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Abstract: Chronic obstructive pulmonary disease (COPD), a respiratory disease characterized
by a progressive decline in lung function, is considered to be a leading cause of morbidity and
mortality. Long-acting inhaled bronchodilators, such as long-acting {3, agonists (LABAs) or
long-acting muscarinic antagonists (LAMAs), are the cornerstone of maintenance therapy
for patients with moderate-to-very-severe COPD. For patients not sufficiently controlled on
a single long-acting bronchodilator, a combination of different bronchodilators has shown a
significant increase in lung function. Tiotropium, a once-daily dosing LAMA, demonstrated
sustained improvements in lung function as well as improved health-related quality of life,
reduced exacerbations, and increased survival without altering the rate of decline in the mean
forced expiratory volume in 1 second (FEV ) with fairly tolerable side effects. Olodaterol is a
once-daily dosing LABA that has proven to be effective in improving lung function, reducing
rescue medication use, and improving dyspnea and health-related quality of life, as well as
improving exercise endurance with an acceptable safety profile. The combination of olodaterol
and tiotropium provided additional improvements in lung function greater than monotherapy
with each drug alone. Several well-designed randomized trials confirmed that the synergistic
effect of both drugs in combination was able to improve lung function and health-related
quality of life without a significant increase in adverse effects. The objective of this paper is
to review available evidence on the clinical efficacy and safety of tiotropium, olodaterol, and
their combination in patients with COPD.
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Introduction

Chronic obstructive pulmonary disease (COPD) is a progressive yet controllable
disease characterized by persistent airway obstruction triggered by an inflammatory
response to several noxious stimuli, mainly cigarette smoke." The chronic inflam-
matory response may eventually stimulate the development of parenchymal tissue
destruction (emphysema) and chronic bronchitis, which in turn contribute to most of
the symptoms of the disease, mainly dyspnea and chronic cough.'?

COPD is a leading cause of morbidity and mortality, with data supporting future
predictions of it becoming the third leading cause of death, resulting in a substantial
and increasing worldwide economic and social burden mainly driven by disease
exacerbations and hospitalizations.'

As a result, management of COPD is primarily aimed at relieving and reducing
symptoms as well as reducing the risk of future exacerbations."?
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So far, no treatment has been shown to improve the
decline in lung function that happens with time; however,
appropriate pharmacologic and nonpharmacologic interven-
tions can reduce disease-related symptoms, decrease the
frequency and severity of exacerbations, and improve health
status and exercise tolerance.'?

The Global Initiative for Chronic Obstructive Lung
Disease 2015 guidelines and other international guidelines
shed light on three main classes of medications commonly
used in treating COPD referred to as bronchodilators, corti-
costeroids, and methylxanthines. Inhaled therapy is preferred,
and long-acting agents are convenient and more effective than
short-acting ones.' A stepwise approach is often implemented
starting with short-acting bronchodilators on an “as needed”
basis due to their rapid onset of action, then incorporating
long-acting bronchodilators as the backbone of maintenance
treatment, and eventually incorporating corticosteroids as
patient symptoms and disease severity progress.'

Long-acting bronchodilators have even managed to
demonstrate an acute improvement in several key respira-
tory parameters. A study by Santus et al* was able to show
that tiotropium was able to significantly improve inspira-
tory capacity (IC) and thoracic gas volume (TGV) after
30—-120 minutes of acute administration more than the com-
bination of budesonide/formoterol, while changes in residual
volume were not significant. This documentation of the acute
effects of long-acting bronchodilators is an important finding
that demonstrates their potential role in the acute setting as
well as in improving patient symptoms and quality of life in
the long term. Tiotropium was able to additionally improve
static and dynamic lung hyperinflation, exertional dyspnea
(during activities of daily living and exertion), and exercise
tolerance compared with placebo in several randomized,
double-blind studies.*

