DR BLRe
12 VEPAZEME R RO, AAIOF MR T & OBEMEITR D b h o7z
tHEIN TV,

E3) AKIOARINTHELOHEIE, 1 H 1B 150 pg DWAREGTH S,

(ke

2015 43 AkET (58 7 bR
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1.3.3 REBERMERD ) D ERUEREERYE B RIBEDE EHI

RRHERMERT = Y 3R ORREENE B FITMIE DR A AL LT, v AV 7 Y= A5k
W+e g 7= M) T = S VR OB G A AR 133: 112, 7V avu=v LBy, A
EHTa—)= LA CBEORGHZ T 1.33: 2 1TRT,

£133:1 MR D ) VER CRERIERN B, AREORSH (DAY

ZHLRIEY+ES oFO—)L b Tz = )LEFEEIE)

— B4 B A V= LB BT T a— N T o = VERERE

k5844 7 /—ax )X THAH

24 750 A AT T4 RS

KA H R 20144-7 H 4 H

FREmAEH A

FRAFEH A

KLl X5 AN = S

{2524 1-[2-(Benzyloxy)ethyl]-4-(hydroxydiphenylmethyl)-1-azoniabicyclo[2.2.2]octane
bromide
4-{(1R)-2-[(6-{2-[(2,6-Dichlorobenzyl)oxy]ethoxy}hexyl)amino]-1-hydroxyethyl}-2-
(hydroxymethyl)phenol mono(2,2,2-triphenylacetate)

LB oy v,

\_/
<_ x)
B o7ua—)
| I~y
m /\.}\_/_a_ S T N n,/’“'x =
~F cl

HE - & & WAER <1 TV RE =g 27 Y=g AR 742pg (DA VY= A
ELT625ug) KTy Ta—L b 7 o= LR 40pug (E7 T r—)1
L LT25ug)

ZhAE - iR MR PEPAZEMERTE R (BIMEAE XK - ikUE) OXGE PAZEMEREE 2D < FEIER D
FEfR (RREEERMER AT U o F % QR REFVER R B, R O OF FH 23 20 22
A
<%hfe « FRICERE T LA EorE >
(1) AANTEIERAZEMERIEBOEROBEMEBIZHWS Z &,
Q) AANTEVEPAZEMERE B OB EEFO 2MEIAEEAZ B9 & LTl 2 34

TR,

Ak - HE WE, RANZIET e U THETRA (VA7 V=058 LT 625ug KOY
77— L T25ug) &1 81 ERARET S,
<Mt - HEICEET M LoEE>
BRI L, AFIOWEE DI L0 AR, M RO EE Z2EIVEHA N BT
DIERMEN S D Z & A, AF%EZ 1 H 1R EUHEMEICRATDS
X9 QR 1EZEXTERGLRNEY) HEEXHG 2562 L, ( THEREARH
HEE, RERE] oIz

B (1) PAZERMARENIEORE [(Hia U AR LY, IREDS EH UER A B S+
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LBENRDD, ]

(2) ANZERIERSEIC LD HRIRIEEN S 5 B3 [(Hia ) SAEMIc LY, REAZFHR
THBENRH D, ]

(3) AHFNDES T3 LiauE ORI D & 5 B

A Lol (1L EERES ROBEIIIEBRETSZL)

(1)  FURIRBERETTHEE O B [HUIRIERE TUEEIE DR 2 Bl S 2 BE 1 &
%o ]

Q) DEREZATIHEE (i) AERIC X 0 DARE, DEME), BISMLHE D%
BXTEfbT 282NN H D, [P ARKIEAIC L0 RSN, BN
DARERPBEHIE T BENEH D, £, QTIEELRRELT L%
b, ]

() ®\iEDRE [(MEr ERHIEr282n03H5, ]

@) WERFOBRE [EHEO B HEAIZ &S T2 &, FHES EAT28ZEn
Wb, MEEEZE=2Y) 73 rEEICEFTH L, ]

(5) RINCHRIER D& 5 BE [HEREENBRT BT H 5, ]

2. EEREANEER

(1) AANTEE I EIEHFEE2 B L LA Tl 0wz, K& K BIa# O H
FICIFER L7222 &, 7235, KB 3R 2 & 0F L7218 M PR ZEME iR R AR
WCAAIZ BT 2568100, [ESMEOEEN TN K2R T D
ze,

Q) AANTAMEOBRFEEZ L LT 57, 18MEFAZEMIRE B < ER
ZRESEDH - OITIE, KR ke L THRGTHIM0ERND D, 72771, HiE-
AESBVIELIMEHAL THRENRD LRARWEGEAIZIE, AFI2NGEY Tk
WEEBEZLNDLDOT, BREEG AT HIET S &,

(3) AFNOW|ABZIZAHFEEREIIRENRNH S ONDHZ ENDDH, TD L D ke
TIE, BEOEMPNENINDAREMENRH D DT, [EEENRD iz
LaiE, EbICARRORG A2 FRIEL, MURAEZITY &,

@) WEIZARKOMH T 255, RER, BAlCL gz TBER
NHDHOT, AL HEZBZ CTEELRVWEYEETLSZ L, (HEER
5 OEBMR)

3. MEEH

v rra—, ) 7 o= VERREIL, & LT CYP3A4 TR END, £,
T A7 VY= ABAEMIE, & LT CYP2D6 TRt EN D,

PEREE (PEFRICEETDHZ &)

HAN4 F FEAER - $518 715 P - fERR T
CYP3A4 [HEEH ZH rhaty—n ROAD | CYP3A4 (2 X DA E
ERCE 5 ZOE LT BERSEPRERERC | &ALk, ©

Y hFEn, Fhat | BNT, Forsrysa | SoFo—LomiEE
Y= (RERFA N | OREROMINDED | DRSS H
KHF) , TR~ | bl OWERD D, %, ( [EEmEHE) O

S BIR)
B T o7 a— A OIEAAR | pEAKIC R CE T
BT 5B LN, Fa— AT D,

QTRIMEE ## =4 = | QT BEAEE SILDEME | WPh b QT BlE4 s
ERRBNTODHHA | REIRED Y 27 MK | SEHAREMED S 5.

ORI RS LBEINRG D, ( THEMERE ] DIHBHR)
SBRRHL D ORI
4. BIYERA

55 TN RR ] B A ] i PR 3R 2 3RBR IS B W ¢, AT A 27 U =7 4 (UMEC)
/EZ 7 a—v (VD) 125725 ug* #5317 816 B (AA AN 39 ffil&=&Ee)
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61 15 (7.5%) IZERRMEMERE 25 ORIERNRHRE SNz, TOFERL DI,
S 7 61 (0.9%) , R 7 61 (0.9%) , LWk 6 1] (0.7%) , B EH 5 41 (0.6%)
ThHo7,

ENEHEERBRIZIHB\V T, UMEC/VI 12525 ng* 23 % 5- S u7= 130 i/ 8 4l
(6.0%) IZERREMRT 2 & 0RIERASHE Sz, 20FEe b0k, EiE
26 (1.5%) Thotz, (KFRE)

*) ARANIOAGR S - HEIX, UMEC/VI62.525ugl B 1[0 TH D,

(1) FERAEIEH

OEME) EEAW) - DEMEINEIRTLZL08H50T, BRENRBO LI
el s ek L, @ORREEZTO 2L, ( MEERS) OHESHR)

(2) ZOMORIVER

0.5%24 E BRI
JRYIE S
a5 25 SR
RS L
Tk Elal (0
1E) WO ZTRD B TO SRR OV CIIBERI & Lz,
5. BEpE~DORE
— M R CIEAERMRENE T L T2 0T, BHEOREBEBIZE LN HER
LTEETHI L,

6. iLiR, PER, BILFE~ORE

(1) A XUFHEIRE L TV 2 ATREME D & 2 I N2, TR OB SN EkRE %2 -
[5 LU SNAERICORZEETHZ L, (BT Tu—LOEHfAE0R
AT TG Y, U oRIBICIRBEE, 12X SO R L0
BIHINHE SN TND, ]

(2) A OIHANITK LTI, BEITHT HDAFOEEN A B E LI ETRALD
Hikd 5 WVIEAFI O G AR IET 528, [Ty hoRAMIcE T o TFu—
NEROBRGIIT A7 V= AR TRE L EX, £% 10 HOMA
RIFERICE T T e —AXiEZv A7 VY=g AR SNz (FhEh
1/54 KON 2/54 61) o ]

7. /NR&E~DERE
BHAMRER, HAER, LR XN 222 2MEIamesr LTV vy (R
BROS720N)

8. REHE

e - e A O\ERGICEY, fi= ) CROEBRPRERIC L 5ER (D
PN RZARE, T 5 8 e T % OMRIIRSE) O FE B0 B, R A 0 SEFRFHIVE I & 2 Stk (B
IR, FEENR, PRER, SRR OVIIERESE) ARBTL2BZEWNS D, £z, SMEA
@Bk A2 UMEC/VI 500/100 pg %2 1 H 18] 10 AR A# L L7z & & QT Rt
Er@ooni, ( HEp#E) oHESR)

WLE  RHEREAITO L L BIC, RBEIG L TEEEZE=X—T52 L,

9. BHEDOER
AENIOEN~OBAGI\COAMEATHZ & (NIRL THRITA L),
EFENEERT, BFEICELWERFEEZHDICHATAZ &,

ik 201447 H (B 1)
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#*133:2 REFEERMERD Y D ERURHEERYE B RIBEDCERAH (FYaED=
DLRIEY+A VEATE—ILT LA VEEIR)

—HRAIA R ZVavn=y LG8 A E T =~ LA R

Wk 7e4 UNT 4 Ta R A TR

24 ST 4 A T 7 == Rt

HRERAEH H 201349 H 20 H

HaHm4EH B

BEAFEH A

e LE =

k54 (BRS)-3-[(2S5)-(2-Cyclopentyl-2-hydroxy-2-phenylacetyl)oxy]-1,1-dimethylpyrrolidinium
bromide
5-{(1R)-2-[(5,6-Diethyl-2, 3-dihydro-1H-inden-2-yl)amino]-1-hydroxyethyl}-8-
hydroxyquinolin-2(1H)-one monomaleate

et

JYVavrvro=vh:

0
L ey
. 0O N—CH, Br
d OH (\:[13

A A Ta—)b

B UG TR

-T - ”. o .
R i Ao, i
= W L

A 7e -1 TV h 7)) avn=ubB{the3ug (V) ave=y st
T50pg) MO v EhTa— L~ A 143 ug (A v FhTr—LE LT
110 pg)

12 PEPHZEME MR B (MRS %, IAUE) %l BAZEMREEIZ 5D < FHER D
TR (R PRFMEAMER AT U B OV R RE PR By A O OF B 23 2 B2
RGE)

<GHRE NI FC B A EoiEE >
AFNTIEMEEAZEMER B OER O MEHICHAWD Z &, AANTIEM:EAZEVE R
BB A22MUNEEAZ B E U TR T 5 3ATid vy,

L - HZ WE, ERAZIZ IR 7' () ate=0AhE LTS0ug KOS X 0T
2—/L&E LT 110pg) & 1 B 1 EARFIGEHOW AHZGREZ AW TRAT S,
<HEROHEICEET DM LoEE >
1. AENIRARS 7B THY, LTAFFHORAMHGE (7 —X~F—
®) FHWTHAL, NIRLZAWZ &, ( TEA LB omEsmR)

2. ARFNX1HE 1A, —EORBHICRATLZ &, WMATEX oA,
FREZRBR D BN 1 Ay 2R ATHZ &, 7272 L L H L RIZ B2 TRAL
A AN

3. BEFICHL, RAIOMBEE ORI X0 AR, M5 IR O B 22 BIVER 5%
B 5EMREN S L2 L ABMRSYE, 1A 1RZBLTCHRS LAV TR
BH 25D ZE (RAIORE IRRERITES 24 FEf i 5 DT, T DR
WEROE 52 17hnZ k)

Y5 1. PAZEMARBANEORE (i) AAEAICL Y, IRES EH UERZ B+

BTN DD, |
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RIZARIER SIS L D PERIEE D S 2 8 (= ) AEMIC XY, RAZFHFE
ToHEIBTNRDH D, ]
AFN D B35 Ui BUE DBEEE D & % 3%

i EoE

(1)
@
3
@
5)
®)
™)
()
@

€)

(4)

)

(6)
(7)
(8)

3

A F T a— VL EICEEEE T 7 12— 25 P450 3A4 (CYP3A4) TRET SN,
F-PHIER (Pgp) OIETHD Z L0n, ARIOKYEIREIL CYP3A4 X Pgp
FHETHIHEACLVEEEZITHEEZOND,

PEREE (PEFRICERETDHZ &)

HERE ROBEICIKERICERETSD L)

BRI RE TUEE O FB S [ FLIR AR RE TUEIE DR 2 B L S 2 BE N H
%o ]

D REE GEERE R, 2PEOMREZE, REIR, SIES) Ob 5 HE [
AR ERIC L vIER 2B S 2 BEAR S S, | ( [EEAQREARY
HE] OEBR)

OARA, DS, BISMUHEOBRE T2 & OB RO & 5 B (R4,
DEAE), BISMUER I UIEALT 2803 H 5, ]

BERFORE [BHED B MA 2 & 595 L, mFHES EFT28%0
Nbo, MEEEZE=XY) 7T 57pEEICERSTHIZ L, ]
TANAEDRRIERBOH 5 BE EROEREZELLSEDIBENLNH
%o ]

HEOBMERED S D HBE HERRERAJEEE (eGFR) 73

30 mL/min/1.73 m* Rifi O HRE) IBT 2 LB L 5 KRB RE0BE [V
Jave=v AomPEENRESR L, BERARERINDIEBENEH D, ]
( TEEAREANEE] , [FEpEE] omsR)

AN IRIER D H 2 BH [HJEREENRETLIB8Z1AH 5, ]

HELRERAHEER

AFNTEE S B EZ BB & L3RI Tl e W= o, K8 3 BEIREO H
BNZIIEA LenwZ &, 72k, &RE W E 2 G 0F U7z 180 PHIE M R R B
AR Z AT 2561013, &S mEOEHN 51T b X oEET 5
Z &,

W ANFEDA, FWHIOWAIZ L) KEERBFR S NEMEEITEBEN
BHbH, [EZRENRRBO ONT-HEIE, BEbICES 2k L, @y @
BITHZ b,
HEOBHEREREEOH 5 B TENT 2 LE LT 5 KB R0 BE T
L CAKIZ G T 250120%, 1BIE Lot & GRMELZBIE L CEEICH
HL, REHORBLUCEET S Z L, ( MEERE) , [Ep#E] omns
i)

AFNOEERFZ, ABNDBBIZALRWE Y ICEFICEEES 5252 L, £,
FERRL D o1 B OV By BRI AL 5 JREEHER & & HICHRTE, IROARPUE, TR, &
WD D WA RS BB L7256, AP A RN OB D FTHEME A
HD, TNHDIERNFEHR L72HAI1I20E, A RAESCHCEFREBE 2221
HENICHREICEEES 2D L,

ARHN O AR RIPLAE R I & 0 IRsALE M, 1E EFZEo.0nERERI S
PNEBENDBHDOT, REPBDOONIHGEIE, HEEFIETE70 L
WY 7B AT Z &,

W 2 T 725 E, RER, BAlCL Mg bR REZTRBENDLH D
DT, HHAMBEEIZRLVWE Y ERETDHI L,

AAEN O RRERERMEITa Y VA, RReBIVERNE B A X 2 b %
GURAAIEFRFICER Lenz &, ( TZofoERE] oEER)
AHNFAMEREOREL B E LT O T, 18MEFAZEMEME RIS < ER
FRESEDIOITNE, AR EMkE L CRETAIXRERS D, 72721, Hik-
AEEBYELIMEHALTHLENED LN WEGEEITIE, AAIDS Y TlE
RNWEEBEXLNDLDOT, BREEGEZWGEETHIETHZ &,

HEER
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A4 5 g R E LR - RS E 1k WPy - fERRIK 1
CYP3A4 %#[HET I | A v X HTa—/LOMHEERE | CYP3A4 OIEM % HES
Zall BDERTIBENARDD, = | D2 ECED, AV FAT

Y RawA %

V2w Ao ks

n— /L ORFEDBEE S,

& A EhTa—1Lo MHEEN EHT 5 L%
Coax XOVAUC BENZEN L2 | 2BND,

B} N 1.4~1.6 fEIC EH L=

EOWENRD D,

PHEAZMETLHE | AT a—/LOMPEE | PHEEAOEEEZEETS

# NEFTIBENNRD D, N | ZEIZEY, A FhT

NF NIV FRINEDOHHEEEIZE Y | — L OPEIEEE X, M
AVENTE=ND Cpge LY | FIREN ERT 252
AUCDHZENZEN1S5ELEN14 | bhvd,
~20 I LR LT & o#RiE
n"hHs,

U ke AV EHTa—)LD AUC 75 | CYP3A4 e (NP HEE H DiE
ERFTaBEARHD, U | EMEHETSZLICLD,
FENEDHAFRGIZEIVA | A & HT a— L ORH
YEDT =D AUC 23 1.6 | KOHERASAESIND &
~18fFIZ EH Lz & s EZzbhb,

N5,

QTHMIREEAK -7 | QT MRALEE ZILEEAR | WIhd QT HRAIER &

TEDHMENTWAE | BRSO Y A7 NIRRT A | A AR H B,

Al ENRH D,

MAO BHEH,

ZRRPLD A%

AR AR A A AVE AT a—)LOERNE | AR RARA] & OO
WITDHBENRDH D, ic&v, 7 R o fEE

PRI AN K 5 Af
HEMEDR S D,

Y F kR AV T AMEIC XD LE | SV FroaEmET R

AT A A HG (REIR) 2ERZTBZE | VU o EE MR R

Fi R Al NRHBD, MiEH Y 7h | 2EKEEE7-0, LGS

PATHA RRFR | EICEET2Z &, U U AMEDOAK T 23 58S

A, HAHEMEDR B B,

BT VA RREL ATFuA REKRRZNL

FRAl, OFIRANIIRME TDOH

J— 7 FIFRF U v AYEIEEER 23 5

H7, MiFEHR Y 7 LMED
KR 238509 % ATREME DS
5,

B WAl (RUIRANZ &
ir)

A U FZ AT a— ) OVER MR
B\ OBENDD D, XUk

P BTN E L, 7.