When it comes to patients not adequately controlled on
a single long-acting bronchodilator, a combination of bron-
chodilators with different mechanisms of action, such as the
combination of a long-acting [3, agonist (LABA; formoterol)
and a long-acting anticholinergic agent (tiotropium), has
shown a significant increase in lung function translated as
an improvement in forced expiratory volume in 1 second
(FEV)) than either drug alone.>® A double-blind, double-
dummy, crossover, randomized study carried out by Caz-
zola et al” to explore the acute effects of adding salmeterol
to tiotropium in patients with stable COPD showed that the
addition of salmeterol to tiotropium elicited a significantly
faster onset of action and showed a trend for a greater maxi-
mum bronchodilation than single drugs alone. In two ran-
domized, double-blind, parallel-group, multicenter studies,

the combination of tiotropium bromide plus budesonide/
formoterol and tiotropium plus salmeterol/fluticasone
improved trough FEV, to a significantly greater extent than
with tiotropium bromide plus placebo with a significantly
lower rate of severe exacerbations (rate ratio [RR], 0.38;
95% confidence interval [CI], 0.25-0.57), hospitalizations,
or emergency room visits (RR, 0.35; 95% CI, 0.16-0.78).8
This combination additionally managed to improve lung
function (P=0.049), quality of life (P=0.01), and hospital-
ization rates (incidence RR, 0.53; CI, 0.33-0.86) in patients
with moderate-to-severe COPD compared to those receiving
tiotropium plus placebo.’

Consequently, tiotropium, marketed under the brand
name Spiriva® HandiHaler® (Boehringer Ingelheim GmbH,
Ingelheim, Germany) in the US, became one of the most com-
monly used once-daily bronchodilators after having proven
efficacy in improving lung function and quality of life, and
in reducing acute exacerbations and hospitalizations.*!!

In recent years, development of newer bronchodilators
focused on once-daily agents since patient adherence in
COPD has always been of concern due to its low rates and
significant impact on patient morbidity, mortality, and quality
of life.!? As a result, the newest addition to the once-daily
dosing profile is the LABA olodaterol. Olodaterol is mar-
keted under the brand name Striverdi® Respimat® Inhalation
Spray (Boehringer Ingelheim GmbH). It is approved for the
long-term maintenance treatment of airflow obstruction in
patients with COPD, including chronic bronchitis and/or
emphysema. '

On August 19, 2014, after olodaterol demonstrated
24-hour bronchodilation efficacy in several clinical stud-
ies, Boehringer Ingelheim filed a New Drug Application
(NDA) for the fixed-dose combination (FDC) of tiotropium
and olodaterol under the brand name Stiolto™ Respimat®
delivered via the Respimat® Soft Mist™ inhaler (Boehringer
Ingelheim GmbH). The NDA was accepted for review by
the US Food and Drug administration (FDA).'* On May 21,
2015, the FDA approved once-daily Stiolto™ Respimat®
(tiotropium bromide and olodaterol) Inhalation Spray. It has
been approved as a long-term, once-daily maintenance treat-
ment of airflow obstruction in patients with COPD, including
chronic bronchitis and/or emphysema. Stiolto™ Respimat® is
not indicated to treat asthma or acute deterioration of COPD
and it does not replace the use of a rescue inhaler.!>!¢

The proposed efficacy and safety of the tiotropium plus
olodaterol FDC was demonstrated in three global Phase I1I
trials: the TONADO®, VIVACITO®, and ANTHELTO®
trials. These studies are part of a large Phase III clinical trial
program (TOviTO®) for tiotropium plus olodaterol FDC,
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which includes more than 8,000 people living with COPD
worldwide.'*

The primary objective of this article is to review available
evidence on the clinical efficacy and safety of tiotropium,
olodaterol, and their combination in patients with COPD.

Methods for selection and

assessment of the literature

PubMed (2003-2015) was searched for primary literature
and review articles on tiotropium, olodaterol, or the com-
bination. Mainly, clinical trials about the monocomponents
and their combination were identified, in addition to reviews,
meta-analysis, case reports, and guidelines for COPD. The
search was limited to human studies published in the English
language and included both safety and efficacy outcomes.
Manufacturing data and product labeling were also used.

Pharmacodynamic and pharmacokinetic
properties

Tiotropium

Mechanism of action

The anticholinergic agent tiotropium bromide is a long-
acting, potent, specific, muscarinic receptor antagonist
with high affinity to M3 receptors located in bronchial lung
tissue. Tiotropium bromide competitively and reversibly
antagonizes M3 receptors, resulting in the relaxation of
bronchial smooth muscle and subsequent bronchodilation.'!”
It dissociates slowly from M3 receptors, giving a 24-hour
bronchodilator effect. Tiotropium also increases expiratory
airflow, decreases smooth muscle tone in the airways, and
consequently reduces lung hyperinflation, which in turn
improves exercise endurance.!” Another potential mechanism
by which tiotropium contributes to improved lung hyperinfla-
tion is its effect on airway inflammation and the production
of reactive oxidative species. A study performed by Santus
et al,'® in which 24 COPD patients were randomized to
receive either formoterol (12 g twice a day) or tiotropium
(18 pg once daily), showed a better anti-inflammatory activ-
ity profile with tiotropium when compared to formoterol in
a clinical setting, reducing superoxide and leukotriene B,
(LTB,) production by peripheral neutrophils.

Dosing and pharmacokinetics

Tiotropium bromide inhalation powder is approved at a dose
of 18 ng once daily. Following inhalation of tiotropium bro-
mide in healthy, young volunteers, 19.5% of the dose reaches
the lungs witha C__achieved almost 5 minutes after inhala-
tion. The pharmacokinetics of the drug are slightly altered
in patients with COPD in which 14% of the delivered dose

is excreted in the urine, with the remainder being deposited
in the gastrointestinal tract and eliminated in the feces. No
dosage adjustment is required in the elderly or in patients
with hepatic impairment; however, use should be monitored
closely in patients with moderate-to-severe renal impairment
(creatinine clearance of =50 mL/min).'"%

Adverse drug reactions and drug interactions

Avoid coadministration with other anticholinergic drugs.
The most common adverse reactions reported in clinical trials
were dry mouth, sinusitis, pharyngitis, nonspecific chest pain,
and upper respiratory and urinary tract infections.!”?° Further
reported adverse reactions from a 4-year trial were headache,
constipation, depression, insomnia, and arthralgia.?

Contraindications and precautions

Use is contraindicated in patients with a history of hypersen-
sitivity to tiotropium, ipratropium (atropine derivatives), or
any components of Spiriva capsules. Caution in patients with
severe hypersensitivity to milk proteins and patients with a
history of hypersensitivity reactions to atropine should be
closely monitored for cross-reactions. Use with caution in
patients with narrow-angle glaucoma or urinary retention
due to risk of symptom worsening.!”?

Olodaterol

Mechanism of action

Olodaterol is a potent and selective [3,-adrenergic receptor
agonist. By binding and activating 3,-adrenergic receptors in
the airways, olodaterol mediates intracellular adenyl cyclase
stimulation, with a consequent increase in cyclic adenosine
monophosphate levels, which relaxes the smooth muscles
of the airways to achieve bronchodilation. It forms a stable
complex with the 3,-adrenergic receptor, with a dissociation
half life of 17.8 hours. Single doses of olodaterol improved
FEV, for 24 hours in patients with COPD."**!

Dosing and pharmacokinetics

The recommended dosage of olodaterol is 5 g inhaled once
daily (as two actuations) via the Respimat soft mist inhaler.
The pharmacokinetics of olodaterol follows a linear pattern,
with systemic exposure to the drug increasing in proportion
to dose. After inhaled administration, maximum plasma
concentrations of olodaterol are generally achieved within
1020 minutes, and the estimated absolute bioavailability of
the drug is approximately 30%. The dosage of olodaterol does
not require adjustment in patients with renal impairment or
those with mild or moderate hepatic impairment.!” Important
pharmacokinetic information on tiotropium and olodaterol
is listed in Table 1.'"3
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Table | Pharmacokinetics of tiotropium and olodaterol

Metabolism

Elimination

Absorption Distribution
Tiotropium T .. 5 minutes 72% bound to

Bioavailability 19.5% (inhalation) plasma proteins
Olodaterol T .. 10-20 minutes 60% bound to

Bioavailability 30% (inhalation) plasma proteins

Hepatic (minimal), via CYP2Dé6

and CYP3A4

Direct glucuronidation (UGT2B7, UGTIAI,
IA7, and 1A9) and O-demethylation

Excretion: urine (16%); feces
(primarily nonabsorbed drug)
Excretion: urine (9%

unchanged); majority in feces

(primarily CYP2C9 and 2C8)

Abbreviations: T, time to peak plasma concentration; CYP, cytochrome P450.