EETH &,

B WAl & OPEHIZ L D,
A E T a—)LOVEH

4. BHER

18P ZEM IR B A 55 & U CAAKZ 26 ARG U 7= E RS [E 5 111 A0 B R 3 5R
WZBWT, 47461 (HARN 42 BlETe) 2761 (5.7%) [CEWERAZZEO Hh, £
REIWERNZ, Bk 12 1 (2.5%) & Tho7-. HARABE TIT 42 Fild 7 4] (16.7%)

WCRITER 2N 0 b vz,

TEPEPHZEME MR B 2 et R & L TAR % 52 Bk L ERR IR GH BRI )
T, 119 Bt 24 B (20.2%) (CRIEMAGED B, T2REIEAIE, DA 3 6
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(1)

2

(2.5%) HTholz, (KBKE TOESE)

(1) FERAEIEH

1) \EEARMFELY U AMEOKT GEERHATY) ) @B i%ANC L 0 EE 2 MmE
BV AMEOIKTRHESINTWD, T2, BAMANC L 21iE DV 7 AME
OIETERIE, Vo F ok, 27aA RRIEROFIRE (VA 7HA R
FRANRA, A T YA RRERFRA], L—T7FRAD OPFHIC X0 85
BZENBAIOTEETAHIE, B, KBBMIEICL Y MEDY U AMED
BTFOLY XALNZRIFTEENERINDZ ERHD, 20 L5 RGEICIE
MiGH Y U LMEEE=F—FT DI ENEE L,

2) LEME) GEEARHEY)  LDEMEINEET L ENHDDOT, BRENR
HONTEGEICFEEEPIEL, @YURLAEEZITHI 2L, (MEEES) ©
HZ )

2) Z=ooRIEA

AR 1%L E 1%

JEYE SAFBRSE, S, ERGE Y DR I I e

Bl e
TR R O A i i UHE, W IR 9P — —
T ARHRSE — —
FhiR b SRR, SEIKTE, | BEE —
BHE

IR R — —

AR R — B, e R

I

I s S, SR, Bl | — WK - R,
mE s S, K [ e sER - AR
SO AR TR

H Mk MR, gL, | PR M2
i ol

W2 & NE, ZERE, | — R
Z 5 FEE

i ¥ R b AP, M EASTE, | — IR
VUM, FEEN

BB R OV I B o i It PH 2E — PR PA

Al eIy, MEINE, M| FEEL AW P e
AT, Mg

E1) AFNCBOTHETORRBD SNEZEWER UZZ ) atu=un, L X HTa—

2 ZoX5 a3k ehIE L, EWYRLEEZTT) Z L,

AFNIDOEFARRERIZ BN T, IR OFBRIT T 7 £ R TRAIR 58T
F<, EEpIZed & L BICRBEENE L RDHEMBBO b, TRENOREL
L, 65 WA TIXT 7 AR 0%, AAIRE1.1%, 65 mlh k75 ki ClL7 7
T AREE 0.7%, ARHIEE2.1%, 75 Ll LTI 7 7 B REE 2.8%, AHFIEE 3.5%ThH-o

JVHEITORZED GBI ISE AR & LT,

FnE ~DORE

TR, ER, BILRS~0fE

A XAFEEHR LTV 2 AIREME D & 2 i NI IXTE R OB N etz -
B2 EHBSNDEEICORELET D2, REFTO®REIZET 2722
IIHENL L TR, A X BT a— L OEMERR (79F) TEKELREDH
RN 2 AT RE SN TS, £72, ZVabvn=7 A K0S
UEATa—VOBYER THERRENARE SN TWS (FYavtr=y
A:iwUR, UYVX, X, fFTu—L: Ty, ]

A OIg NIZIFBE LOFRREDEBMEE BB D LS 551C0
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B ETHZ L, [V avaemu b kO, 2T a— OBy ER (5
v N THHHTICBT T2 EBME SN TW5D, ]

7. NRE~OEE
RHAERE, AR, S, $hIET/NRIS 9 5 2 aMEidmer L CuZaun (i
JAREBR DI 720N

8. BERSE

g, ek Bra U AR OB R OER (DN, B, BERNEES) K
O B BPHAN DOHBE 2 ROE I & B ek (R, IRk, Bhi, B0, B, TEek
AR, LSRR, REHET > M= 2, KB U ¥ A fE R O IEES) 28 b
LbbhdBENNH D,

1EVEPAZEME IR BB FE IAK 2 14 ARG LT2RBRICB W T, 7Y abtn=y
5100 pg/ A F 17— 300 pg BE (N=51) , 77U at =0 100pgA 4
717\ —/L 600 ug #f (N=49) T.OEMEHISMUMEAHMN L2, £72, FERHErEL
FEHIN 4B TED b, KT 4RI MO bk,

WU SRRERE, XHEFRIEZAITS 2 &, £z, ERPEERGEITIIABRESIE D
T & BHIBRIEMIC L D D EER 9 D IR R & L TR B aETAl 2 &
DN, [ESIEREFHET DAREMERD D720, RS> U+ ERT
5T &,

9. EAEOER

ARENILTHEHOBARGRE (7 ) —A~T7=") ZHNTERAL, NRLZRWN
T &, BEEMEERT, BHICELWEAGEE IR AT 28, £, Bk
WREDBEDFED DR WGEEITIE, AANZRAETITHAR L TR0 )RS
528, ([HFWEDOEE] 0HESHR)

10. ZOMOEE
AFNEERERERAMER ) VAl (A 7T brbE UL, A% o vra%g) o
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1. HEE - R DERTERM

(%haE - 2HR]  (HEERE)

COPD (12 PAZEMEMZ & « 18V Sk, IXE) o0 50E PAZEMERRE IZ LS < FEIER O fEfiE
<ZhEE « ZRICEE T DM EoEE >

AFNTIBMELAZEMENZ R (COPD : B MAUE Sk, M) OMEFFRIEICHWD 2 &, KA
BPEER OB A B & LKA TIE e,

1.1 X TEARHL

COPD (BMEPAZEMEMEEER) ST 6T A4 ey A+t e X7 a— G H S ng 5Sug (A
DA &R+ AT, F—0ORBRT Y1 > TEME L7z 2 >0 KEHE, EEEFR, “EER,
FH (FA by AHEAIROA e 7 e —VEAD , 5 I AAEREE G GUBR 1237.5
KN 1237.6) OFERTH D,

Fro, FERLEMEOFMZ, b 2 MBROMRITMZ, FEEOT A THEIME L AARAN
COPD BF Zxt5 & L7-ENE N M EM& R GUR 1237.22) OFERIZESHNTW 5,

1.1.1 AW DORRRKHERBE

Bk 1237.5 TN 1237.6 TiX, FilSEEDHREE TdH 5 FEV, AUCos3 XN k7 7 FEV, DOIRFRIER 5-
24 WDOR—RAF A )b OB EEFANEORIFFEEFHIEE & L,

F7o, Wk 12375 LN 1237.6 OOFET —# TiX, %3 ORIEEFHEE & L TAERO-E O
BECd % St. George Respiratory Questionnaire (SGRQ) D% 5. 24 1l TOH A =27 A3l L 7=,
ZHG AR EERHMEIE B 1L, RBRAERTORGE (&FEM) & BARATO—EM (RN
£H) MR LT,

£, EERRRGHMEER & LT, MRRECREDOIEE TH D TDIHRA 2T %, BTN
THH & LT COPD O E A it L7,

1.1.1.1 FEV1 AUCq.3,

BREMOEE 24 3 TO FEV, AUCs, DX—RZ T A L inhDELEILX, FA4 e v A Sg
HAR G- KO v 27 m—)L 5 ug HAlRG & LT, AFICREFFIIICAREICRE o7 (&
L1111 ) o BARANEHERTH, 2FREFORER L O—EENTD iz,

£11.1.1:1 %5 248 (Day 169) T® FEV; AUCoshn EILE [L] OFBTHEDIRSH#

FILLE: (3B 1237.5 R 1237.6, FAS)

1237.5 1237.6
Treatment difference Treatment difference

Adjusted mean Adjusted
Comparison (SE) p-value (95% CI) mean (SE) p-value (95% CI)
AR
T+0 5/5-0lo 5 0.123 (0.012)  <.0001 (0.100, 0.146) | 0.132 (0.013) <.0001  (0.108, 0.157)
T+0 5/5—-Tio 5 0.117 (0.012)  <.0001 (0.094, 0.140) | 0.103 (0.012) <.0001 (0.078,0.127)
H A ANSER®?




Nippon Boehringer Ingelheim Co., Ltd. Page 4
1.8 HfILE (B FEFrubtvsa+FuFrFao—nL
Proprietary confidential information © 2015 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

T+0 5/5-0lo 5 0.155 (0.034) (0.087, 0.222) | 0.143 (0.034)
T+0 5/5 — Tio 5 0.184 (0.037) (0.112, 0.256) | 0.078 (0.037)

(0.076,0.211)
(0.006, 0.150)

E 1) RX—RF A MESE) : 1237.5:1.158 (0.010), 1237.6: 1.150 (0.010)

E2) RX—RF A ME(SE) : 1237.5:1.086 (0.031), 1237.6: 1.154 (0.033)

T+O 5/5:F A4 rur v A+dn X T a—LEEH] 5ug/ 5Spg, OloSAnrZTu—/5ug, Tios5:FA4A bt ASg
S|t : CTD25 #£44.14.1:1, #4414.1:2

1.1.1.2 k> 7 FEV,

BRER OG- 24 HTO N7 7 FEV, DRX—A T A Vb O b &L, ARFITEEO A
Peh & I U CREFHEMICABICR&E o Te (F 11120 1) . BARAIOERATY, 2FEMO
FEREO—BWERED b,

£1112:1 %5 2458 (Day170) TD 5 7 FEV, Z{tE [L] OABEHEDIRE B
tbEk (FBR 1237.5 R U 1237.6, FAS)
1237.5 1237.6
Treatment difference Treatment difference
Adjusted mean Adjusted mean
Comparison (SE) p-value (95% CI) (SE) p-value (95% CI)
AR
T+0O 5/5-0lo 5 0.082 (0.012) <.0001  (0.059,0.106) | 0.088(0.013)  <.0001 (0.063,0.113)
T+0 5/5—-Tio 5 0.071 (0.012) <.0001  (0.047,0.094) | 0.050(0.013)  0.0001 (0.024, 0.075)
HAASER™?
T+O 5/5-0lo 5 0.134 (0.032) (0.072,0.196) | 0.124 (0.034) (0.056, 0.192)
T+0 5/5—-Tio 5 0.152 (0.034) (0.085,0.218) | 0.059 (0.037) (-0.014, 0.131)

E 1) RX—RF A MESE) : 1237.5:1.161 (0.010), 1237.6: 1.150 (0.010)

E2) X—RF A ME(SE) : 1237.5:1.086 (0.031), 1237.6: 1.154 (0.033)

T+O 5/5:F A4 ru v A+du X T a—LEEH] 5 ug/ 5Spg, OloSAnrZTu—/5ug, Tios5:FA4A a7 ASug
S|t : CTD25 #£44.14.1:1, #4414.1:2

1.1.13 SGRQ #AX27
EREM O 24 1 TO SGRQ A 2 71, FHAMT & LT, AAITHREAZIICAHER
gE () Mo bnle (11130 1) o ARANBOEHTY, SEEMORRE O—EMER

PO b,
£1113:1 %5 24 BTO SGRQ MR T DG RMLLLE (BB 1237.5 R 1237.6 #f

&, FAS)
Treatment difference

IR [ESN AT

Adjusted Mean p-value (95% CI) Adjusted Mean (95% CI)
Comparison (SE) (SE)
T+O 5/5-0lo 5 -1.693 (0.553) 0.0022 (-2.778, -0.608) -3.331 (1.529) (-6.334, -0.328)
T+O 5/5-Tio 5 -1.233 (0.551) 0.0252 (-2.313, -0.153) -3.604 (1.582) (-6.712, -0.497)

7£ 1) Common baseline mean (SE) : 43.512 (0.259)

7£2) Common baseline mean (SE) : 33.713 (0.793)

T+O 5/5:FF b v’y r+du T o—LEAFH 5 ug/5pg, Olo5s:A 4T m—/L5ug, Tio5:FA4 b A 5pg
SIHIE : CTD2.5 #44.15.1: 1, £441.5.1:2
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1114  MEREEE (TDI#X37)

FRBR 1237.5 K1Y 1237.6 DffFGT—42 T, MR EEAFHT3 2 TDI (Transitional Dyspnea Index)
AT TR=RF A N DELEREF LT,

F 524D TDI e A a7 1%, AANX 198, FA4A T A Spgid 1.63, Au&sa—IL 5ug
1£1.56 TH Y, FHANIASTAAITEE TH 72, KileAn LT —L5ug Zbig Lz & &
OFEGREMOZET 0420 (p=0.0019) , FFAF b T A Sug & OBELHREROZIT 0356 THh-
7= (p=0.0082) .

1.1.1.5 COPD MigE

Bk 1237.5 XN 1237.6 DFfFET —# T, D7e< &b 1 BIOHFREE XX E D COPD HEA 4 5
NI BEOEIGL, RAIT27.7%, AnXTa—/L 5ug T31.9%, T4 +r v A S5ug T 28.8%
ThHoT,

AHFxtA 7 Z2 T 7 —/b 5 pug O~ — Rt (Hazard ratio) HR=0.81 (p=0.0091)

AHFIRFA v e e A 5ug O — Rk (Hazard ratio) HR=0.93 (p=0.3857)

B - FTOPEE LG COPD HEOEFBLIRIL, AFIT0471, ArFTmr—/15ug T
0.564, FA FE 7L 5ug TO0509 Thoiz,

AfxtA v X T a—n 5ug DY A7 (Rate ratio) RR=0.83 (p=0.0332)

AAFIxtTFA BT A 5ug Y A7 (Rate ratio) RR=0.92 (p=0.3631)

1116  REIOFEM

Bk 1237.5, 1237.6 K OENEHE G538k GRBk 1237.22) OfFET —% T, AARNERTOE
5 52 M OF A BET LT,

52 WIZHT72 53T~ TORPEA T, FEV, AUCoa Z1bEM TN 7 FEV, Z b &I, AANTH
HFR G L i L T B L TRE o7,

1.1.2 T2 M OERRAERAE

52 FAEBE G- O T ARGATEER bhiakB GRBR 1237.5 KOV 1237.6) C, FPEEE~HbH TEED
KURPAZEZ A9 % COPD #4# (GOLD Stage I~1V) (2, AANE 1029 44, A mr&Tw—/L5ug (%
1038 4, FA MY YA SuglI 1033 £ICE Sz, AHFEFLPEO LN BERI, &5
BECRIEE CTH 72 (KA 74.0%, Au X T a—)151g:76.6%, T4 T A 5ug:73.3%) ,
AEEZORZEIT, BE~TEEThHoT, SEOHEELOBBREGIIHEGHCHREET
bHol-, bE AONT-AEFS GLAGE) [TEMEPAEEMZERTHY, BEEAIL, Frx
Tu—/L 5ug (35.6%, 370 &) ROFA hat v A Sug (32.9%, 340 4) L0, AHl (32.3%,
33244) TARD ol
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52 M- O I A TREM el (GRBR 1237.5, 1237.6 %11 1237.22) @ AARANBEEM
T, AEFELPRBD ONIZEBFHEOEIGL, SREGHTHREE Ch-7e (KA : 82.5%, A nx7n
—/L5ug:832%, FAMRET AL Sug:82.9%) . ABFEFRORELHEIL, BE~TEETHoT,

o5 T ARRRBR D 2R GREBR 1237.5 J T8 1237.6) & HARNBEHEMN GRER 1237.5, 1237.6 &
O 1237.22) OHELTIE, AAFEGIC L2 AEFLEEROFKBUL, BARNBEEMR (81.7%) T
REER (74.4%) L0ROR@mMo7eh, BEFERESWEFEFRONEITHLLL T\,

KA WA E LT & & ORMZREROAEMIIRE Ch o7, AAlD, FEFS, HER
AEFZROFCORBEA T, SHEALLGRERBRETHY, REEGRICHEEFSOEML
R BN 0T, WMEIZEN L7277 B RN RRBIERESBICT 5 &, AFOEERE 11 M
A GABR 12375 L1 1237.6) THONTAEFZORBEIGIL, WEICFE UFREN THEMmE L
RO T 7B RFETORBAEG LFRBETHY, AFFRT a7 7 AL LA TH o7,

1.1.3 e - HRDERTERWO KGR

AFNZ, FE—ORBRTHA o TEM L 2 SOKREML, EFEILE, “HEH, FEESRE I
FERRGERRER (GRBR 1237.5 KUY 1237.6) IZBWT, FHANZL~RTFEV, AUCo3, O k7 7 FEV,
AT FHIICABICIER T S ®72, BARANESEH TORO—E IR S,

AEITHONTEEEFZT 07 7 AL, SHAKGREFRETHY, AFOKGRIZES
FROWEMIZBO behole, ARNBEEATOREEFZ w7 7 AT, RIKLFEKRTH
D TCO

LLEDRERM S, REIOZEE - 2h5k% [COPD (IBMEPAZEM: MR « 1BMA/E 3k, MiXE) o
OB PAZEMERE I IS  GRIER OFEfR ) L RE LTz,

72, ZhEE - BhFRIC TCOPD) #{FFL L2 EEH TR DY T 5, COPD IXHRE « KEIEYED
SMHIRITRIZ K D Bl D18 PER) 70 JE & FEANNHE & T~ DR ERIE R C, HARADIECIRKDE 9 (7l
2o TS (2010 4E) , LacL, 40 %Ll Ed COPD DA FRRIL, BEH 530 HA (2000 4£) &
HEINTWDHHOD, 2008 FEFRAIC L D EIEREFEITN 17 77 3 FAICRET, KK
DBEBENPRBWSUIRIBIRORM EEZ N TWDS, ZTORKOERE LTIE, HLVKEERLT
HDHZEND, ERICHSRMEN TN ERXZBH D, TD=d, COPD LW HEEBDERD
RHFREZZHRICEDDIVLENDH D EEDN TS (EEAA 21 52 %] OHEICET2EE
B o BUROBIZFRIZDT D 25% (2011 4F) TH DA, HEFEHA 21 TIX 10 £ (2022 4£F) 12
80%F T ESHLZ LA AL LTS, BLEnD, REIORMCETSH, [COPDJ ORI
] L= MEMEEAZEMERIR B (2% T [COPD) ZZhHE « ZhRIchty~&E B2, (F
FHIRE)

INOICHET 2 AREEOMBICESE, KAl - hREZLU T LB & LT,

[%hee - 2R
1EVERAZEMERE B (IBMERE 2%, IAIE) OROEBAZEMEREE 265 < BIER OFEME  (FR
TEHIPERAS L= U S F R O REFRVERITER A B, FITHAI O O A L EE 22 6




Nippon Boehringer Ingelheim Co., Ltd. Page 7

1.8 HfILE (B FEFrubtvsa+FuFTFao—nL
Proprietary confidential information © 2015 Boehringer Ingelheim International GmbH or one or more of its affiliated companies
1.2 e - HRICEHET HERALOEE

AARDITA KT A > TCOPD (IBVEPHZEMEMIRER) W L IRIRD T O DT A RT7 4 V4 i (A
AR ZRTF2S) | CIERFERWER MRS SHLRIRITZEMNEH S 234/ & L TEST b
TW5, AFNTERERERE SRR CH Y, BERO SV H T 2 3845 Ciden
ZEMnn, [ARAFIX COPD (BHER/ER, MK OMFFRIEICHWD Z &, RENZAMIER
O A BRY L LIZIRAITIX 2RV, | ZRE LT,
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2. A% - REDRTEIRR
[k - HE]

WE, A IE2WA (FA ey AL LTSug KOG e re—1LEeLTs5ug) %1
H 1 ERAEST 5,

<HE - HEIZEET 268 H Lods >

AFNELT A 1E, TEXL7ZTR CRHEFICRAT D Z &, BETKL, RAIOEEOMEFIZ
DK%W,b@t%@é%&@%%ﬁ%ﬁ#éﬁﬁﬁ#&é_k%ﬁ%éﬁ,151@%%11
FH LW S HEEZEx 52 &, ((THELRERNEER) , WEERS5] 0HEZR)

2.1 R ERHL
HESNTWOIRS Th LA 2T u— VHEAIOHE - HERER T A o'y A+t 2T
a—/VELEFI O ML « HEREIZ OV TIERD,

2.1.1 o4 70— )LEXIOREXRTERL

F a7 a— VEEIOWS TORKRHE T, W/ cIE L= 1 MAHEZREHER GRUBR
1222.5) (2 THEET L7z, F£72, BHAITORRMEORGILFE —BRT 1 o THEM L= 2 DOMfEsh
BIULARER, 21> b GRBR 1222.11 KOV 122212, WONZFEBR 1222.13 KON 1222.14) TREM L

IRHESER &2 e LT,

AN CORGRHESE I BIX, #Esh 90 L7-55 T A B Eili GRBR 1222.5) &, FfEOR
BT YA CHARAN COPD & A4 & L-ENE I A ER R Uk 1222.22) TR
57V VT AT TUICESERE L, RPRGROREBEHEOMmIL, A7V vy
TR TORERI D, WA CTIHE L 725 T ARRER 4 SHBROFER 2 IME LTz,