Adverse drug reactions and drug interactions

The most frequent adverse reactions with olodaterol included
nasopharyngitis, bronchitis, back pain, upper respiratory
and urinary tract infections, rash, and arthralgia.'* The most
common adverse reactions with the combination Stiolto™
Respimat® (>3% incidence and higher than any of the
comparators — tiotropium and/or olodaterol) were nasophar-
yngitis, 12.4% (11.7%/12.6%), cough, 3.9% (4.4%/3.0%),
and back pain, 3.6% (1.8%/3.4%)."

Drugs known to prolong the QT interval, such as monoamine
oxidase inhibitors and tricyclic antidepressants, may potentiate
the cardiovascular (CV) effects of olodaterol, and ketoconazole
may increase systemic exposure to it; thus, caution is advised
when coadministering olodaterol with these agents.'*?* More-
over, use caution if administering adrenergic drugs because sym-
pathetic effects of olodaterol may be potentiated. Concomitant
treatment with xanthine derivatives, steroids, or diuretics may
potentiate the hypokalemic effect of olodaterol.

Contraindications and precautions

Olodaterol requires caution in several patient populations,
including those with CV disorders, QT interval prolongation,
thyrotoxicosis, convulsive disorders, or sensitivity to sym-
pathomimetic amines, and should not be used for the treat-
ment of acute COPD symptoms, acute COPD deterioration,
or asthma.'*?>?* Table 2 summarizes some precautions that
should be taken into consideration when using tiotropium or
olodaterol in special populations.

Table 2 Special populations and Stiolto™ respimat

Dosing of the combination Stiolto™ Respimat®

Each actuation from the mouthpiece of the newly approved
combination contains 3.124 ug tiotropium bromide mono-
hydrate, equivalent to 2.5 ug tiotropium, and 2.736 ug
olodaterol hydrochloride, equivalent to 2.5 pg olodaterol.
Stiolto™ Respimat® should be administered as two oral
inhalations once-daily at the same time of the day.*

Clinical trials

Tiotropium

Tiotropium bromide has demonstrated significant improve-
ments in patients’ health-related quality of life and has
managed to reduce the number of acute exacerbations and
hospitalizations, in addition to improving dyspnea, and
reducing adverse events (AEs) compared to placebo. Several
well-designed studies comparing tiotropium to placebo and
to the most commonly used LABAs (salmeterol, formoterol,
and indacaterol) over periods ranging from 3 to 48 months
of follow-up provided solid evidence that tiotropium was at
least as safe and effective if not superior to other long-acting
bronchodilators.?

One of the landmark trials comparing the safety and
efficacy of tiotropium to placebo was the 4-year UPLIFT
(Understanding Potential Long-term Impacts on Function
with Tiotropium) trial in which tiotropium was able to provide
sustained improvements in lung function and health-related
quality of life in patients with moderate-to-very-severe COPD
with a significant change in the St George’s Respiratory

Special populations Comments

Pediatric (aged <18 years)
Geriatric population

Safety and efficacy of olodaterol and tiotropium has not been established in this population
Tiotropium: monitoring patients with moderate-to-severe renal impairment due to increased plasma drug levels

Olodaterol: no differences in effectiveness or adverse effects were noted in geriatric patients compared

to younger adults

Pregnancy/lactation Pregnancy category C

Excretion in breast milk unknown/use caution

Renal impairment

Tiotropium: caution in moderate-to-severe renal impairment; monitor closely

Olodaterol: no dosage adjustment necessary

Hepatic impairment

No dosage adjustment necessary for both tiotropium and olodaterol

Notes: Pregnancy category C: animal reproduction studies have shown an adverse effect on the fetus and there are no adequate and well-controlled studies in humans.
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Questionnaire (SGRQ) total score (ranging from 2.3 to 3.3
units, P<0.001). Tiotropium was also able to reduce exacerba-
tions and associated hospitalizations with a significant delay
in the time to the first exacerbation of 16.7 months (95% CI,
14.9-17.9) versus 12.5 months (95% CI, 11.5-13.8) in the pla-
cebo group. Furthermore, tiotropium was able to demonstrate
an increased survival without altering the rate of decline in the
mean FEV compared to placebo, and it was associated with a
reduction in the risk of CV mortality and CV events.??’