HEshC I L7 5 AR B el B GRABR 1222.5) TiX, A0 &7 o — L 2H&EE 2 ug, 5 g,
10 ug XN 20 pg) C, EEFMEEHEH THLHEH 4 TD NT 7 FEV, DRX—RA T A b DAL
BN T TR L CHEBEICYGE L, HERIGHERA LN, Aa X7 a— 2 pg ITHERIG
AR DB DB IALE L, 10 pg KON 20 ug OERIXFEIFEE T, 10 ug THELIGHBR 7 Z K
—ICET D Z EPRB S N,

AERTERBOT v ) vV 7B CTh 72, HAN COPD BE Z 45 L L= EWNE I A&
RERB GRBR 122222) T, AnXTo—L2HER Qg Spg KO 10pg) T, TR
HHTHLHG4HTDO NT 7FEV,ORX—RA T4 U b OELETT 78RR L THEIZHK
L7, AHEKSEBRAEO I, Au X7 a—/ 2 pg BNHERGIBRO B AR ALET D
CHEESNTZ, ATV v DU TEBROFERNG, EMEGROA 0 X T o — VEAIE G O %
Mo C I U 72 25 1L AHRRBRAE S A3 SN AT RE & I S 47z,

WESN T U7~ & IIAEE 5 5308 (BRABR 1222.11 KOV 1222.12, i N3 BR 1222.13 % 11 1222.14)
TiEAu X 7ra— 2 fJ&E, 5pg KO 10 pg OEWF&RGREOGIMEEZ TN L2, W ok
T% FEV, AUCy3, XN T 7 FEV|, DRX—R T A NG OB V&% FRIRFEZIMRHMEER & L, &




Nippon Boehringer Ingelheim Co., Ltd. Page 9
1.8 HfILE (B FEFrubtvsa+FuFTFao—nL

Proprietary confidential information © 2015 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

B 1222.11 MO8 122212 Tidf& 5 12 88, 3B 1222.13 KOV 1222.14 Ti, #5 24 BEHMEOE
TRl & L7, &5lBR T FEV, AUCo3, XN N7 7 FEV, O k& GRBR 1222.12 ZBr<) TAR
AT a—/v 5ug, 10 pg D7 7 BRI T BB REE S 4, 3R 1222.12 © 7 7 FEV, Tl
FuaXra—/NSug 10ug TF 7RI DBUEMICKRE 2UGER A b, AaXTe—/L 5g
10 ug DRNRIFFEEETH o722 2 n, Au X T o — L OBEKHERHRIT S ug &iEwRAT 5
770

Fuadra—LroE5EHIE, b7 7 FEV, (5% 24 Ref% OMfitgRER AR R) C—B L
WREDUGEN A DI, A r AT — VEARGLF A brEy ARKKIC T B 1 EEERIFFS
ND, 728, 24 FEFMEREORE R GRER 122224, 122225, 1222.39 K& TN 1222.40) dFONC 1 H 1
B G- & 2 [\l 5% b U7- 580 GRBR 1222.26) OFERD D ARSI FF ST,

2.1.2 FA rOED L+A DS TO—)LESEIORAERTERIL

AR O N AR CIE, 74 hr vy AHAOWA K AR TORBHEL AL T 1 —/L
HAOBRKRHEREA B4 A L AH (FA ey A Sug KA a7 a—/L 5 ug OfdEAl)
e 45 HAKI & PEBRRAIE L 72,

FuaXxTra— L, T LEE TR R G, 5ug RSz,

—Ji, FA M ULL, BEEHROKE M HEBRE Y 1 7 7 AR T, 4 ety AL R
v~ b 5uglE FDA OEREAT T, BIMTRD N, FAPIET A5 ug RO2.5 ng % 7
BEE L THETEARRR GUR 205452, TioSpir & UFRER 205.458) % i L T iz, ZHHERD
Fha L WATL T, BAAIDORIE T 077 L%xMigLclcd, FA MR ET A Spg I2MZ, 2.5ug
ZEs, BMAEOEAHR (F4 kb r A 25ug KA Z T a—/L5ug OFEA]D) 1220 T
[FERICHLEREE 21TV, SRS HESE I B2 RIS 5 720 DIFHR & LT,

2.1.2.1 FAROEDLEGRALEZEZOADS TA—IILOREREERVESHIDOSE I
R TORA=EIR
HEEEEDN D S EE ORI PAZE A B3 % COPD BE 2 X512, 4 WM B IATHER et GUR
1237.4) TRkl L7z, 3R 12374 TIX, FA e U LA Spg &G FTOA R ZT 12—/ (2 g, 5 pg,
10 pg) OHEG BLAAlE LTHRE) 1, An &7 a— VHEARG O TORENEG & FRET,
Fu 27 w—/ 2 ng ITHERICHBR OB AR Th o7,

BIAY o A4 ——ilBr GRBR 1237.9) TiE, 4 b v+t o To—LEEAlO 2
OOPEHHEES ng/ 5ng, Spg/ 2ng MTHZWE (FEV) IZEITRD N7, L L7enG,
fhoF a7 —VHELZGUORAAIRGHITR, FF4 he ey AHEFREGRE IR
ST Z e, HERIGDENS OFEROBRIZNETH D 5 2T,

WIE (222 18) CRTERER 1237.18 (Fr X T a—/1L 5ug RN 10 pg 2 810) OfERHEEE 2,
Fu T u— VEATORERGERIL, F4 by AE20H LEEEIEZIT 20 ERAIC
HIWr L7z, BEEAAIOE AR COHERINTIE, KT LWt a X 7o — LHAORHKRE
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9 FHEER GRBR 122211 OV 122212 W ONT 1222.13 TN 1222.14) o, A a X5 a—)L';5 nug
EE LT,

2122 AOFTO—LEHALEZEEDFA FOEDVLORAERIGERUVEESFIDE I
HERER TOREER

BN EEOKIEAZEE AT 25 COPD BHFZXIGIT, 4 BEGAREMMN 7 v 24— —
bR (GRBR 1237.18) TaFAfi L7z, Bk 1237.18 TiX, A v &7 o —/L 5ug XX 10 ug PEHES T
TO, FAMrEY LA (125pg, 25ug, Spg) OHEMIGTIE, Wihodn&Zre— b
Th, T4 MrEYLAORHEIKIT LI BB 72 S RE O SEN A b LT,

FA YA 125 n0g OVEFITETTL, WEOFF Fu A 5 g ORI O
TR ThoTeTFF br BT A 25 ug & 5T REUREFARERE R 2B £ 2 THELZ BT 5 HIT,
Bl G A O TR COF A b e B0 AORE &I 2.5 pg MOV 5 pg 2R L7,

2.1.2.3 FINBABRTOREDLLE

FIHFHRBRTIITA he ey s+t e X Te— Ui aA 2 A&, Suy Spug LN 25ug Sug %
ITNENDORS ThHA X T a— ) VHEAIR T A ha By LA E g LT,

FA ba By h+d o X T a— VELEFIOF T AR E RS ERER GRER 1237.5 &Y 1237.6) Tid,
fifitaE O FEFHIEE H (FEV, AUCo3, DZ{LE, N7 7 FEV, OZE{LE) 225\ T, ¥4 hrty
LtFd a2 T a—VELEH 5 pg/ S ug 5T, FHARE (e Te—1Sug KOFA ey
L5pg) EHARTHREFFRIICAEREGER A LI, 220 2 BBROJFG T — % TOMEFRE QOL @
FEFHIEE (SGRQ#A=T) Th, HAIRE & A THEFFIICABERIGENR B LT,

FERBCTT A ey A+F v X T u— LELEA 2.5 pg/ 5 ug 1THERE D FEREEEE (FEV,
AUC, D2, ~7 7 FEV, D& L&) T, KA e 7o — L Sug KO TF A4 ey
U A 25 ug) ISR LFEHPIICHE B REEN A LN, 2 REROUFHGT — 2 TO/EERTE QOL
OFEFHHEE (SGRQ # A7) TiE, HARGITX LHEHFRICAERZETRD bizno
77

AR CoFEFHMEE Thd o 72 FEV, AUCo3, XN N7 7 FEV, D21k, WONT 2 3BRD
DFH&7T — 2 COFREFMEEE Th o7 SGRQ AT T, FA MrETA+ARFT B —/L 5 g/
S5puglE25pug/ Spg LT, FELET-BLTEERALNT,

F7o, BARNBOERICENT, FA M E Y A+ v X T o —/L 5ug/5 ug MO8 2.5 ng/ 5 pg O
WTNOMETY, 3 >OLEEFHIEE T, ®FREH L ORRO—BIENRD b,

U LDORRNG, EFREHETAARNSSERAT, FA IR E Y Ad X T o —r 5ug/ 5 g
B2 & TH D Z RS,
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AAENT 1 B 1 EHEEGOHEFTHY, 1 BIOWAT 24 RESE IEEDRENFHFHT 5 2 &b,
(AFNZ 1B 11, TEL7ZTFECRHEFICRATLIZ L, | ERE LT,

WEFRGICLY, AFNOZBAERBIERC L DIERD T2 BTN HD 2 b, TH
Floxt L, ARFOM@E DALY AREAR, MFILFEOREBEZEWERNRIRT 2ERER S 5 2
EERHESE, lH1RZEZ TRELRNWEHIEEEZGAHZE, | ZRELR,
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3. EAEDTEDRERN

3.1 2=

[#E KRoBHFICII®RELRNWZE) ]
(1)  PAZERRARRNEED B
(ENEZ D, JEREEILSE L BEZNDNH 5, ]
()  EIZEIE RS LD HEREED B 5 HBE
[FIZREZHIZLKLKTHZe0n3bH 5, ]
(3) 7 ha v ROEOHEEME H D WIIAFI ORI U CGREUE OBEERED & 5 B3

RERIL

(1) FAIrEYLOHaY AEMAICL VS & LICHEABRKIHRS 220, IBNEZ&ED,
FERAZBALSEL2BENNHHTORE LIz, fia ) VI CHEIC /2 DRARRIL, FZER
IS NDORENETH Y, Bl AR IR BEIT 2V & OREDREEH Y,
AFT 2013 4 6 AICHATE 47z [COPD (1BMEPAZEMEIZRE) WL IRRDTZD DT A K
TAVEAMR CHIOZ ERTHINTND Z EnD, PAEMMARENELE L,

() FTAIrEULOH Y AERIC K DBEREISFA OUUHE & BRI ORIz LY, S HITKR
ZHIZKLK T2 BB D0 E LT,

Q)  FEWFEEO—BRERE LTRE LT,

3.2 BERS

(1)  DAE, LEME), $SMEOBRE, UIZn O OBEROH 5 BE LA, LEE),
HAMAER BT D5 2 L3 b 5, TERZEIEH] OERMR]

() LEREE (EA4E, REER, IEARBIPAZEMOIES) Ob 5 BE SRR ER I
K VIEREBLSHEDIBENDEH D, £z, QTIEERHLDONDLIBENLH 5, ]

3) mEiEoRE MEs ERESE28Zn03H 5, ]

4) BHEINEEDSDLVITTEERKTLTWLIEE (U LT7F=027 07 70 AER
50 mL/min L FOEF) [F4 e vy A TEHEETH v, BHEREIR T B Tl iR E
O EHRH LD, [3EyEGE] OESM]

(5) EBMIRBROLHLEE DEBOIEREZE(LSEIB8ZTNNH 5, ]

6) FERFOBE [FBHED B RMEL#HT5 L, MAHER LA T 282003 & 5, ]

(7)  FURIEHEEETTHERE O B [FUIRIRESRE TUEE OSEIR 2 Bk S 2 BTN H 5. ]

(®) B RDOH 28 HREEVPEET28Th1H 5, ]

RERIL

(1) FF ey 2AOENEBRKREICEWNT, BWERE LTOARE, OEME), IS
HOENTNDZ ENLREE LR,

Q) ArFTa—O B ZREHRRERIC XY, IR, fE EF5 0O mE R ORER XX
QTEENSE R Z SNATREMENRH Y, LIMEEELZ AT HEE TIEEL2ET 720
E LTz,
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MEZFTLEE TITERELET H72ORE LT,

4) FAIrEYLAIBHRMROKER THL Z L0 b, RAIOEKEICBIT DIEEEZBET 572
DIZERE LT,

(5) EREMEBERSDLIEETIE, ArFT =10 By 2B EANIERIC LV EEORER A AL
THBENNHDICORE LT,

6) AuFTa—nLOBZEREREIERICEY, TR TOZ U a—7 et S iy, pE
EDS L5H-3 2 AIaBMED 8 D To DRk E LTz,

(7)) FURBEALE LB ZBEOE BRI Z RS T 5720, FIRIERETTEEERE TILB
SBREINT DYV AT DOREEMENEE S TERY, B SEAWHRIAE 2 K> A HN R
IST DB D D, T DT, HURIREERETHEE R ITAAN E R G425 &, HIRIREEGE
TUEIEDTER Z B S D BENNH D Z ENHRIE LT,

®) FALrEULOH= Y AMAEHIC X DRI OUUHE & PER B Otz L0, PERFES
EHERTOBEND D DHIORIE LT,

3.3 EELGEXRNIE

(1)  AFlX COPD OEMEHED G Z B L LT e\, COPD (IZEE S ERZRESE D7
DITIX, ARAIEME L TG T 0ERS D, 72720, Ak AREBV IELIMEHALT
HRENRO LR WIGEITIE, AFINEY TIXRNWEEZOLNDL DT, BRERG ZHk
s B Sl ol R TN

()  AFNIEE I BIEHEE B E L3RI TIER W= o, S8 3RO BT L
N L, e, RE N E SO LB R BB IR T A5G AT, AF
SN B OGN N ATOND LHEETHZ L,

()  AAIEMORREEIERMEII 2 U 3K, RRFRIVEAME B XX 2 b 2 B i a4 &
FIREZMEA L2 &y AFIO R 5 mRE R ERPER A B, MR % (3 25411,
FVERF ORI NS, APERFIRARIER OO AT 5 L 5 BFICHERE 5252
& [TZoMoEE] OmESHE]

4)  AHOWAL, BIRRLEEUE (MEREZ &) BEATLZERHLOT, BEN
bNHAIE, BEERIEL, WURLEEITH Z L,

(5)  WASEDGE, HHOWAIZ LV KQE SRR THHE SN D AR H D DT, BENRD
bN=HAIE, BEERIEL, WURLEEITH Z L,

(6) AFOTERZ, RADIRICASRNE D ICEFIEEEZLH 2D 2 &, £, MIEOFRIM
L OB IEIZ 5 FRER & & HICIRE, RO, T, WRERd DO ITIR R
LG, 2MAEBARNEOBEO AREERH 5, T b OERSHBL L5512
X, ATRAESCOICEREEZ 22T 0 L) ICBFICHEREE 52D 2 &,

(7)  BREREMET L TW D mnE 1ICk L AR Z 53 258121, 18R Lo &M & et
FEELCHEICELG L, AEFZORBUEET S L, [MEERYS ), [EHE~0&

4
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AH 2 O R EERI MR 2 U A SO TR REEIE M B, R & FIRFICE 35 &, RiIfE
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(5) WAL OKE XA~ ORIz BB L TRE L7,
(6) AAIRERHIAFINRICAD L, FA BT AOH =AY ARRIC X0 2VERAZEMERE A fk

NEEDIERDFELT A AR N B D, LRS- T, #Bo THICANARWE DD HRE~DE
RSNV Z LA TEEME L2, 2o k) RERISG LTy, FHEIC X D HEe)n
IRIENMETCH A0 L L TERE LT,

() AFNIEWHH ITRE SNDEERL 0, BIEENMET LT\ % Ml bk O RIES 2 & 0
LTV 2 mllind 28 L CER MR 4 5 72D ICRIE LT,
(®) AFZMERG LICGE, SRARRIIRERIC K2 RIS 172 E OB KR OIRBO

FRBUE DGR S D Z L HRRE LT,

3.4 tHEEH

FrZTra— VI EIZT VT a U BRE RO O-A F A LR Ens,
PEREE (FRICEET 22 &)

SKH4 55

BERAEAR - BB T 15

B - SR+

QTHMERE 224+ L nmbh
TV HIEA

MAO BHZE A

AR O

QT MMEINMER S UM R EERES
DY AT PEERTDEZENDH S,
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A0 Z T v )b O S EARRE R E
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SRRV IR e TN K= %
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WRME O Y v APEIMRE(E
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dv 2T a— )VOERNEET 5
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I/\éo
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EOENESE5RE (123722 3#E) OLSKRER COREICHE SV THRE LT,
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T 2k, [MEERE) OHESE]

2) AVDR BEERRAY) A LIARKET L ENRHHDOT, RENRD LA
XS AERIEL, EUIRLEEITO 2k,

(3) FAEBARARE (GERY)  PAEMARNELZFER T2 RHL50T, HIKT,
IRE, 5%, ROFTMERDSbhzEAcidkGa2 Pk L, EOARLEEZITY 2 &,

4) TF74FF — BHELRWAD) : 777 4 T — (EHE, METHIE, RN
MIBLTHZ LN HDHOT, B L +01AT, BEDPRD b izGalliixkba2hik L,
HERAE AT S Z &

) FARREDL, ST a—LHEAITOLRRD b FRITEERR L L,
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FA bu vy AOERNEMISCEICESERE LT,

35.2 Z DD E 1A

T DX S BREWEHBENTSGEIE, ERIDS U TEIRLEZTT S Z &,
RIEH D4

l%uj:iil) ]%iﬁiﬁﬁ‘ 1) ﬁﬁﬁ(fﬁﬁﬁ
il T AR B -
% IRt 5,
R RE, SRS, B oy [ T, R
FRAR AR R FEMED F VY, KRR
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R e PR BR ILAE Ji K

TE B e iE, B, LEMEIR, &mE

JilR{E3 IFERERIS S, AmERIED
FEFERRE, K, S, WHERZ,

BANER SIRGESE, WEEEAE, THEED Y | WS, FlEmEgs, S SO
SE, MR RORE, PP R

D no st s leb:}%y ’TQFEIEJ&ER, 7 I/T?::\‘/J:

IR PHRREE, TR 57, HHIERE, RS

5B # R BfiR, B HiE R

— kB GBEE WEUE (&L &)

TE 1) 55 I AR E BRI R RS K CNE N R 5RO THNESUIEN TR & O b5
£2) FAIREYARBARYT B VHATORRBD GNCERFHERY & LT,

RERIL

BEFET —2— b, FA MU AOENETCE, WONS COPD B %15 & L CEE
U7z 52 R 5055 T AR E BRI FRRER (1237.5 &Y 1237.6 #BR) & ONEN E I8 558008 (1237.22
B BGEICE S EBRE LT,

72k, BRSO THEARH) ORIWER® O bEWHEYY, REES, R, WS, 5l
TEPERER, B, WK, RlsPER, KUESOREE, RIGEGEROBHMEIRIZITA heey LA0E
WIAT SCEIZIZENEMH & L TR S AU TV 7220y (PMDA 24 & OFRERICES <) , LL,
INBIETFA I E Y LABEATOLBEO ONICFERTHY, FA MU LORIEHE LTTFA
b E Y ARORAOEEFET —F v — MIEH SN TN D70, RFIOENERACE ()
TIRIER & LCRRE LT,

3.6 BRE~NDRE

—fRIZEEE TIEE 2 V7 7 o AEOABERENMET LTERY, mMPREN RS DBEhn
HHOT, BWEHORIUCIERE T2 L, [ THERERNER) , HEYEE) OHESHR]