Bateman et al*® evaluated the long-term efficacy and
safety of tiotropium 5 or 10 ug versus placebo, inhaled via
the Respimat® Soft Mist™ Inhaler (SMI) in two multicenter,
multinational, randomized, double-blind, parallel-group
1-year studies involving 1,990 patients. The two studies
were combined and had four coprimary endpoints (trough
FEV  response, Mahler transition dyspnea index [TDI]
and SGRQ scores all at week 48, and COPD exacerba-
tions per patient-year). The mean trough FEV response
of tiotropium 5 or 10 pg relative to placebo was 127 or
150 mL, respectively (both P<<0.0001). The COPD exac-
erbation rate was significantly lower with tiotropium 5 pg
(RR =0.78; P=0.002) and tiotropium 10 pug (RR =0.73;
P=0.0008); the health-related quality of life and Mahler
TDI coprimary endpoints were significantly improved with
both doses (both P<<0.0001). Tiotropium Respimat® SMI
5 ug demonstrated sustained improvements in patients
with COPD relative to placebo and similar to the 10 pg
dose but with a lower frequency of anticholinergic AEs.?
In trials involving the comparison of tiotropium to other
active treatments such as salmeterol, tiotropium bromide
was able to significantly lower the rate of exacerbations
and delay the time to first exacerbation.”* However, exac-
erbation rates did not significantly differ between patients
receiving tiotropium bromide and those receiving the FDC
of salmeterol/fluticasone propionate (RR, 0.967; 95% CI,
0.836-1.119; P=0.656).>%

Moreover, pooled data from several randomized con-
trolled trials comparing tiotropium to salmeterol found that
tiotropium was superior in improving quality of life as mea-
sured by the SGRQ, with a significant improvementin FEV,
from baseline as well as marked improvements in dyspnea
and rescue medication use.% 32

Compared to formoterol, a 6-week study done by van
Noord et al® revealed that tiotropium resulted in a signifi-
cantly greater improvement in FEV, (127 vs 86 mL). The
combination of tiotropium plus formoterol was superior in
improving FEV compared to each drug alone (234 mL), with

an accompanying significant decrease in daytime salbutamol
use during combination therapy.” In few of the short-term
studies that evaluated the efficacy of indacaterol compared
to tiotropium, the LABA was comparable to tiotropium in
improving health-related outcomes.*3*

Findings from several studies have consistently reported
that tiotropium is safe and well tolerated, with the most
commonly reported AE being dry mouth.?>3¢ However,
the debate still remains around the safety of the Respimat
inhaler compared to the Handihaler delivery device, with the
former being associated with an increased risk of mortality.
A pooled analysis of two 30-week, double-blind, double-
dummy, crossover studies, involving 207 COPD patients,
both tiotropium doses (5 or 10 pg) delivered by Respimat
SMI were significantly superior to placebo and noninferior
to tiotropium 18 pg HandiHaler on the primary endpoint
of (FEV,) response (all P<<0.0001). All active treatments
were significantly superior to placebo (all P<<0.0001) and
both doses of tiotropium Respimat SMI were noninferior to
tiotropium 18 pg HandiHaler on the secondary spirometry
variables and rescue medication use.’’

A recent trial of over 17,000 patients concluded that
tiotropium 2.5 or 5 lg delivered via Respimat had a similar
safety profile and exacerbation efficacy to that of tiotropium
18 ug delivered via Handihaler, in terms of similar rates of
death, major CV AEs, and risk of first exacerbation.*

Olodaterol

Olodaterol is a novel long-acting inhaled B, adrenergic
receptor agonist approved for the long-term, once-daily
maintenance treatment of airflow obstruction in patients with
COPD. It has demonstrated efficacy in several randomized,
well-designed clinical trials ranging across a period of 648
weeks.