BRERAL
FAr Y AOENRMCERICESERIE LI,

3.7 b, iR, RIBFAORS

(1) I SUFEEHR LTV 2 AlREMED & 208 NI, 1R Lo IR a4 RS & &
NOGEAEICOREET 52 L, UERPOZGICET 2 LML L TRy, SH®
Fu X TFr—n (2489 ugkg/H) OHEIRTFX~OWABEIZL Y, TORIZERK, IR
FOLMEORERENREINTND, FA e ETLAROA AT a =L,
Y FER (7> ) TREIBITT2Z2EPRBDLA TN, ]

Q) TAHOIFNIHEET D L E2RET, RSUEETERET 25810, BLEPIEIELZ
Eo [FAMREYLAROYA YT r— LT, BER (7> ) CTHHHITBIT
THZLERRDLNTND, ]

BREARAL
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(1)  fEmExrR e LRI L Ch o3, MiRPOREICET 52X r L Tun
RN EMBRE LR,

Q) BWHHOWANENRE LIZEARBRIIER L TBod, FAMrETARRA YT 01—
IRE FOHASFFICBITT 2NEARATH L0, BER (7> b)) CTHlSEA L LA+
WICBATT 22 ERRE SN TNDZ ENLRE LT,

3.8 INREADKRE

A EIR, #ER, wIR, SR SUI/NRITR B2 M iTmESr LTy, [ HBRER A
72uN]

B ERIL
IHNETIONRE (IKHAKRER, FER, LR, HIEXI/NR) Zxtge s Li-ilBridsE L
TWRNWZ EHER#E LT,

3.9 BERS

Wl K OYEIR « AAlE @A ERES LGS, Hla ) AFEEEOMBE R OYER (R, B, 8k
PRINEESE) W ONT By HICR O M K OYER (O, wdifE, KifmE, #Eik, IR, 9645%,
REE, N, AR, LD, WY, MR, KA YU U AMAE, &IieE, REHET S K- 25 R
BT D R B D,

RN QAL I2FA b E T A 10, 20 X WN40pg 2 1 H 18], 14 HREWAEG Lz L X,
RERFRIZ O W, & OSSR O RS 7 H A, 40 pg BET 7 B B LIRS MERR 53 WA D TH 3 70 I8
IR NSV gV e

faEERk A (AL oA 2T a—L (10, 20, 30, 50ug) ZHAWA#HE L7-L &, 20 ug LL
ECHEKRFOIC QT MIER N A LNz, [ [FEMENRE] OESE]

BN (EAN) ICF A b vy Atd o &7 o — LV ELEH] 5 pg/2 pg, 5 ng/10 pg, & O8N 10 pg/40 pg
B2 1A 1E, 14 ARAWALZL LizE &, Mt LoimE s & (10 pg/40 pg) Tix, B fEEE X
TP ) CEOEKAEMOERIC L DIEREB 2 DN EEES (0, KbEIORE, DN
) NS LN,

) AROEBENTHE - A&, 1REI2EA (FAMREYLALELTSpg KA X TR
—/LELTS5pg #1H1EEGETHD,

RUE - RFIOBG- 2RI L, SKRHRIE, SHERIEZITY 2 b, Fo, JERPEERIGEITIIA
Prstn 2 &, DRIE B KA 2T AL, [E SR AT D ARENRS 57,
MiZHlco IR ICEETDHZ &,

BERAL

AN DIEE > 55 2 51 B IR S OAFI O AT B % 6 B R L 7= BRI TR B
TR EREH L7, R, EEARMICIIHERIEZAT ) 2 & &0, p EMAIZHHT 2545,
SERCEEPLEL R D T EMERE L,
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HDHZEMBRERELT,

3.11 FDMDEE
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AF AR L D REENn B,

PRRER (DFHCEET L)

SR 4 BRI - FE | BRI - fEBRIR
ik
QT MRJEE | QT MENER | Wiiud QT MR
FERITZ SV EMEAR FER &5 AlREMEDS
EBnmbi | BIREDOV A | BD,
TV % 35 N
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SERARPT
5 DHE
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FIRVER 23 | U ARl
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ENHLLID
BENWRH D,
FHoF BA Y vl | TV oFodEkx
B Ao JEIC K B0 | 7 R U AEEE
ATnA R | BESEZEI | RS
7l THEBZNURDH L=, MiGh Y v
FEHY T A D7, MIED | MEOK T 23585
PREEPER IR Uy AEIZE | DAEEERD D,
pall BToHZl, AT aA REIKROZ
S OFPRANT IR AH
BTOH Y T Lk
TEEER DN B 5 7
O, MyEA Y 7 AMHE
DA F 23 #a50 4~ % 7]
HEMERH 5,
B HE K5 FnugFoa— | pilEkE & OFRIC
NOERNE | LV, Au¥ro—
T AEBEN | LVOEARER SN
Do, 0w | DAEENRD D,
BT 2
LA, D
PR B T A
NELEFE LW,
EETDHZ L,
4. BIER

COPD BB & x4 L LT, AAlZ 2 &S L1
51 AR E BRI ) 5RER  OVE N E & 5508k 12
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1070 5 (AAN 120 il 2 ETe) 76 Bl (7.1%) (ZE
ERNRAED BN, EREIVERIZOE 14 #i (1.3%)
VC“BI?)’)%:O (ﬁkmu E?EJEH#)

1 EXRREHER
1) LARZ, LENMSE), ¥ ore EER
), DEME (1%A05), BIAMHE  (1%A05H)
WEBT 2L NHLDT, BENED LN
G EFIE L, @WURNEEITH) L, [ME

BHEE ] OEZR]
2)4V?X(ﬁf7%®)4»ﬁxﬁ%ﬁ#5:

ENHHDOT, BENBOOLNT-HEICITRE %
ik L, @EIRAEEITH L
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%ﬁ%,m%@@,@wﬁ%%)ﬁ%ﬁﬁ
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LYoy et ]

)k,
E) FA MU LA, FuXTo— LERITORE

DONT-FHRITHERHE LT,
2 ZFofmoBEIEA

kG AL L, BEURLEET

DIF O & 5 7 BEANBN S, BRI
U AR E AT S = L
RIVE ] D #E
%D EED | 1%kiGED | E R
iR %0 T
R T T
e ﬁi’ﬁﬁg’ﬁ,&gﬁ
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A RO T
% W, ARIR
i LG |
HALRE, O
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%
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B, IR,
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T,
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. WHEEZe, damE | W
PP éi#%fg,g REXE
FEEE D
5, W

VRRR, W A
i
MR, &R
e R, 7 LTF
& HeRER R
g
A IR T s
— R4 WHEE (%
s EEE AT
TE 1) 25 T AR [EIERS 2 [R5 K ONE N R IR G5B B8 ¢
SNE U EN TH & b 54

H2) FA MY AXIEIA R F T o — )VHEEITORR
DI HRITHEEAR & LT,

5. BRE~OfRL
—RICEEE TTIEE VT T v RO AFERED
BFLTEY, mMPEENEFTIBEAND DD
<, BMEHORBUCERE T 2 &, [ TEERER
PR, [3EpEhE] omESH]

6. 4L, PEER, BILBEE~ORE
(1) #E SUTEEIE LTV D aJREMED & 2 i A2 1T
B EOFIEMENERMEZ EES &R S b5
BILOHFEEST L&, UHRTORGIZET 5%
ST L TRy, BHEA e Y T e —L
(2489 pg/kg/ H) OIER T X ~DOWAFHIZ LD,
ZORRIBIC B, IR O O F A B H N
ENTWA, FA MY Y ARORA R AT o —/L
Wb, BWER (7 v b)) TRIBICBITT S
Z kﬁ)ntu&)%ﬂfb\é :|
2) #IHFDIFANIZ &5#5 L ERET, A
BTE5T 55 RHLERIESED 2L,
[%ﬁbut?AﬁUﬁD&TD%wwfn%
HYEER (7> ~) THAHPIIBITT S22 ERR
HHINLTWD,]

7. INERE~DOEE
AR ER, BrAR, LR,
ﬁéﬂériﬁibfw@wo

IR ST/ AT %t
(5 FHARRBR 2N 7]

8. BEHSL

Bl e OERR - AFlEEHERE LSS, fi=a
)/f’lg%h%@@(%&()\r«ﬁi (n8, B, TJFFJ%.%E
) WD By FITMEE O L OYE (O, &
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BRRERR A GEAN) 124 ha B 410,20 R TN 40 pg
Z1H1[E, 14 BRBRAES L-L &, AEKFH
WO, R OEESIROEERENR AL, 40pg T
7 B B AR W D BRE IR AR BT,

R A (S IcA e X7 a—L (10, 20, 30,
50 pg) ZEEW AL L= L %, 20 pg L ECTHERK
FRIZ QT MREE S A b=, [ IEpEhE oE
2]

R A (B4 (CF A by b+t vnFTo—
)V 5ug/2 ng, Spg/l0pg, RO 10pg/40png™ % 1 H 1
B, 14 BRI ARE L-L &, BRITLEREREE

(10 pg/40 pg) Tix, B HMIETHi= Y EOIKH
FHERICEPEREEZONIFEFSR (5,
HHEFEZORE, ONER) BRD LN,

) AR OEBI N AR, 1B 2%A (F
ZFhrETALLTSug KA uF5rue—Le LT
5pg) 1B 1EEETHS,

E - AFloRE 2 dIE L, XFEpEE, dHEFE
ZITHoZ k., £, ERVPEELRGAICIIARSE
BT L, DIBRRME B EMFIEERT AR, [REX
WL FRITHIAREENRD S0, FHICH--T
B+acEETAZ L,

9. BHALEOEE
AHE BEICRMNT BB, ELWERFEE
VPRARNCEBAT A L,

10. TOMOER

AH L EREMERR o Y U HRE XIER (f
77 by AR{LKIY, AXT e U LR
{e%) L ofFAIICEE LTI, BB L2,
BFRIC X 2F IR OLEEHITHELL TV ARWnZ &
no, BERITHERETE R,

[Ry8hHE]
1. FFIrEYARTERYTFu—LHRkRE

LSO L) ) ]

HA A COPD B#E % xR AH| 2 3 AR ERA
BELELXZOFA Pu Y ARRAR Y T 0—)L
OMmIFEPREITF S, K100 CRrEEICELEY,

MmigEhEEHYE (BT EHHERERZE) ROEYE)
HENRTA—ZIFILUTOLEY ThoTz,

< I $E IR EHER >
FAIrED A

8

—6— T5/O5EAH (N=13)

DL B

MR FA O L RE (pg/ml)
]

o

0 1 2 3 4
B (hr)

FuaXFo—)

—6— T5/05RA&M (N=13)

¥ AD 45 0 —LRE (pg/mL)

0 1 2 3 4
B ()

TSIOSEEHA] : FAMREYASpgtArF T —/L 5 g
A& A

<EHBIE T A —5 >

RE#EE FA oL FoFFa—iL
(21 BEH)
B3 13 13
NG RA—=%H gMean (gCV%) gMean (gCV%)
[EAL]
Coraxss 16.5 (92.0) 433(53.7)
mL]
tosax o5 [0]® 0.100 (0.100—0.333) | 0.183 (0.100—0.333)
AUCq45 233 (44.8) 9.94 (29.9)
[pg:h/mL]”
feos5: [%] 6.72 (119) 1.50 (100)
a) PRIE (FEH)
b) n=12

<FFbuvbEyALFuFTFo—LOREIER>
COPD & () 12, FARRET A Spg K
FuXZru—)L10pug% 1 A 1[E 3 AMRKERAZRS
Lzt &, FAMrETARUA RS T —)L LY,
Hphir HRF & B L CTHEREDHAEERIIRD L
nimnor=? .,

2. FAIrETARGIuF T o—LOBEBE
ERORDER

1 iR

FA by A (BRAERS) ZEERA (E4)
WICRARE Lzt &, BEED 33%BREH MR M+
IR END Z L BRPHET — 2 hbRan Y
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FuFTu— a2 ERERAN GBS ITRARS L
7o & E DRI NSA T XA Z VT 11%, K 30%
cHEES N Y,

2)

FAbe BT AOMEEA L DOER (in vitro
BR) X 2% T 7, AL 32 Lkg THhoto (U
y\i\) 4) o

AnXran—LOMEEAEOEAE (in vitro &
BR) 1340 60% T Y, DAL III0L Tho7- (I
y\i\) 6) o

3 R#

fEFERE N (SN ICF A br vy AZ2FHIRNES
Lizb &, FA ey 20R#EIDTNTH-Y,
T AT NULEW THHF A bu vy ARAeWiE, FE
BRI AT VEEADINAKS RS, N-A TR
A KN T == T a— LEEDAER DB
7=, ¥, v MFIZ Y —AaROt MR
HWHEBRTF F 7 v — L4 P-450 12Xk - THLEh
T e N D TV E T A R BRI T A
SRz ofREHIE CYP2D6 M OR 3A4 DRRESK
Wk omHlishiz ',

In vivo ERIZBWT, Au &7 a—LoEpH
REITEEN 7 V7 a BBIAIE R DA k% Ui
DD O AF M TH-T7- 2, FeFFa—1Lo
O-li A FAkIZIE, CYP2C8 TR CYP2C9 23EH5 L
TEY Y, Fuxrra—Lor Ly o mp@Bias ks
%, UDP Z /v 7 o v liktsfiEs: UGTIAL,
UGTI1A7, UGT1A9 X ONUGT2B7 2389 5- L T2 19,

4 SRttt

R AT A e e AEEIRNES L L &,
257 )7 F 2 A% 880 mL/min T, JRPARZE(LAHE
MR 74% ThHho7- Y,

fEFERR A (MEAh) 124 u & 1 — L & RN EE
BEL-LE, 2527 )7 7 A% 872 mL/min T&H
ST 9

R A (AL 12 [MC] EiA T a—1%
RN E L1 L &, %5 L BEEED 38%M R H
(2, 53%NFEHC PR ST, FRIRINEE G-RED R PR
AP RIZ 19% TH Y, 6 A LA L7 i
BED 90%LL L3Rt S - @

5 EKPHEEEAR

FuFrFra—iLE7iaryS—n 9

BEEERE N (ESN) 1A & T a—L 10 ug (W A#E
H)y L7 aFy—L400mg (BO#E) 21 H 1
B 14 AR LI &, A Z T 0 —/L® Cpp LY
AUC OO /FEGFRFF DO (90%IEFEXE) 1, <
ZE I 109% (102%~117%) K Y 113% (106%~121%)
ThHo7T,

FugFa—iEir haryS—n 10

fERERR N GESh) 1A e 2T a— 10 g (W AFE

)y L by = 400mg (REO#EE) &1 B 1
[l 14 BEOFALIZE X, A FT 3 —LD Cpu 2
66%, AUC 7° 68% L5 L7=,

(6) TEEREICRITSEYERR

mEnE () ICF A Fur ey s R AFH)
EWARG LILEx, A MR ETLOE I VTS
VAT TFLE (B2 VT T A1E 58 LA FD
COPD B3 T 326 mL/min, 69 &%LL 0> COPD ¥ T
163 mL/min) 7%, ZAUITANERICHE D BHERE DL T Iz
ravotszon",

—F, FAIrETA (BRWAKD) % 1 H 1 [FH
FAEW A 542 0D AUC, 4y, (A V25008 [#EPH] ) 13,
JEmngE (S Tix 182 (10.0~61.7) pg* h/mL,
QSN Tk 26.1 (10.5~56.0) pg - h/mL T,
ElE CIERME I L CEmono7ond, ERAE
BAEBETL L, MmPREICIERICE D RKRERET
nnEEZLNET,

(7)) BHEBRETREFICRIT 32EDER
BEORKERTAE VL7 F=22 0T T
AH 50~80 mL/min OB, WgHh) Tix, F4 b
B A 4.8 ug EEIRNPEG% D AUCo4n 1 HEEERLA
(JEAh) ICHEE LT 39%mVMEER R L. 1Y, F7,
BEHDVTTEEOBEIEERTES (VLT 5=
Y7 U T 5 AN 50 mL/min KO BE (M) T
A R AR R TR 2 AW EE R LT
(AUCqan 1 82%E 735 72) &
EEOBKRERERE (VL TFU T TR
7% 30 mL/min A, 46 TiE, Avu¥xro—1%
HEWE ARG L2 & & D AUCou (FREEERL N (L)
WZH#E LTI 40%#m L7 1)

() FFEEEETARE TR 2 XRMERE

B HTE— LD Cpyw KO AUC (3% 5- 2 1E )
DOIFHERERE B R D b (90% (5 45 X 1) 1%,
BRI T 112% (84%~151%) KN 97% (75%~125%) ,
HAEFEC 99% (73%~135%) J Y 105% (79%~140%)
Thotz () 0,
9 DER~OEE
e N (HESh) (CA e X T r— L& HE A
L7z & &o, QTelfflfm (k2 & #HiE L7=QTHk)
DR—=AFTAUINLDOEED T TR EDEDE
KB (FGAEEE A EEIME [H90%E XK 1%,
7 &7 n—/r10, 20, 30K TS50 ugfk5-CTENEN
2.1ms[-1.4,5.5],6.3ms[2.3,10.2], 7.7 ms[3.7, 11.8],
8.6ms [4.7,12.6] Tdh-7-*", HAACOPDHEEITA
K &3 G Lz & D=2 F A )b DQTCF
BIEOZLBE O EIX-7.6 (5 155H1) ~-2.3 ms
(B 5% 15) Tho72,

[BER pAE]
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1 EREIE RIS 111 AR BRI 2223 24 (522) | (526) | (525) | (502) | (500) | (507)
. B 1223+ | 1210 | 1212+ | 1265 | 1213 < | 1219+
COPD 14 5162 4 (AAN 4134 %’é“iﬁ)# %‘ﬁ% 24 3% | 0491 | 0500 | 0.541 | 0530 | 0526 | 0.505
L LTz, FEHERMR, 707 MMEHERIATEM L (498) | (489) | (476) | (455) | (460) | (452)
AR (R CTY A o CTFEM Lz 2 3Bk TONADO 1 | ZAfkk 0.118+ | 0.052+ | 0.035+ | 0.123+ | 0.073 £ | 0.033 =
. ) 0.183 | 0.176 | 0.180 | 0.213 | 0.199 | 0.196
M NTONADO 2) °C, AHZ COPD M4 1024 41 (H @98) | (489) | (476) | (455 | (460) | (452)
ANT & ZETe) 2 1 B 1[H 52 BEWMALE L=, AHE D 0.071 | 0.082 0.050 | 0.088
AFNTEE 5 43 CThiigkre (FEV,) OLENRA B, IR %)894% [(;110569], [(;)(;)72;4] [(;1101633],
#1524 1% D FEV,AUC3, X' 7 7 FEV I TNT Esr;g"]{.f*ﬁ <0.0001[p<0.0001 =0.0001|p<0.0001
St. George’s Respiratory Questionnaire (SGRQ) 2L 5 P fiE® '
E%Q%(@l)ﬁiﬂf%ﬁh?g?As%gw YT
FuZTru—) 5Sug) (X LT, SatFRICAER [~ 5/ 0989+ ] 1070+ | 1.094= ] 1185+ | 1146+ | 1.207 +
ENRENT, £, BANEMTHFEEEOE RN 0.394 | 0432 | 0486 | 0588 | 0.507 | 0.418
B AT (45) (3%) (53) (34 (37 54
o —o 55 1199+ | 1125+ | 1214+ | 1311+ | 1290+ | 1.286 =
e 74 24 J% 0438 | 0434 | 0524 | 0.507 | 0.555 | 0.390
(1) #5243 % D FEV,AUC,5, (L) 11 @ | Gy | @a® | 6o | 6o | @)
TONADP 1 T TONADP 2 = A 0.207 £ | 0.055+ | 0.083+ | 0.176 = | 0.129 + | 0.055 =
AAY | FAbE | AupT e | KA | FAbetT | 4ep e 0.147 | 0.143 | 0240 | 0.161 | 0.145 | 0.203
Yl - b - @ | 68 | @8 | 360 | 36 | @9
A AERA KFI L D 0.152 | 0.134 0.059 | 0.124
N3y 1110+ | 1148+ | 1159+ | 1154+ | 1.146+ | 1.173 + | | BEfsis= [0.085, | [0.072, [-0.014, | [0.056,
0462 | 0491 | 0519 | 0516 | 0499 | 0490 | |[95% (% # 0.218] | 0.196] 0.131] | 0.192]
(522) | (526) | (525) | (502) | (500) | (507) | |xpgp
e 1363+ | 1298+ | 1314+ | 1413+ | 1307+ | 1325+ | woe o mnes "
24 % 0517 | 0.527 | 0575 | 0569 | 0555 | 0.527 Iy’”‘gi‘*’“ﬁ 2 ”@J%‘? e
(498) (489) @75) | (455) (460) @4s2) | @) BehRE, B 50, HEREERG HOREER, X—A T A U,
ZAb e 0258+ | 0.140+ | 0.138 = | 0.271 + | 0.166 + | 0.139 + NR—2 T A MEE G A ORZ AR ZEEHE, WhE %25
0211 | 0188 | 0207 | 0240 | 0222 | 0.210 BRI L L, BRI C spatial power 35y HORE & 0 LT
e [ L 63| e oo
BERE [0.094, | [0.100, (0078, | 0.108, | 3 AETEOH (QOL) IZBT Bpust (UH&T
[95%[Z 0.140] | 0.146] 0.127] | 0.157] | — 4 [TONADO 1+2])
A, p0.0001p=0.-0001 peO.000Tp=0.0001} gt 15 24 3> SGRQ #A A 3 71, AFNER—2 T
p fi£ ¥ A rmb 68 E () L, ARl Ar LT r—L
fvA | AN
5‘2&)\4;'%%?9891 1.070+ | 1.094+ | 1.185+ | 1.146+ | 1.207 + 5pg PEA-1693 (p=0.0022) , AF|LFA by
N =R . . . . . . N
" os0s | 0432 | 0486 | 0588 | 0507 | oa1s | D J g @%}ij‘mw (p=0.0252) "C, AL H &
45 | 38 | 33 | 64 | 6D | 4 | KL THEHFENICAERICEL TV, AFIO LR
B e | Gass | loado | ooas | osso | ‘55 | loea | WA WA 1L 575%T, AnSTEL S5 pg
24 1 @ | 68 | @ | 60 | 6o | @ | (448% A v XL 16703, [p<0.0001] ) RUF A
bt 0315+ 0.125% | 0.158 = | 0279+ | 0201 = | 0.138+ | NP E ™ A 5ug(48.7%, 4 Xtk 1.4261[p=0.00011)
0.169 | 0.134 | 0273 | 0203 | 0.145 | 0.209 5 Al A Wis,
@ | 69 | @ | 6o | 6o | @) t%gggﬁﬁch %ﬁgh§§iﬁw L
RAE D 0.184 | 0.155 0.078 | 0.143 ) 24 mijRQ FAITPWAN—AT A
BEfE [0.112, | [0.087, [0.006, | [0.076, | Lbi U CHERMICESR O H /N D7ZETHD 4 Lk
[95% (% 0.256] | 0.222] 0.150] | 0211] | Dk 3N &) - 7= HBE DE| A
X1

LM RS (B0

a) R, 5 H, HEHEEEEBORHEEH, X—2 71 1,
R=2 T A ANE LG BORZHENEMZREDS, BRF a2 A&
R L L, #BRE PN C spatial power ey & (0E L7 M iE
HERSEET L (MMRM)

(2) H524 8% D N7 7 FEV, (L)
TONADO 1 TONADO 2
AHI | bt [ Aeyge | OAHD | Frbet | Any 7
A = 7k -
AR
NG S22 1.110+ | 1.148+ | 1.159+ | 1.154 + | 1.146+ | 1.173 +
0.462 0.491 0.519 0.516 0.499 0.490

2. ERNERUCEBRERSE I AERRBRRE (B

MG RE) 2>
[E N CFE i L 7= B R 3B K O [E B 3 [ 3R B
(TONADO 1+2) #BRiZSI L7 B AR ANBE (A
BehH1204) T, &5 2EEFOR—2T 4 B0
Z5{v 8%, FEV,AUCys T 0.247L, bZ 7 FEV, T
0.148L CTh Y, HARNBEERIKITD 52 lHETD
2 B DMk S TERR S Tz,

€ SIE 2 |
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1. FFbrrbEUAs

FF b B AT R R R ORI L 2 Y
VEREKETEETHY, AAD Y UERIEOY T X
AT ThD M~Ms ZRRIIZIFRFLE OB %2
T REICBWTIE, KBGO My Z A
WZkHT A7 EF ALY L OFESERE L TRE UL
FEIHRIE R 2 B9 5, FERRRHER (A L O
RN IZB W TR SN S Em i E R 12
BIKFERTH Y, ZOVERIT 24 B DL ERiRe 95 2
A VRN LD, &R S e
THIENER (M; ZBEREHER) 1378 F 12l
ViEBERTEIER My 2B EEEIUER) (2l FRee T
B EMHALNERSTND,

2. FuFFo—n

Fu X7 u— TR e b By AR
WTHY, invitro RERIZTBWT, AaXFa—1iT
hB;-AR }2 T hBs-AR & thifig3 5 & hB,-AR 1ZxF LT
241 {5 K& TN 2299 15 DRIPEIER 2~ LT, WMAIZE D
TG4, 41 & T 10— hBy-AR ZiEVELT %
ZETHIIANO T T =gy 7 7 —¥ 2R L,
BT T v —1 Uik (cAMP) OAERRARL, X
BXVEBEMESES, EAEY BERA XDT
EFLa Y UERERE NMEET VICEBWT,
0 A7 a— U BIRAE U 7o RO SRR B E
Zor L, FOEMT 24 BEfRisE LT,

(AR5 c B3 2 B LA E R ]
—fgH s F A Fr v U AR KIY
(Tiotropium Bromide Hydrate)

54 0 (1a,2p,48,50,76)-7-[(Hydroxydi-2-thienylac
etyl)oxy]-9,9-dimethyl-3-oxa-9-azoniatricyc
lo[3.3.1.0**]nonane bromide monohydrate

b 1 [ ]

et ey CHs

o
s 9 H }
o B - HzO
OH
=l

éj\%it . C19H22BI'NO4SQ * H2O

Sy 49043

PE ks ABR~TEAAOBRKRTH D, KiTOR
BHIC L, =& 7= (99.5) (¥
(<,

—W4 A v X7 u— LR (Olodaterol
Hydrochloride)

{bF4 : 6-Hydroxy-8-((1R)-1-hydroxy-2-{[2-(4-met

. hoxyphenyl)-1,1-dimethylethyl]amino}

ethyl)- 2H-1,4-benzoxazin-3(4H)-one

monohydrochloride
b % i HoH
iﬂa:ﬁ : H O\Q\/Q Nm
H3C CH3 _CHj
o) o
H Nﬁ%
o - Hel
5313 CyHyeN,0s+HCl
Oy f-E . 42290
M R BEOBMHRTH D, A ¥ ) — VKU NN-

AT LT I RIETRT L, K
IZRREITRT L, =& 7 —)b (99.5)
IR ITIZK L, T = MU MITIE
LA ETRT R,

[Be# > EorE]

() BECEHAOMAABRE LAY~y &
OMEHAEZE L, HFEZEET 52
L

() AFNIHHEL RN &,

(3) HIFHIGMERIZ L D ED b BEIEALE F LI
ok,

[m3]

ZEF L RO A=y N®28 A :
WAHSME L 2~y F 1A — R >
TI1A (0.5mL : 28 MFE [14 Bl 5551 )

[E=ZEiR]

1)  HREE: HAAN COPD B¥F x4 s L [1237.24]
7= 3 BN SR EERER, TEREIE
o)

2)  fhNEEL: COPD EEZxtG L Uiz 3 [1237.3]
i #¢ 5 DDI #kbk

3)  FEPNEE RN CORER 5Ky H) [205.112]
REFER

4)  FENEE  @ER AN TONRAL FT XA T [205.105]
vy T o il

5)  FEPNERL R A kg L Lo A [1222.1]
THTHE BB A5 53R

6)  FEPNERL  fEEEEERAT A kG L Uik [1222.9]
WO D 512X % & b ADME Bk

7)) FENEE A he vy Aoy EIRER  [B1279]
Br (O AEE AR

8)  FENERL: A v X u— Lo yEiEER [8222052]
B (00 U ERES)

9)  FENEE: A e vy Aoy EiRER [B1013]
B (Rt i ook oy fii)

10) #ENEER : FA4 hr Y AOEYBEIRER [B1014]
B iR omy—2)

1) #NEE: F4 hr ey LAOEYEIER  [B1153]
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B (U3 AR
12) HWNEE  Au LT o— L oiEpiheit [B3697]
B (U3 B Mo AR
13) #ENEFR  Aa X T a— L oiEyiieit [B2647]
B (%3 F - 7 1o — A P450 K OVITAE)
14) #WNEE  Aa X7 a— L oiEpyikeit [B3951]
B ({R3 : in vitro phase I1 [#3%)
15) #NEE: v aF Y=t oMM E [1222.48]
VR 3B
16) #WNEE : Z FaF Y — L OFYMHE [1222.47]
N
17)  *EPERL : ElEE ISR A ER B REEER  [205.133]
18) Tuerck D, et al.: J Clin Pharmacol 44 (2), 163, 2004
19) #ENEER  BREEE RS 255 L L [1222.35]
iR
20) FENEEL : IFHREREERE ARG L L [1222.20]
Y
21) AENERF AR X TFo— 0 TQT #Ek  [1222.8]
22)  FENEEL: COPD FF A %G & L7z 523 [1237.5]
1 - 55 110 AH [ B 3[R 38058 (TONADO 1)
23)  FENEEL: COPD FRE A %G & L7z 523 [1237.6]
1 - 55 110 AH [ B 3 AT 3805 (TONADO 2)
24) HENEEL: COPD BEZ%fS L L7z 523 [1237.9991]
8 555 11 AR ERS L RIS O R A R AT
25)  HEPNEEL : HA N COPD & E5i4% L L [1237.22]
7o 52 ERIB - I AHRER, MINE 71T
o)
) Disse B, et al.: Life Sci 64 (6/7), 457, 1999
) Disse B, et al.: Life Sci 52 (5/6), 537 ,1993
28)  RATHISRIEA> « B L H- 51 (5), 711, 2004
) Bouyssou T. et al.: J Pharmacol Exp Ther 334 (1), 53,2010
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EHELHRIC RO X E LT TR
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7 U —H%A ¥/ :0120-189-779
(ZAHREHD)  9:00~18:00
(te B -BLA - BAEAREH ZFR<)

[BEHRH FRERRICEE T 5 1F#]
AFNTHEIRL Th D70, BAFEE ERE 107
5 CER 183 H 6 HAF) 12D %, HMEUE~D
NHOHDETHHOEHAOHANSERE LT 1 4
ZmTH2FETLE 14 Aoz 5 FETR D 6N
TWVWEHE A,

RIENRETT (WARTET)
AARR—) U H—A NS DFERELH
FESBRIRKKE 2 TE1E15
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SR e (e H A HE PG Sy JE T
{AJ\\,fi[‘j( = <7|<) 97935
BrRERR 28 A 60 WA
Wk W LN &, ig‘;?j
S e C 0

AR EOEE] ORSH) [EI A 201545 H 201545 A

IR | A6, Bl CEIIR 2 2R

COPD {HEBL A A

7S B

AEFN ROV Ry RP28 R A

AEFNV ROV R v h%0 ’A

Spiolto® Respimat® 28 puffs / Spiolto® Respimat® 60 puffs

FA ~wr vy ABACYKIY A w 2T m— VR R S ®=F kPR
) R - EBMEFEOLLZIZLVENTLZ L

ke - v %, MAUE) OREFFIRIEICHN S 2k, AAIEA
B st rlmb ot PEROERE AR S LA TR,
[ARANIE % 0, FEik & B S 5 B200 (B - BE)
»H5b,] BE, A TE2WA (F4F ke yAEL
2. AZIRIERSRIC X2 PERIEFE O H 5 B TS5ug MO rETa—L e LT5ug) 21 H 1M
[FICREHIC T2 LB D, ] A5 D,
3. 7 b ey RO OERWE B 5 VIR L <HE - ARICEET A borE>
DR U CRBUE DB ERE D & 5 B COARFNZ 1L B LA, TE SR CERREICROA

LT Bzl BEICKL, AAIOBEOHIIZLY |
IR, LIS O AR RIER S RBT B R

[RERK - $4K] CMERD D Z L ARSE, 1A 1 EE B TRY |
s, | FEFMR LAE [ AEALE LAY PLRRWE O HEEAEXDHZ L, (([EERIERD
o ~ v k28 G A ~ v b 60 A CEE, BERS) omsE) :

I EFERFA R rE T L 25ug (FARY
By | U AR LK & LT 3124 pg) RO

& FFu—25pg (F0¥T o— i b [ o]
L T 2.736 pg) - - -
o | T =7 roy | L BERS RORFCREEICRTTS L)
A~ LKW, KSRk, M (1) DARAE, LEME, HIAMNEDBE, U3th
ity | 2P Y VONERIEREER DTS 5 OBAEREO & 5 B3
R [LARA, LEME), HAMURESEBT 5 2 &

W%, TERZEIWER OEHZM]
() LEEE GEAL, AEAR, JERBPAZEME L

[%hE - 2hR] i) b b HRE

IRMEPHSEM IR R (8RS Xk, HEE) OX (AR VE T L 0 SR A L S 4 25 5
S BIENE RS 2 S < BEIE IR ORBAR (RS VR A FNRb B, £, QTIEENRH HbNBEBEH
W AFL T Y L F R O R VE R A B, I o pF N5, ]
CHADERYE) (3) ®MEDBRE

<Zhek - ZHRICEETAEH EOER> i L E% FRESEA2BFNNH 5, ]
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(4)

)
(6)

(7)

(8)

(1)

2)

&)

(4)

)

(6)

BHSENEE D D WVITTHEER T L TV DL ESE
(ZVvT7F=27 U7 T AMAN 50 mL/min LA
To8E)

[(FA e By AIBEYEMRCTH Y, BB
TARATIHMTEED FREAAON D, 3
el OS]

FAEMEIR B D B D HBFE

[ OERZE S8R H D5, ]
BEPR 93 D i3

[EHED B HIEEL 555 &, M2 L
ATarB8ENnH 5, ]

FER IR BETT IR IE D B

(R IR e TLEIE DR 2 B (L S 5 B F 1
N5, ]

BN ARIE R D & 5 B
[(HERBEENRETIBZNNH 5, ]
BEERESNEER

AHIL COPD O EDEE A B9 E LTV

720N, COPD |ZHEADKIERELE I HT-DIC
X, RFZHMEE L CRSTHILERD D, 7277
L, HE- RSBV ELIEHLTHIEN
RO B WAL, AFINEY T
EZHNDHDT, BIREEE ZkGEE IR
HZ &,

AANTRE I BIRIEZ B & L34 Cid/e
W28, RE SN BIRIE O B IZIEEH Lk
ol B, KELMWEEADELTEMEZEM
ftiE BB ICE ST 55121, [REHED
TRIRNEYNICITOND LOEET D &,

AR 2 ORI ERMER 2 U V3K, EREE
FAE B WP T o B 2 G el A & [RIFFIC
fEH LWz &, RFOE G I FERF R M
WA B AT 2 581E, B0 REX
AR, SUEMERERIE R OFEFI O HIEH T 5
IHOBBFICHEEES 2D L,
[(TZDMoiEE] OHESHR]

AHIOW ANt , BIRFARLEHEUE (& 2 IE % & )
NRBATDHZENHHDOT, BENRBDO LN
BAIE, ®EAEPIEL, BWUARMEZTTS Z
L,
W NSO, FHNOW AT K0 &E S )
BRINDAREERH D DT, BEnNiBd o
HAICIE, BEZ DL, BEYRLEEITS
L,

AFN DG, AFIRRICAS RN E HICH
FIHERBE G252 8, £, FEO LM E O
NI IEICAE D REIR & & B IR, RO
B, B, R ERD D VITACER SR L5
B, BAPEPHZEMARENEOBED ATREEN & 5,
TS DIERNDFEIR L2 BAITIE, W AR

(7)

(8)

MCERER 2225 L5 ICBFICEER 5
2B &,

BREEEDME T LTV 2 mlin A (o5t L TARA 2 &
B4 256120%, 0E LOAREME & Bt 4 5
RLUTHEHEIIRSL, AFEROBIUERT
5 &, [MEEERE), TRE~0&ksb ), 5
wEhie) OB
Wz keI 725G, AR, BEICLY
MEILEZEZTBENRH LD T, HEHNEE

WCRBRWEHIEETH I &,

3. HEEH

FuaXTra— IFEIC s a A RO O-i
AF I L DR En D,

DERER (FHICEET 22 L)

R4 5 ERAER - HEE | W - falRIA T
Jrik
QT MFIEE | QT MMEAEE | Wiitd QT k&%
3 e il SFUDEMEAR | IER S5 ATREMER
LB HRED Y A HbD,
TV % 35 7 BRI D
MAO [HE | BEh R H D,
#l
SERARPT
5 OHE
AR A AR A o ra— | AR & o
sl INOTZREARRE | PERICE Y, T RL
FIBVER 2588 | U AEEh PR RS )
MRS A, OAZR | PSR T S AT RENE
o, mE RS | b5,
ENHELND
BENWRDHD,
XY oF BAV Al | SV F ik
B XA JEIC K B0 | 7 RLT U AR
AFnuA K BESERLT | MR A R ST
7l TEENLRH L2, MiGh Y v
DV T A 570, MIED | AMEOK T 23587
PRRFAEFI IR U o AMEICHE | DAREMER D D,
#il BEToZ L, AT A REILOZ
AU S OFIPRANLIRAN
BTOH Y T LYk
TEEER D B 5 7
O, MiFEH Y 7 AME
DR N33R 5 #]
REPER S 5,
B HE K51 FnugTFa— | pilEkEE & oA
AOERMNE | L0, Auexra—
W ABEN | LOERNEIEN
Do, 0w | DAEEND D,
BIOFHT 5
WA, D
PUE B AE T
WEE LS,
HEETLHZ L,
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4. EBIMEA

COPD B A x5 & LT, AHl%z 2 @KL LT
55T AH [ BR H [F R BR M OVE N B 4% 5-3BR 12 C,
1070 511 (HAN 120 Bl Ede) H 76 45l (7.1%) (ZH
TERD A ED B, EREWERHIZDE 14 61 (1.3%)
Tholz, KFBHFHERE)

1) ERZREIEAR

1) DAL, LEME), BISMGE : ore BEEAS
™), DEMME (1%A5%), BIAMHE  (1%A5H)
MIHFTEZLNHLDT, BENAED LN
Bl ERIE L, MY R@E AT Z &, [[ME
HERE ] OHSM]

2) A VDR (BEERHY) : £ LI AREHRT S
ERBHDHOT, BRENBDLNTHAEICITIREG %
kL, WEEIZRLE AT 2L,

3) PAZEMEARRNEE (B RIAT) « BHZEN A kN R
AR TLHILENHLHOT, KT, IR, A
i, IROFMEND S ONT-HEIITRE %I
L, #UeEz=1To 2 &)

4 TFE747%y— (BERHY) . 774 7F%
U— (EME, METRNE, MR AEEASE) S RBLT
L2 EMBDHOT, BIEE STV, BRENR
OONTLEIITEGEZ L L, #EY) AL E AT
DR

W) FARRETLA, FuXTo—/LHEKTORER
D ONT-FHRITHERRA & LT,

2 ZFotoBHER
PLFO X5 RBEWEHANBIN - 5A121, JERIZS

CCilEbl el #4795 2 &,

BRI D $E T
1%LL EED | 100K 5D | SHEERERE
IR T IR+ &
g e | 595, R
H Al PN
5, FERGRz
HRRR AR FREE D &
A W, AR
R RTE A B WL SR
HIEARE, O
‘ - Mg, T,
HILR (1.3%) Rk HERPEE,
' BESERURYI RIS
B, R
Rt 1 DR P I Wik
@, MK,
A5 B R MEAER,
IINES
- L RRER Y %,
JiiIR73 ERiRzR%

EAEE, %
W, S,
Y
_— sk, s, |, A
= TIEEE A o é’ﬂa -
Y5, W
W, VRV
it
TR, A
g R, 7 v7F
W ﬁﬁhm’ﬁ = LR, B
e 7
B
R Emﬁ’ﬁ% R A
RS BRI
i A )
D E MR A RR R RN E R R B <
RN T & b B 5

E2) FA MY A IAa X T a— LVHKITOHRE
ONT-FRITMHERHE Lz,

5. EisE~0fRS5
—RICEEE TR 2 VT T v A RO EFEREN
KFLTEY, MPRENEFSTIBENALND LD
<, BMEHORBICEET D Z &, [ THEEAREAR
PR, [EWEEE) oESMH]

6. UL, PR, BILBRE~ORSL
(1) G SOTER LT B aTREME O & A 17 A2,
1RIE LA IMENERRYEE Bl D &l S b
BLOHFEET L&, UHRTPOREIZET 5%
gL L Ty, gt e T e —L
(2489 pg/kg/ H) DUER 7 - F ~OW AFHIZ LV,
ZFORBIRITEH, IR OV MAE O3 A 2 @k
SNTWD, AR ETAROA R AT —/L
WY, BER (7> 8 THREIEBITTS
ZENRBOLNTND, ]
Q) AP OEANELGT D EERET, ShE
BTEE T A0, BlehiEsE5 2L,
[(FA I ET ARSI e YT a—1 03,
W ER (T v b)) CTIHHHFICBITT S Z ENR
HHENTWD, ]

7. MNRE~DOEE
MEHAEREIR, BN, SR, SR /RIS K
F B RAMEITHENT LT e, [ RRER 28 200 ]

8. BERE

Bl e OEIR - ARz s ARG LcEe, fi=
U B OB L OVEIR (078, Ehi, PEIR N
5F) AWONS By R O K OIEIR (ORI, &

3
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mE, EimE, Sk, FEIR R, Kk DB,
g, B, Y, BR, BHY vLAME, &S
B, REMET Y F—v %) BEBETIFEESD
5,
fRERRK A GEAN) 124 h e B A0 10,20 R TR 40 pg
Z1H1[E, 14 BARAEELZL X, AREFH
AW, WEEROEBREOERA AL, 40 pg HET
7 B B CARE I\ ZWERR 53 W D BUE 72 WD DA DTz,

R A (SN oA e X7 e—L (10, 20, 30,
50 png) ZHEW AL L7z L &, 20 ug LA ECTHEEK
FRIZ QT MIRIEE S A b7, [ IEpEhE) oE
ZH]

R A (BN ICF A e A+t uFTr—
)V 5ug2 ng, Spg/lopg, RO 10pg40pug™ % 1 H 1
B, 14 BRMARE L-L %, R L-REREER
(10 pg/40 ng) TiX, B AW IH =V VDK
FHERICEZ2EREEBEZXZ DN EESRS (5,
HEHbHEZORE, ONER) BB bni:,

) AR OERB I N HAE- AR, 1B 2%A (F
FIRETALLT S g ROARFTr—1L LT
5pg) 218 1EEETHS,

W AFlo#RE 2 dIE L, ZEpRE, dHERE
EIFHZ &, £, ERPEELRGAICIIARSE
B b, DRIRME B EBAIZERT AR, [REX
R FRTHARENRD D720, FHICHI--T
FHoicEETHZ L,

9. R LEOER
AH 2 BEIZRZMATHERICIE, ELWERFER
VT RAHENCHBAT A Z &,

10. FOMOER

AF| L EREMERRG 2 Y U HRE XIRER (f
77 b vy AR, AX e U LR
{t%) L ofFRICBI LTI, BRERBRERAIT 2L,
BERIC L 2FHER LTSI L TWARNnWZ &
no, PEAIHERTE RV,

[E2EhE]
1. FFMuYARCEIrYTFu— L3RRS

RORYBR

HZA A COPD /& % XS AH| % 3 MR ERA
BELELEOF A oy AR A AT —L
DO IEPFEEITH S5, K910 TREMEISELEY,
Mg RS (BT FHHEERzZE) ROEYE)
RENRTA—FZIILUTOLEY Thoiz,

< AR EHER >
FA b ETA

8

—6— T5/O5EAH (N=13)

DL B

MR FA O L RE (pg/ml)
5

o

0 1 2 3 4
B (hr)

FuaXFo—)

—6— T5/05RA&M (N=13)

¥ AD 45 0 —LRE (pg/mL)

0 1 2 3 4
B ()

T5/05 ®EH : FAMREY A SpgtAnF7rm—/L 5 g
A& Al

<EHBIE T A —5 >

REa&s FA oA doaXFo—iL
1 HE)

T 13 13

RTA—H gMean (gCV%) gMean (gCV%)

[HAL]

Comeee 165 (92.0) 33337
mL]

s (0] 0.100 (0.100 —0.333) | 0.183 (0.100—0.333)
AUConsr 233 (44.8) 9.94 (29.9)
[pgh/mL]”
feys (%] 6.72 (119) 1,50 (100)

a) POfE (#iH)
b) n=12

<FFbuvbEyALFuFTFo—LOREIER>
COPD & () 12, FARRET A Spg K
FuXZru—)L10pug% 1 A 1[E 3 AMRKERAZRS
Lzt &, FAMrETARUA RS T —)L LY,
Hphir HRF & B L CTHEREDHAEERIIRD L
nimnor=? .,

2. FFAhrEUARTLIwFTu—VORERER
EROEYBR

1 iR

FA by A (BRAERS) ZEERA (E4)
ICAEE Lz L&, EED 3B3%BRE2HMHERM P
R E N5 Z & ARPHRET — 2 bR En Y
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FuFTu— a2 ERERAN GBS ITRARS L
7o & E DRI NSA T XA Z VT 11%, K 30%
cHEES N Y,

2)

FAbe BT AOMEEA L DOER (in vitro
BR) X 2% T 7, AL 32 Lkg THhoto (U
y\i\) 4) o

AnXran—LOMEEAEOEAE (in vitro &
BR) 1340 60% T Y, DAL III0L Tho7- (I
y\i\) 6) o

3 R#

fEFERE N (SN ICF A br vy AZ2FHIRNES
Lizb &, FA ey 20R#EIDTNTH-Y,
T AT NULEW THHF A bu vy ARAeWiE, FE
BRI AT VEEADINAKS RS, N-A TR
A KN T == T a— LEEDAER DB
7=, ¥, v MFIZ Y —AaROt MR
HWHEBRTF F 7 v — L4 P-450 12Xk - THLEh
T e N D TV E T A R BRI T A
SRz ofREHIE CYP2D6 M OR 3A4 DRRESK
Wk omHlishiz ',

In vivo ERIZBWT, Au &7 a—LoEpH
REITEEN 7 V7 a BBIAIE R DA k% Ui
DD O AF M TH-T7- 2, FeFFa—1Lo
O-li A FAkIZIE, CYP2C8 TR CYP2C9 23EH5 L
TEY Y, Fuxrra—Lor Ly o mp@Bias ks
%, UDP Z /v 7 o v liktsfiEs: UGTIAL,
UGTI1A7, UGT1A9 X ONUGT2B7 2389 5- L T2 19,

4 SRttt

R AT A e e AEEIRNES L L &,
257 )7 F 2 A% 880 mL/min T, JRPARZE(LAHE
MR 74% ThHho7- Y,

fEFERR A (MEAh) 124 u & 1 — L & RN EE
BEL-LE, 2527 )7 7 A% 872 mL/min T&H
ST 9

R A (AL 12 [MC] EiA T a—1%
RN E L1 L &, %5 L BEEED 38%M R H
(2, 53%NFEHC PR ST, FRIRINEE G-RED R PR
AP RIZ 19% TH Y, 6 A LA L7 i
BED 90%LL L3Rt S - @

5 EKPHEEEAR

FuFrFra—iLE7iaryS—n 9

BEEERE N (ESN) 1A & T a—L 10 ug (W A#E
H)y L7 aFy—L400mg (BO#E) 21 H 1
B 14 AR LI &, A Z T 0 —/L® Cpp LY
AUC OO /FEGFRFF DO (90%IEFEXE) 1, <
ZE I 109% (102%~117%) K Y 113% (106%~121%)
ThHo7T,

FugFa—iEir haryS—n 10

fERERR N GESh) 1A e 2T a— 10 g (W AFE

)y L by = 400mg (REO#EE) &1 B 1
[l 14 BEOFALIZE X, A FT 3 —LD Cpu 2
66%, AUC 7° 68% L5 L7=,

(6) TEEREICRITSEYERR

mEnE () ICF A Fur ey s R AFH)
EWARG LILEx, A MR ETLOE I VTS
VAT TFLE (B2 VT T A1E 58 LA FD
COPD B3 T 326 mL/min, 69 &%LL 0> COPD ¥ T
163 mL/min) 7%, ZAUITANERICHE D BHERE DL T Iz
ravotszon",

—F, FAIrETA (BRWAKD) % 1 H 1 [FH
FAEW A 542 0D AUC, 4y, (A V25008 [#EPH] ) 13,
JEmngE (S Tix 182 (10.0~61.7) pg* h/mL,
QSN Tk 26.1 (10.5~56.0) pg - h/mL T,
ElE CIERME I L CEmono7ond, ERAE
BAEBETL L, MmPREICIERICE D RKRERET
nnEEZLNET,

(7)) BHEBRETREFICRIT 32EDER
BEORKERTAE VL7 F=22 0T T
AH 50~80 mL/min OB, WgHh) Tix, F4 b
B A 4.8 ug EEIRNPEG% D AUCo4n 1 HEEERLA
(JEAh) ICHEE LT 39%mVMEER R L. 1Y, F7,
BEHDVTTEEOBEIEERTES (VLT 5=
Y7 U T 5 AN 50 mL/min KO BE (M) T
A R AR R TR 2 AW EE R LT
(AUCqan 1 82%E 735 72) &
EEOBKRERERE (VL TFU T TR
7% 30 mL/min A, 46 TiE, Avu¥xro—1%
HEWE ARG L2 & & D AUCou (FREEERL N (L)
WZH#E LTI 40%#m L7 1)

() FFEEEETARE TR 2 XRMERE

B HTE— LD Cpyw KO AUC (3% 5- 2 1E )
DOIFHERERE B R D b (90% (5 45 X 1) 1%,
BRI T 112% (84%~151%) KN 97% (75%~125%) ,
HAEFEC 99% (73%~135%) J Y 105% (79%~140%)
Thotz () 0,
9 DER~OEE
e N (HESh) (CA e X T r— L& HE A
L7z & &o, QTelfflfm (k2 & #HiE L7=QTHk)
DR—=AFTAUINLDOEED T TR EDEDE
KB (FGAEEE A EEIME [H90%E XK 1%,
7 &7 n—/r10, 20, 30K TS50 ugfk5-CTENEN
2.1ms[-1.4,5.5],6.3ms[2.3,10.2], 7.7 ms[3.7, 11.8],
8.6ms [4.7,12.6] Tdh-7-*", HAACOPDHEEITA
K &3 G Lz & D=2 F A )b DQTCF
BIEOZLBE O EIX-7.6 (5 155H1) ~-2.3 ms
(B 5% 15) Tho72,

[BER pAE]



2015/07/22

1 EREIE RIS 111 AR BRI 2223 24 (522) | (526) | (525) | (502) | (500) | (507)
. B 1223+ | 1210 | 1212+ | 1265 | 1213 < | 1219+
COPD 14 5162 4 (AAN 4134 %’é“iﬁ)# %‘ﬁ% 24 3% | 0491 | 0500 | 0.541 | 0530 | 0526 | 0.505
L LTz, FEHERMR, 707 MMEHERIATEM L (498) | (489) | (476) | (455) | (460) | (452)
AR (R CTY A o CTFEM Lz 2 3Bk TONADO 1 | ZAfkk 0.118+ | 0.052+ | 0.035+ | 0.123+ | 0.073 £ | 0.033 =
. ) 0.183 | 0.176 | 0.180 | 0.213 | 0.199 | 0.196
M NTONADO 2) °C, AHZ COPD M4 1024 41 (H @98) | (489) | (476) | (455 | (460) | (452)
ANT & ZETe) 2 1 B 1[H 52 BEWMALE L=, AHE D 0.071 | 0.082 0.050 | 0.088
AFNTEE 5 43 CThiigkre (FEV,) OLENRA B, IR %)894% [(;110569], [(;)(;)72;4] [(;1101633],
#1524 1% D FEV,AUC3, X' 7 7 FEV I TNT Esr;g"]{.f*ﬁ <0.0001[p<0.0001 =0.0001|p<0.0001
St. George’s Respiratory Questionnaire (SGRQ) 2L 5 P fiE® '
E%Q%(@l)ﬁiﬂf%ﬁh?g?As%gw YT
FuZTru—) 5Sug) (X LT, SatFRICAER [~ 5/ 0989+ ] 1070+ | 1.094= ] 1185+ | 1146+ | 1.207 +
ENRENT, £, BANEMTHFEEEOE RN 0.394 | 0432 | 0486 | 0588 | 0.507 | 0.418
B AT (45) (3%) (53) (34 (37 54
o —o 55 1199+ | 1125+ | 1214+ | 1311+ | 1290+ | 1.286 =
e 74 24 J% 0438 | 0434 | 0524 | 0.507 | 0.555 | 0.390
(1) #5243 % D FEV,AUC,5, (L) 11 @ | Gy | @a® | 6o | 6o | @)
TONADPI TONADpz A 0.207 £ | 0.055+ | 0.083+ | 0.176 = | 0.129 + | 0.055 =
AAY | FAbE | AupT e | KA | FAbetT | 4ep e 0.147 | 0.143 | 0240 | 0.161 | 0.145 | 0.203
Yl - b - @ | 68 | @8 | 360 | 36 | @9
A AERA KFI L D 0.152 | 0.134 0.059 | 0.124
a3y 1110+ | 1148+ | 1159+ | 1154+ | 1.146+ | 1.173 + | | BEfsis= [0.085, | [0.072, [-0.014, | [0.056,
0462 | 0491 | 0519 | 0516 | 0499 | 0490 | |[95% (% # 0.218] | 0.196] 0.131] | 0.192]
(522) | (526) | (525) | (502) | (500) | (507) | |xpgp
e 1363+ | 1298+ | 1314+ | 1413+ | 1307+ | 1325+ | woe o mnes "
24 % 0517 | 0.527 | 0575 | 0569 | 0555 | 0.527 Iy’”‘gi‘*’“ﬁ 2 ”@J%‘? e
(498) (489) @75) | (455) (460) @4s2) | @) BehRE, B 50, HEREERG HOREER, X—A T A U,
ZAb e 0258+ | 0.140+ | 0.138 = | 0.271 + | 0.166 + | 0.139 + NR—2 T A MEE G A ORZ AR ZEEHE, WhE %25
0211 | 0188 | 0207 | 0240 | 0222 | 0.210 BRI L L, BRI C spatial power 35y HORE & 0 LT
BERE [0.094, | [0.100, (0078, | 0.108, | 3 AETEOH (QOL) IZBT Bpust (UH&T
[95%[Z 0.140] | 0.146] 0.127] | 0.157] | — 4 [TONADO 1+2])
A, p0.0001p=0.-0001 peO.000Tp=0.0001} gt 15 24 3> SGRQ #A A 3 71, AFNER—2 T
p fi£ ¥ A rmb 68 E () L, ARl Ar LT r—L
fvA | AN
5‘2&)\4;'%%?9891 1.070+ | 1.094+ | 1.185+ | 1.146+ | 1.207 + 5pg PEA-1693 (p=0.0022) , AF|LFA by
N =R . . . . . . N
" os0s | 0432 | 0486 | 0588 | 0507 | oa1s | D J g @%}ij‘mw (p=0.0252) "C, AL H &
45 | 38 | 33 | 64 | 6D | 4 | KL THEHFENICAERICEL TV, AFIO LR
B e | Gass | loado | ooas | osso | ‘55 | loea | WA WA 1L 575%T, AnSTEL S5 pg
24 1 @ | 68 | @ | 60 | 6o | @ | (448% A v XL 16703, [p<0.0001] ) RUF A
bt 0315+ 0.125% | 0.158 % | 0279 | 0201 = | 0.138+ | NP E ™ A 5ug(48.7%, 4 Xtk 1.4261[p=0.00011)
0.169 | 0.134 | 0273 | 0203 | 0.145 | 0.209 5 Al A Wis,
@ | 69 | @ | 6o | 6o | @) t%gggﬁﬁch %ﬁgh§§iﬁw L
RAE D 0.184 | 0.155 0.078 | 0.143 ) 24 mijRQ FAITPWAN—AT A
BEfE [0.112, | [0.087, [0.006, | [0.076, | Lbi U CHERMICESR O H /N D7ZETHD 4 Lk
[95% (% 0.256] | 0.222] 0.150] | 0211] | Dk 3N &) - 7= HBE DE| A
X1

LM RS (B0

a) R, 5 H, HEHEEEEBORHEEH, X—2 71 1,
R=2 T A ANE LG BORZHENEMZREDS, BRF a2 A&
R L L, #BRE PN C spatial power ey & (0E L7 M iE
HERSEET L (MMRM)

(2) H524 8% D N7 7 FEV, (L)
TONADO 1 TONADO 2
AHI | bt [ Aeyge | OAHD | Frbet | Any 7
A = 7k -
AR
NG S22 1.110+ | 1.148+ | 1.159+ | 1.154 + | 1.146+ | 1.173 +
0.462 0.491 0.519 0.516 0.499 0.490

2. ERNERUCEBRERSE I AERRBRRE (B

MG RE) 2>
[E N CFE i L 7= B R 3B K O [E B 3 [ 3R B
(TONADO 1+2) #BRiZSI L7 B AR ANBE (A
BehH1204) T, &5 2EEFOR—2T 4 B0
Z5{v 8%, FEV,AUCys T 0.247L, bZ 7 FEV, T
0.148L CTh Y, HARNBEERIKITD 52 lHETD
2 B DMk S TERR S Tz,

€ SIE 2 |
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FF b B AT R R R ORI L 2 Y
VEREKETEETHY, AAD Y UERIEOY T X
AT ThD M~Ms ZRRIIZIFRFLE OB %2
T REICBWTIE, KBGO My Z A
WZkHT A7 EF ALY L OFESERE L TRE UL
FEIHRIE R 2 B9 5, FERRRHER (A L O
RN IZB W TR SN S Em i E R 12
BIKFERTH Y, ZOVERIT 24 B DL ERiRe 95 2
A VRN LD, &R S e
THIENER (M; ZBEREHER) 1378 F 12l
VEBERTEIER My B RHEUER) (2~ FFe
B EMHALNERSTND,

2. FuFFo—n

Fu X7 u— TR e b By AR
WTHY, invitro RERIZTBWT, AaXFa—1iT
hB;-AR }2 T hBs-AR & thifig3 5 & hB,-AR 1ZxF LT
241 {5 K& TN 2299 15 DRIPEIER 2~ LT, WMAIZE D
TG4, 41 & T 10— hBy-AR ZiEVELT %
ZETHIIANO T T =gy 7 7 —¥ 2R L,
BT T v —1 Uik (cAMP) OAERRARL, X
BXVEBEMESES, EAEY BERA XDT
EFLa Y UERERE NMEET VICEBWT,
0 A7 a— U BIRAE U 7o RO SRR B E
Zor L, FOEMT 24 BEfRisE LT,

(AR5 c B3 2 B LA E R ]
—fgH s F A Fr v U AR KIY
(Tiotropium Bromide Hydrate)

54 0 (1a,2p,48,50,76)-7-[(Hydroxydi-2-thienylac
etyl)oxy]-9,9-dimethyl-3-oxa-9-azoniatricyc
lo[3.3.1.0**]nonane bromide monohydrate

b 1 [ ]

et ey CHs

o
s 9 H }
o B - HzO
OH
=l

éj\%it . C19H22BI'NO4SQ * H2O

Sy 49043

PE ks ABR~TEAAOBRKRTH D, KiTOR
BHIC L, =& 7= (99.5) (¥
(<,

—W4 A v X7 u— LR (Olodaterol
Hydrochloride)

{bF4 : 6-Hydroxy-8-((1R)-1-hydroxy-2-{[2-(4-met

. hoxyphenyl)-1,1-dimethylethyl]amino}

ethyl)- 2H-1,4-benzoxazin-3(4H)-one

monohydrochloride
b 7 & HOH
Hsm _CHj,
(@] (o]
HN
E) * HCl
ﬁj\%it : C21H26N205 -HC1
oy FE . 422.90
MR AROKMKRTHD, A X ) — VLN NN-
AT LT I RIETRT L, K
IZRREITRT L, =& 7 —)b (99.5)
IR ITIZK L, T = MU MITIE
LA ETRT R,
(B EoER]
(1) BECIHEHOMAAZEL A~y MK
OMEHIAELZEL, FHGTEEZREET52
& o
(2) FANIHHE LN &
(3) HITHIBRIZ LV T b FEEAH LI
EH L,
(2]

ZEF L RO A=y N®28 A :

WA EL 2~y N 1L O — R v
Y 1AR (0.5mL : 28 MEFE [14 [l#% 5551 )

AEFNL RO A=y %0 A :

WA E L 2~y R 1 ER O — U v
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1. ERO—KEIBF (JAN)

AANIBLEF TH D720, 78 LRV, KR OFNSG Th DT A4 ~r vy ARKRFY (R
SRSy e Ba679, Ba 679 BR Respimat) M (N4 w1 47 v — LiRgE (JRERA RS BI1744,
BI 1744 CL) O—fRIAPRILLFD LB TH D,

1.1 FA LA ED LRIEYKIIY
HARLY « F4 b va e v LR Ky
(PR 19 4F 8 6 HATIERAFATES 0806001 7)
44, : Tiotropium Bromide Hydrate
b4 (AA%) : BAb-(1a,2848,5a,70)-7-[(E Rk P2-F =T v F )4 x]-
9,9-FAF)L3-AXH-9-7 V=7 hJ 7 u[33.1.0% ] F —Kfa
b4 (84)  : (1a,28,48,5a,7)-7-[(Hydroxydi-2-thienylacetyl)oxy]-
9,9-dimethyl-3-oxa-9-azoniatricyclo [3.3.1.0 ** Jnonane bromide monohydrate

e

Br e H,0

1.2 85T 0—)LiERkIE
HAA « 4w 27 o—/ VIR
Pk 23 459 7 22 BATSRRRATE 0922 45 1 )
%4 : Olodaterol Hydrochloride
b4 (BAR%) :6-t Ra¥ T 8-((IR)-1-t Ruax v 2-{[2-@4-A hF¥ 7 = =)L)1,1-Y A F
NEF T R ) VBTN 2HA 4R XU U 3(AH)- A R
k224 (4) @ 6-Hydroxy-8-((1R)-1-hydroxy-2-{[2-(4-methoxyphenyl)-1,
1-dimethylethylJamino } ethyl)-2 H-1,4-benzoxazin-3(4H)-one monohydrochloride
(= 3 -Fv
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H OH

CHy
OCH,

*HCI

2. EFR—A&BIZFF (INN)
2.1 FA O ED LRIEMKINY
tiotropium bromide (Rec. INN List 33, WHO Drug Information Vol.7, No.3, 1993)

2.2 A 04 5F0—)LiERRIE
Olodaterol (WHO Drug Information Vol. 24, No.1, 2010)
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1. BE - BEFOREEEEHOF LD
(L% - mi,
&
DR - R | TRPEPTEPERUE (BPESUE %, MAME) |ZD < WA & Ak o e

(RIFFEERIMERAGT = U o F R OV R R T E RPERON By B O OF F 23 6 22 72 55

“)

- R [@F, WA LE2RA (FA RBEDAE LT sug ROARF T a—L L LT
Sug) % 1 H 1 EWAEST 5,

BIFEE DI E

MR KON |JFIE : 4 b e By AR R O v 27 v — VIR

HRSY - 53 B
A - AEAL N LAy F28 A, AEALR LAEwy k60 TA
1WEZPFA R YA 25ug (F4 A8 ke LT 3.124 pg) KO
FuZru—n25ug (AuXso— Vi LT 2.7 ug)

= <FFbrETL>

=tia EULZLED P 52 AR (mg/ke)
~ A T Y LR A HEmS Bst & AR 131
~ A | WS Bst &2 A2 1000
~ A FRlRAY LD 50 S 15.5,%9 20.6
7w b N B =N WS Bst & AR >3345
7 b | S B3t & A2 4000
7 v b FEARN LD 50 215 2 195
A X oY LA HEmS Bst & IR >3.6
it | B R mEEE
5 HIH (NOAEL) B T)
g | CE )
7> b 70 <70 e, (A EE AR AT
13 A ] 600 KB IR Y TR ER AL
T VLA 5000 LEBEEN
7 b 90 <90 HCHE, (A EE AR DT
13 A ] 600 TG (5 PN [
N =N 5600 AN
A4 X 10 <10 5
13 JAH 112 e - BPERERE oD 708
xu YA (1307 CMREEE M
HEME A R IR G
A+ X 12 <12 T
13 A ] 142 11 7E - S el BE oD #iz ik
U= 1328 ISR ==l |
MR A R %
et | B o
whwm | Do E |NOAEL ERFR
5 (ng’kg/H) | (ng/kg/H)
7 vk 13 <13 FA=E, A E T
52 FHM 96 TG (5 PN [
oY LA | 641 AN
A X 5 5 T
52 @M 45 e - BPERER o 708
T a Y LA 448 MRS
HEME A R IR G
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<tuXFo—ip>

Hi[n] hiyfE P 52 ARBRAE R (mg/kg)

~ A CR=RIT PN IS B3P & o >47.7, & >51.7

~ A A HERS B5t 2 o >1000, £ 1000~2000

~ A FRIRN AR E A I 20~40

7 vk CR=R T IN IS B3P & I >22.8, & >26.6

7w b &0 HERS B5t 2 ' >1000, 2 316~1000

7w b FEARPY HERS B5t 2 ' >40, 2 40~80

XiE | B o

wop [P INOABL g

P R (ng/kg/H) | (ng/kg/H)

~ A 63 63 JRUE, (RE T, HEEET, K'T, MU UE

13 FA[H 211 URL, BEGEOBRED, EERT,

T LA 900 woe RS R T, MREEHOBAT LEGRTR L O

3258 M ERVAE, BIERT, TEBEORE, T

B ANEOFERR =R 1

7 vk 49 200 KET, fEEEEY, ASTY, ALTY, ALPY, ‘B

26 3 200 HIEXR, HEMRHHME], OFERET, T

T VLA | 3400 U a—/7 R, MEEH U T RECE o1
B, SGEREEIZIS T B R ERACAE, AhkE
OB, EEFER T, FHARHm T

~ X 15 15 WET, BHEZ, O T, T,

52 i@ 60 O ek T, DEEARENR, CKT, 7

T VLA | 330 L7 F=21, ¢TnlT, CK-MBT, ffZ7 U =
— L DR R O DY, LI DR
MR, miIRER |, IR

HIPEE (FA R E YA [Tio] KA e HF2—/L [Olo] ) >

BEC gmm | f_”;f/g“lo) SR Tio+Olo (mg/ke)
~ A oA |11 AR E A ' <33.8+<35.5
2 >358+>37.6
~ A Y VA (21 MM B o = ' <40.1+<21.4
P <43.7+<233
~ A xa Y VA |1/6 HERS B5t 2 I 2.4+15.7~4.4+28.2
? 4.7+30.2~10.7+68.7
7 vk oY VA |11 AN B 5E B g >16.7+>17.5
2 >19.1+>20.1
7 vk zu Y A |21 IS B3P & g >19.7+>10.5
2 >22.7+>12.1
7 vk oY VRN |1/6 AN B oE B I >4.8+>30.8
? >5.5+>35.5
iR | B ESea NOAEL
5 1A Tio+Olo Tio+Olo B9
508 (ng/kg/H) | (ng/kg/ H)
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7 vk AL 1:1(85.2478.6 |3 BldsEts, RESNE |, SR |, s,
4 38 85.2+78.6 HifEk% T, APTT f#E, PTiER, 7/ /ba—
T WA | 5774555 20, NUZURY R, JRET, JRIEE |,
2266+2174 U P RUERE D3R BE, MRS O i 3 B Rz kA,
LOBFEE D © R S
A4 X AR 1:1|14+16 DA T, DIHE T T, i, S R OV LR
13 74 14+16 O, (KEEMET HDHWT ], REEHR
T Y LA | 57+62 1, Z7v7F=r1, CK1, TAr73Iv],
290+310 Jna—A], ¢cInll, CK-MB 1, HRERDZE
0+290 b, W7V a—5 o amolt, o=
310+0 ST O R SRy PR AL
e BIVEFA ORBLE : 12,7120=10.0%
(RRARR ST | e S Fi %k
aE) 0% 4 (33%) Al 1 (0.8%)
11 R B I JE 1 (0.8%) % Wk 1 (0.8%)
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53.14-1 Validation Report: Determination of tiotropium bromide in human plasma samples %
by LC-MS/MS
53.14-2 Validation Report: Determination of tiotropiumbromide in human urine samples by 2
LC-MS/MS
5.3.1.4-3 Determination of the long term stability of tiotropium in human plasma and urine. Z
5.3.1.4-4 BI 1744: A HPLC-MS/MS method for the quantification of BI 1744 in human EES
plasma using automated solid phase extraction: method validation and stability data
53.1.4-5 BI 1744 CL: A HPLC-MS/MS method for the quantification of BI 1744 BS in EES
human urine using automated solid phase extraction: method validation and stability
data
5.3.1.4-6 Partial validation of an existing LC-MS/MS method for the determination of EES
tiotropium in human plasma with reduced sample volume
5.3.1.4-7 BI 1744 CL: A HPLC-MS/MS method for the quantification of BI 1744 BS in EES
human acidified urine using automated solid phase extraction: method validation and
stability data
5.3.1.4-8 Partial validation of an existing LC-MS/MS method for the determination of EES
tiotropium in acidified human urine
5.3.1.4-9 Partial and cross validation of an analytical procedure for the determination of BI EES
1744 BS in human urine samples using solid phase extraction and liquid
chromatography with tandem mass spectrometric detection (LC-MS/MS)
5.3.1.4-10 Partial and cross validation of an analytical procedure for the determination of BI 2%
1744 BS in human plasma (EDTA) samples using solid phase extraction and liquid
chromatography and tandem mass spectrometric detection (LC-MS/MS)
53.1.4-11 A HPLC-MS/MS method for the quantification of SOM 1522 BS in human plasma 2%
using automated solid phase extraction: method validation and stability data
5.3.1.4-12 A HPLC-MS/MS method for the quantification of SOM 1522 BS in human urine 2%
using automated solid phase extraction: method validation and stability data
5.3.1.4-13 CD 992 BS: A HPLC-MS/MS method for the quantification of SUM BI 1744 BS in 2%
human plasma using solid phase extraction: method validation and stability data
53.1.4-14 CD 992 BS: A HPLC-MS/MS method for the quantification of SUM BI 1744 BS in 2%
urine using automated solid phase extraction: method validation and stability data
5.3.1.4-15 Cross Validation of an Analytical Procedure for the Determination of Bl 1744 BS in | &%
Human Urine Samples (Acidified with 1M Citric Acid) Using Solid Phase
Extraction and Liquid Chromatography with Tandem Mass Spectrometric Detection
(LC-MS/MS)
5.3.1.4-16 BI 1744: HPLC-MS/MS methods for the quantification of BI 1744 in human plasma,| %
urine and acidified urine: Cross-validation between Boehringer Ingelheim, Biberach,
Germany and Covance Laboratories Ltd., Harrogate, UK
5.3.1.4-17 Stability of BI 1744 BS in incurred human plasma and urine samples 5
5.3.1.4-18 Revalidation of an existing LC-MS/MS method for the determination of tiotropium 2%
in human EDTA plasma with lowered LLOQ
5.3.14-19 Validation of an Analytical Procedure for the Determination of BI 1744 BS in 2%
Human Plasma using Solid Phase Extraction followed by Liquid Chromatography
with Tandem Mass Spectrometric Detection (LC-MS/MS).
5.3.1.4-20 Long Term Stability Assessment of BI 1744 in Human Plasma using Solid Phase zE
Extraction followed by Liquid Chromatography with Tandem Mass Spectrometric
Detection (LC-MS/MS)
532 B MEEBUE A WY B RE B OB EE
5321 MIEE AR A RBERE E
5.3.2.1-1 Determination of the In Vitro Binding of (14C) BI 1744 CL to the Plasma Proteins A
and Blood Cells of Rat, Dog and Man Using Equilibrium Dialysis
53.2.1-2 Determination of in vitro plasma protein binding of [3H]BI 1744 BS, in plasma of A

rat, dog and human
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53.2.1-3 BI 1744 CL: In vitro binding to human plasma proteins in subjects with renal or FAh
hepatic impairment and healthy volunteers
5.3.2.2 HHCEI & O H A AR BRI S &
53.2.2-1 BI 1744 CL: In vitro inhibition studies on cytochrome P450 dependent metabolic B2
reactions
5.3.2.2-2 Investigation of the human cytochrome P450 enzymes involved in the metabolism of |  #FAff
[14C]BI 1744 CL
5.3.2.2-3 Investigations on the metabolism of BI 1744 CL in humans P A
53.2.2-4 Effect ofE*D 000 XX (ciclesonide) on the oxidative in vitro metabolism of [14C]BI| #¥li
1744 CL
5.3.2.2-5 Effect of tiotropium bromide on the oxidative in vitro metabolism of [14C]BI 1744 M
CL
5.3.2.2-6 Investigations on the in vitro metabolism of BI 1744 CL M
5.3.2.2-7 Effect of BI 1744 CL on the oxidative in vitro metabolism of [14C]20000 XX Rl
53.2.2-8 In vivo metabolism of BI 1744 CL: Enantioselective analysis of the Lparent A
compound in samples of humans and animal species
5.3.2.2-9 Metabolism of BI 1744 in humans Pl
5.3.2.2-10 BI 1744-Glucuronide (CD 992): In vitro inhibition studies on cytochrome P450 P A
dependent metabolic reactions
5.3.2.2-11 BI 1744 CL: In vitro cytochrome P450 enzyme induction in primary human P
hepatocytes
5.3.2.2-12 In vitro phase II metabolism of BI 1744 Bl
5.3.2.2-13 Effect of BI 1744 CL on the oxidative in vitro metabolism of [14C] tiotropium A A
5323 fliov MEEREEZ W RBRREE
5.3.2.3-1 Investigation in the permeability of BI 1744 CL and its interaction with P- BEf
glycoprotein using the Caco-2 cell in vitro absorption model
53232 In vitro evaluation of the transport and the interaction of BI 1744 CL with human P- BEf
glycoprotein (P-gp / MDR1)
53233 In vitro evaluation of the transport and the interaction of BI 1744 CL with human BEf
organic anion transporting polypeptide (OATP) isoforms
53234 In vitro study to investigate whether olodaterol is substrate and/or inhibitor of OAT1,| 7Tl
OAT3, OCT1, OCT2 and OCT3
53.2.3-5 In vitro study to investigate whether olodaterol is a substrate and/or inhibitor of B2
Breast Cancer Resistance Protein (BCRP)
533 EARKYEIE PK) B S &
5.33.1 REFEERE IC 1T 2 PKE O AA MR e =
53.3.1-1 A randomised, double-blind, placebo-controlled (within dose groups) study to assess [ 71
safety, tolerability and pharmacokinetics of single rising inhaled doses (0.5 pgto 70
pg administered with the Respimat®) of BI 1744 CL in healthy male and female
volunteers
53.3.1-2 Safety, tolerability, pharmacokinetics and pharmacodynamics of multiple rising A
inhalative doses (2.5 pg, 10 pg, and 30 pg) of BI 1744 CL for 14 days in healthy
male and female volunteers (doubleblind, randomised, placebo controlled [at each
dose level] study)
53.3.13 An Analysis of the Pharmacokinetics of Two Metabolites of BI 1744 CL (i.e. SOM P
1522 BS and BI 1744 BS — glucuronide) following once daily inhalation of 30 pg BI
1744 CL in healthy volunteers for 14 days — An analysis of pharmacokinetic data
obtained in study 1222.2
533.14 Safety, tolerability and pharmacokinetics of single rising doses of 0.5 pg, 2.5 ug, S | =¥l
g, 10 pg, 15 pg, 20 pg, 25 pg and 30 pg BI 1744 CL (calculated as free base) given
as intravenous infusion over 30 minutes to healthy male subjects. A single-centre,
single-blind, placebocontrolled, randomised study.
5.3.3.1-5 Investigation of the metabolism and pharmacokinetics of 20 g (calculated as free B2l

base) [14C]BI 1744 CL administered as a 3-hour infusion and 40 pg (calculated as

free base) [14C]BI 1744 CL administered as an oral solution
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5.3.3.1-6

A randomised, single-blind, placebo-controlled (within dose groups) study to assess
safety, tolerability and pharmacokinetics of single rising peroral doses (15, 30, 40 pg
free base) BI 1744 CL in healthy male volunteers

R

5.3.3.1-7

A double-blind, randomised, placebo-controlled (within a dose group) study to
evaluate safety, tolerability and pharmacokinetics of multiple rising inhalative doses
(5 ng, 10 ug and 20 ug) of BI 1744 CL for 14 days in healthy male volunteers

7T

5.3.3.1-8

A randomised, double-blind, placebo-controlled (within dose groups) study to assess
safety, tolerability and pharmacokinetics of single rising inhaled doses (2.5 pg, 5 pg,
10 pg, 20 pg and 40 pg) of BI 1744 CL (administered with the Respimat®) in free
dose combination with tiotropium bromide 5 pg ( for doses up to and including 20 p
g BI 1744 CL), 10 pg (for doses of 20 pg and 40 pg BI 1744 CL) (administered with
the Respimat®) in healthy male volunteers

2T

5.3.3.1-9

Safety, tolerability, pharmacokinetics and pharmacodynamics of multiple rising
inhalative doses (2 pg/5 pg, 10 png /5 pg, and 40 pg /10 pg) of BI 1744 CL in fixed
dose combination with Tiotropium Bromide for 14 days in healthy male volunteers
(double-blind, randomised, placebo controlled [at each dose level] study)

A

5.3.32 MFIZET HPKE OO AR MER B 5

5.3.3.2-1

A randomised, open-label, parallel-group trial to assess pharmacokinetics and safety
of tiotropium + olodaterol fixed-dose combination (2.5 pug/ 5 pg, 5 ug/ 5 pug)
delivered by the RESPIMAT inhaler after 3 weeks once daily treatment in Japanese
patients with Chronic Obstructive Pulmonary Disease (COPD)

g2

53.3.2-2

A randomised, double-blind, 3-way crossover study to compare pharmacokinetics
and safety of 10 ug BI 1744 CL plus 5 ug tiotropium bromide given as fixed dose
combination via the Respimat® Inhaler with the pharmacokinetics and the safety of
the single agents, i.e. 10 ug BI 1744 CL and 5 pg tiotropium bromide, delivered via
the Respimat® Inhaler following 21 day-treatment periods in patients with chronic
obstructive pulmonary disease (COPD)

T

5.3.3.3 ANIRVEZRR A fgt U 7o PGB R 5 35

5.3.3.3-1

Pharmacokinetics, safety and tolerability of a single dose of BI 1744 CL (20 pg
administered with the Respimat® Inhaler) in patients with mild and moderate hepatic
impairment (Child Pugh classifications A and B) in comparison to a single dose of
BI 1744 CL (30 pg administered with the Respimat® Inhaler) in subjects with
normal hepatic function in a monocentric. open label. parallel group Phase I trial

A

5.3.3.3-2

Pharmacokinetics, safety, and tolerability of single dose of BI 1744 CL (30 pg
administered with the Respimat® Inhaler) in patients with severe renal impairment in
comparison to subjects with normal renal function in a monocentric, open-label,
parallel-group Phase I trial

2

5.3.3.4 SMAPEER A fET U7 PRl & 35

5.3.3.4-1

Relative bioavailability of 10 pg olodaterol (solution for inhalation administered with
the Respimat®) at steady state alone or in combination with multiple doses of 400
mg q.d. ketoconazole (tablet) in healthy male and female volunteers (an open-label,
fixed sequence, Phase I study)

2

5.3.3.4-2

Relative bioavailability of 10 pg olodaterol (solution for inhalation administered with
the Respimat®) at steady state alone or in combination with multiple doses of 400
mg q.d. fluconazole (hard capsule) in healthy male and female volunteers (an open
label, fixed sequence, Phase I study)

A

534 IAHT) 7 (

PD) BRI &

5.3.4.1 [EEERERE 23T 5 PDRER & O'PK/PDaRER & &

5.34.1-1

A double-blind, randomised, placebo controlled, six-way crossover study including
an open-label positive control (moxifloxacin) to assess the influence of via Respimat
® inhaled BI 1744 CL (single doses of 10 pg, 20 pg, 30 pg and 50 pg) on the
QT/QTCc interval of the ECG in healthy male and female volunteers

7

53.4.1-2

A double-blind, randomised, placebo controlled, three-way crossover study with an
open label positive control (moxifloxacin) to assess the influence of inhaled

tiotropium once daily over twelve days on the QT interval of the ECG in healthy

g2
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5.3.5.1  HEHd 2 AE S B9 5 el BB L &

5.3.5.1-1

Randomised, Double-Blind, Placebo-Controlled, 5-Way Cross-Over Study to Assess
the Efficacy and Safety of a Single Dose of Orally Inhaled BI 1744 CL (2 pg, 5 ng,
10 pg, 20 ug) in COPD Patients Followed by Open-Label BI 1744 CL (40 ug)

A

53.5.1-2

An Analysis of the Pharmacokinetics of Two Metabolites of BI 1744 CL (i.e. SOM
1522 BS and BI 1744 BS — glucuronide) following single inhalation of 40 pg BI
1744 CL in chronic obstructive pulmonary disease (COPD) patients — An analysis of
pharmacokinetic data obtained in the extension of study 1222.3, i.e. 1222.9003.

A

53.5.1-3

Randomised, Double-Blind, Placebo-Controlled, Parallel Group Study to Assess the
Efficacy and Safety of 4 Weeks of Once Daily Treatment of Orally Inhaled BI 1744
CL (2 pg, 5 ng, 10 pg, 20 pg) Delivered by the Respimat® Inhaler in Patients with
COPD

AT

53.5.1-4

Randomised, double-blind, placebo-controlled, parallel group study to assess the
efficacy and safety of 4 weeks of once daily treatment of orally inhaled BI 1744 CL
(2 ng, 5 pg, 10 pg) delivered by the Respimat® inhaler in Japanese patients with
COPD

A

53.5.1-5

Randomised, double-blind, placebo-controlled, parallel group study to assess the
efficacy and safety of 48 weeks of once daily treatment of orally inhaled BI 1744 CL
(5 png [2 actuations of 2.5 pg] and 10 pg [2 actuations of 5 pg]) delivered by the
Respimat® inhaler, in patients with Chronic Obstructive Pulmonary Disease (COPD)

T

5.3.5.1-6

Randomised, double-blind, placebo-controlled, parallel group study to assess the
efficacy and safety of 48 weeks of once daily treatment of orally inhaled BI 1744 CL
(5 pg [2 actuations of 2.5 pg] and 10 pg [2 actuations of 5 pg]) delivered by the
Respimat® inhaler, in patients with Chronic Obstructive Pulmonary Disease (COPD)

g2

5.3.5.1-7

A randomised, double-blind, double-dummy, placebocontrolled, parallel group study
to assess the efficacy and safety of 48 weeks of once daily treatment of orally inhaled
BI 1744 CL (5 pg [2 actuations of 2.5 pg] and 10 pg [2 actuations of 5 pg]) delivered
by the Respimat® Inhaler, and 48 weeks of twice daily Foradil® (12 pg) delivered
by the Aerolizer® Inhaler, in patients with Chronic Obstructive Pulmonary Disease
(COPD)

A

5.3.5.1-8

A randomised, double-blind, double-dummy, placebo-controlled, parallel group
study to assess the efficacy and safety of 48 weeks of once daily treatment of orally
inhaled BI 1744 CL (5 pg [2 actuations of 2.5 pg] and 10 pg [2 actuations of 5 pg])
delivered by the Respimat® Inhaler, and 48 weeks of twice daily Foradil® (12 pg)
delivered by the Aerolizer® Inhaler, in patients with Chronic Obstructive Pulmonary
Disease (COPD)

g2

5.3.5.1-9

Randomised, Double-Blind, Parallel Group Study to Assess the Efficacy and Safety
of' 4 Weeks of Once Daily Treatment of 3 Doses of Orally Inhaled BI 1744 CL, each
in fixed dose combination with Spg Tiotropium Bromide (Delivered by the Respimat
® Inhaler) compared with Sug Tiotropium Bromide Monoproduct (Delivered by the
Respimat® Inhaler) in Patients with COPD

A

5.3.5.1-10

Randomised, double-blind, cross-over study to assess the efficacy and safety of 4
weeks of once daily treatment of 2 doses of orally inhaled BI 1744 CL, each in fixed
dose combination (FDC) with 5 pg tiotropium bromide (delivered by the respimat®
inhaler) in patients with COPD

AT

5.3.5.1-11

A randomised, double-blind, 8 treatment, 4 period, incomplete crossover study to
determine the optimal free dose combination of olodaterol and tiotropium (both
delivered by the Respimat® Inhaler) after 4 weeks once daily treatment in patients
with COPD

A

5.3.5.1-12

A randomised, double-blind, parallel group study to assess the efficacy and safety of
52 weeks of once daily treatment of orally inhaled tiotropium + olodaterol fixed dose
combination (2.5 pg /5 pg; 5 nug/ 5 pg) (delivered by the RESPIMAT® Inhaler)
compared with the individual components (2.5 pg and 5 pg tiotropium, 5 pg
olodaterol) (delivered by the RESPIMAT® Inhaler) in patients with Chronic
Obstructive Pulmonary Disease (COPD) [TOnadoTM 1]

T
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5.3.5.1-13

A randomised, double-blind, parallel group study to assess the efficacy and safety of
52 weeks of once daily treatment of orally inhaled tiotropium + olodaterol fixed dose
combination (2.5 pg /5 pg; 5 nug/ 5 pg) (delivered by the RESPIMAT® Inhaler)
compared with the individual components (2.5 pg and 5 pg tiotropium, 5 pg
olodaterol) (delivered by the RESPIMAT® Inhaler) in patients with Chronic
Obstructive Pulmonary Disease (COPD) [TOnadoTM 2]

REA

5.3.5.1-14

A randomised, double-blind, parallel-group study to assess the safety and efficacy of
52 weeks of once daily treatment of orally inhaled tiotropium + olodaterol fixed-dose
combination (2.5 pg/ 5 pug, 5 pg/S pg) and olodaterol (5 pg) delivered by the
Respimat® inhaler in Japanese patients with Chronic Obstructive Pulmonary Disease
(COPD)

A

5.3.5.1-15

Randomised, double-blind, placebo-controlled, 6 treatment, 4 period, incomplete
cross-over trial to characterise the 24-hour lung function profiles of tiotropium +
olodaterol fixed dose combination (2.5/5 ng, 5/5 pg), tiotropium (2.5 pg, 5 pg) and
olodaterol (5 pg) (oral inhalation, delivered by the Respimat® Inhaler) after 6 weeks
once daily treatment in patients with Chronic Obstructive Pulmonary Disease
(COPD) [VIVACITOTM]

T

5.3.5.1-16

Statistical analysis using Japanese in study 1237.5

R

5.3.5.1-17

Statistical analysis using Japanese in study 1237.6

ST

5.3.5.1-18

Analyses using protocol—specified model in study 1222.11

R

5.3.5.1-19

Analyses using protocol—specified model in study 1222.12

S

5.3.5.1-20

Descriptive statistics for primary endpoints in study 1222.5, 1222.22, 1222.11,
1222.12,1222.13,1222.14

2

5.3.5.1-21

Descriptive statistics for TDI focal score in study 1222.13, 1222.14

R

5.3.5.1-22

Descriptive statistics for primary endpoints in study 1237.5, 1237.6, 1237.22

FFi

5.3.5.3 L ORBREAE 2 OF CTREAT L 7= E

5.3.5.3-1

Combined analysis of efficacy and safety data obtained in Studies 1222.11 and
1222.12 - Randomised, double-blind, placebo-controlled, parallel group studies to
assess the efficacy and safety of 48 weeks of once daily treatment of orally inhaled
BI 1744 CL (5 pg [2 actuations of 2.5 pg] and 10 pg [2 actuations of 5 pg]) delivered
by the Respimat® inhaler, in patients with chronic obstructive pulmonary disease
(COPD)

gz

5.3.5.3-2

Combined analysis of studies 1222.13 and 1222.14: randomised, double-blind,
double-dummy, placebo-controlled, parallel group studies to assess the efficacy and
safety of 48 weeks of once daily treatment of orally inhaled BI 1744 CL (5 pg[2
actuations of 2.5 pg] and 10 pg [2 actuations of 5 pg]) delivered by the Respimat®
Inhaler, and 48 weeks of twice daily Foradil® (12 pg) delivered by the Aerolizer®
Inhaler. in patients with chronic obstructive pulmonary disease (COPD)

2

5.3.5.3-3

Combined analysis of efficacy data obtained in the twin studies 1237.5 and 1237.6
- Randomised, double-blind, parallel group studies to assess the efficacy and safety
of 52 weeks of once daily treatment of orally inhaled tiotropium + olodaterol fixed
dose combination (2.5 pg /5 ng; 5 ug/ 5 ng) (delivered by the Respimat® Inhaler)
compared withthe individual components (2.5 pug and 5 pg tiotropium, 5 pg
olodaterol) (delivered by the Respimat® Inhaler) in patients with Chronic
Obstructive Pulmonary Disease (COPD) [TOnadoTM 1 and TOnadoTM 2]

gz

5.3.5.3-4

Summary of Clinical Efficacy - Supplement - Olodaterol

R

5.3.5.3-5

Summary of Clinical Safety - Supplement - Olodaterol

A

5.3.5.3-6

Summary of Clinical Efficacy - Supplement - FDC

R

5.3.5.3-7

Summary of Clinical Safety - Supplement - FDC

AT

5.3.5.3-8

Japanese Integrated Summary of Efficacy

R

5.3.5.3-9

Japanese Integrated Summary of Safety

A

5.3.5.3-10

Adjudicated Report - Olodaterol

Sl

5.3.5.3-11

Statistical analysis using Japanese in studies 1237.5 and 1237.6 combined

R

5.3.5.3-12

Adjudicated Report - FDC

Rl

5.3.5.3-13

ECG data analyses for 1237.5, 1237.6 and 1237.22 combined data

R
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5.3.5.3-14 Updated MACE tables for Olodaterol mono 48-week parallel-group studies FAh
(1222.11, 1222.12, 1222.13 and 1222.14)
5.3.53-15 Updated subgroup analyses for Trough FEV 1 response after 24 weeks by ICS use at | #¥ffi
baseline(1237.5 and 1237.6 combined)
5.3.5.3-16 Analyses using protocol—specified model in studies 1222.11 and 1222.12 combined A
5.3.5.3-17 Descriptive statistics for TDI focal score in studies 1222.13 and 1222.14 combined FAh
5.3.5.3-18 Descriptive statistics for SGRQ total score in studies 1237.5 and 1237.6 combined P
53.54 T OO ERRABR R E
5.3.5.4-1 Randomised, double-blind, double-dummy, placebo-controlled, 4-way cross-over 2%
study to determine the 24-hour FEV 1-time profiles of orally inhaled BI 1744 CL (5 n
g [2 actuations of 2.5 pg] and 10 pg [2 actuations of 5 pg]), administered once daily
with the Respimat® Inhaler, and orally inhaled Foradil® (12 pg), administered twice
daily with the Aerolizer® Inhaler, after 6 weeks of treatment in patients with Chronic
Obstructive Pulmonary Disease (COPD)
5.3.5.4-2 Randomised, double-blind, double-dummy, placebo-controlled, 4-way cross-over P
study to determine the 24-hour FEV 1-time profiles of orally inhaled BI 1744 CL (5 n
g [2 actuations of 2.5 ng] and 10 pg [2 actuations of 5 pg]), administered once daily
with the Respimat® Inhaler, and orally inhaled Foradil® (12 pg), administered twice
daily with the Aerolizer® Inhaler, after 6 weeks of treatment in patients with Chronic
Obstructive Pulmonary Disease (COPD)
53.543 Combined analysis of efficacy data obtained in Studies 1222.24 and 1222.25 - P
Randomised, double-blind, double-dummy, placebo-controlled, 4-way cross-over
studies to determine the 24-hour FEV 1-time profiles of orally inhaled BI 1744 CL (5
ng [2 actuations of 2.5 pg] and 10 pg [2 actuations of 5 pg]), administered once daily
with the Respimat® Inhaler, and orally inhaled Foradil® (12 pg) administered twice
daily with the Aerolizer® Inhaler, after 6 weeks of treatment in patients with chronic
obstructive pulmonary disease (COPD)
53.54-4 Randomised, double-blind, 4-way cross-over study to determine the 24-hour FEV1- EES
time profile of orally inhaled BI 1744 CL, delivered with the Respimat® inhaler,
after 3 weeks of once daily (5 pg [2 actuations of 2.5 pg], 10 ug [2 actuations of 5 p
g]) or twice daily (2 pg [2 actuations of 1 pg], 5 pug [2 actuations of 2.5 pg])
administration in patients with Chronic Obstructive Pulmonary Disease (COPD)
5.3.54-5 Randomised, double-blind, placebo-controlled, 3-way cross-over study to determine 2%
the effect of 6 weeks treatment of orally inhaled BI 1744CL (5 pg [2 actuations of
2.5pg] and 10 pg [2 actuations of Spg]) delivered by the Respimat® Inhaler on
exercise endurance time during constant work rate cycle ergometry in patients with
Chronic Obstructive Pulmonary Disease (COPD)
5.3.5.4-6 Randomised, double-blind, placebo-controlled, 3-way cross-over study to determine 2%
the effect of 6 weeks treatment of orally inhaled BI 1744 CL (5 pg [2 actuations of
2.5pg] and 10 pg [2 actuations of 5 pg]) delivered by the Respimat® Inhaler on
exercise endurance time during constant work rate cycle ergometry in patients with
Chronic Obstructive Pulmonary Disease (COPD)
5.3.5.4-7 Randomised, double-blind, double-dummy, placebo-controlled, 4-way cross-over P
study to characterise the 24-hour FEV 1-time profiles of BI 1744 CL Spg and 10pg
(oral inhalation, delivered by the Respimat® Inhaler) and tiotropium bromide 18pg
(oral inhalation, delivered by the HandiHaler®) after 6 weeks of treatment in patients
with Chronic Obstructive Pulmonary Disease (COPD)
5.3.5.4-8 Randomised, double-blind, double-dummy, placebo-controlled, 4-way cross-over 2%

study to characterise the 24-hour FEV1-time profiles of BI 1744 CL 5ug and 10pug
(oral inhalation, delivered by the Respimat® Inhaler) and tiotropium bromide 18ug
(oral inhalation, delivered by the HandiHaler®) after 6 weeks of treatment in patients

with Chronic Obstructive Pulmonary Disease (COPD)
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5.3.5.4-9 Combined analysis of efficacy data obtained in Studies 1222.39 and 1222.40 - 2%
Randomised, double-blind, double-dummy, placebo-controlled, 4-way cross-over
studies to characterise the 24-hour FEV1-time profiles of BI 1744 CL 5 pg and 10 pg
(oral inhalation, delivered by the Respimat® Inhaler) and tiotropium bromide 18 pg
(oral inhalation, delivered by the HandiHaler®) after 6 weeks of treatment in patients
with chronic obstructive pulmonary disease (COPD)
5.3.5.4-10 Analysis of covariate effects on olodaterol pharmacokinetic parameters in patients 5E
with Chronic Obstructive Pulmonary Disease and Asthma from trials 1222.5 and
1222.6.
5.3.5.4-11 A randomised, double-blind, 5 treatment arms, 4-period, incomplete cross-over study| =&
to determine the effect of 6 weeks treatment of orally inhaled tiotropium + olodaterol
fixed dose combination (FDC) (2.5 /5 pg; and 5/ 5 pg) (delivered by the Respimat®
Inhaler) compared with tiotropium (5 pg), olodaterol (5 pg ) and placebo (delivered
by the Respimat® Clinical Phase: Inhaler) on lung hyperinflation and exercise
endurance time during constant work rate cycle ergometry in patients with Chronic
Obstructive Pulmonary Disease (COPD) [MORACTO™ 1]
5.3.54-12 A randomised, double-blind, 5 treatment arms, 4-period, incomplete cross-over study P
to determine the effect of 6 weeks treatment of orally inhaled tiotropium + olodaterol
fixed dose combination (2.5 /5 pgand 5 /5 pg) (delivered by the Respimat®
Inhaler) compared with tiotropium (5 pg), olodaterol (5 pg ) and placebo (delivered
by the Respimat® Inhaler) on lung hyperinflation and exercise endurance time
during constant work rate cycle ergometry in patients with Chronic Obstructive
Pulmonary Disease (COPD) [MORACTO™ 2]
5.3.54-13 A randomised, double-blind, placebo-controlled, parallel group study to determine 2%
the effect of 12 weeks treatment of orally inhaled tiotropium + olodaterol fixed dose
combination (2.5/5 pg, 5/5 pg) delivered by the Respimat® Inhaler, on exercise
endurance time during constant work rate cycle ergometry in patients with Chronic
Obstructive Pulmonary Disease (COPD) [TorractoTM]
5.3.5.4-14 BI 1744: Meta-analysis of ADRB2 haplotypes across phase IlI trials 1222.11 - .14 5
5.3.5.4-15 Meta-analysis of ADRB2 haplotypes based on 2 genotyped polymorphisms across 2%
trials 1237.5 and 1237.6
5.3.5.4-16 Meta-analysis of ADRB2 haplotypes based on 2 genotyped polymorphisms across 2%
trials 1237.13, 1237.14 and 1237.15
5.3.5.4-17 Descriptive statistics for primary endpoints in study 1222.26 >
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