In four pivotal, 48-week, Phase III trials, the addition
of olodaterol 5 ug once daily to usual maintenance therapy
significantly (P<<0.05) improved lung function compared with
the addition of placebo. Significant (P<<0.05) improvements
inFEV  area under the curve (AUC), , and trough FEV were
maintained throughout 48 weeks in all four trials.***' In two
of these trials, treatment with olodaterol or formoterol for 24
weeks was not associated with significant improvements rela-
tive to placebo in terms of the coprimary endpoint of the TDI
focal score. However, a significantly greater improvement
with olodaterol than with placebo in the key secondary end-
point of SGRQ was seen as well as a reduced need for daytime
and night-time rescue medication relative to placebo.*!
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The FEV, AUC profile over 24 hours was significantly
(P<<0.001) better with olodaterol than with placebo and was
generally similar to that of tiotropium 18 g once daily in a
6-week Phase 111 trial.*? Findings from a 4-week trial demon-
strated significant (P<<0.0001) improvement in trough FEV|
with olodaterol in Japanese patients with COPD.* Olodaterol
treatment also significantly improved exercise endurance
time (ET) by 11.8% and 14% (P=0.0018).*

Several 48-week trials evaluating the safety profile of
olodaterol in adults with moderate to severe COPD have been
conducted. Results concluded that olodaterol 5 or 10 g is
generally well tolerated with a comparable safety profile to
formoterol and placebo, with the most common AEs being
nasopharyngitis, upper respiratory tract infection, cough,
COPD exacerbation, and pneumonia. The most frequent type
of serious AEs observed was lung cancer, with a higher inci-
dence in patients receiving olodaterol 10 pg, formoterol, and
placebo compared to those receiving olodaterol 5 pig.!3404145

Tiotropium/olodaterol FDC

With the goal of improving patient outcomes and adherence,
a number of once- or twice-daily fixed-dose long-acting
muscarinic antagonist (LAMA)/LABA combinations are
under development, with the most recently approved being
the Boehringer Ingelheim treatment consisting of the FDC of
tiotropium and olodaterol. There is growing research and evi-
dence suggesting that combining a fixed dose of a 3,-agonist
and a muscarinic antagonist achieves better bronchodilation
and clinical outcomes compared with either agent alone. With
a once-daily dosing profile, they are anticipated to impact
favorably on patient preference and compliance. This com-
bination provides an effective, convenient, and potentially
safer alternative to a LABA/ICS combination. The new
formulation delivered as oral inhalation via the Respimat®
inhaler overcomes some of the limitations of metered dose
inhalers, such as hand-breath coordination and generation of
high inspiratory flow.*¢

Encouraging data from preclinical models with tiotro-
pium plus olodaterol demonstrated synergistic effects on
bronchoprotection in vivo, which lead to replicated positive
results in Phase II and III clinical trials.*’

Clinical Phase II trials aimed at finding the optimal dose
for the combination of tiotropium/olodaterol.**** All combi-
nations of tiotropium/olodaterol demonstrated higher FEV|
and FVC values than the respective tiotropium or olodaterol
monotherapy with the following P-values: tiotropium/
olodaterol 5/2 pg (P=0.008), 5/5 nug (P=0.012), and 5/10 ug
(P<0.0001).484

Several well-designed, randomized, global Phase I1I trials
evaluated the effect of the combination of olodaterol and
tiotropium on lung function and exercise endurance versus
placebo and/or their individual components. The results of
these trials are summarized in Table 3. The 52-week replicate
TONADO 1 and 2 studies enrolled more than 5,500 patients
with moderate-to-very-severe COPD. Results showed that
lung function, as measured by FEV, AUC_ , and trough
FEV response, significantly improved in patients receiving
tiotropium plus olodaterol FDC 2.5/5 or 5/5 ug delivered
via the Respimat® inhaler versus the monocomponents in
both studies (P<<0.0001 for all comparisons). Sustained
improvements in trough FEV | responses were seen after
24 weeks of treatment with tiotropium plus olodaterol FDC
2.5/5 ng, 5/5 ug compared to tiotropium 2.5, 5, and olodat-
erol 5 ug with the following values 111, 136, 83, 65, and
54 mL, respectively. Statistically significant improvement
was seen with the combination versus the individual compo-
nents at 24 weeks (P<<0.05 for all comparisons).*® A subgroup
analysis of FEV AUC , and trough FEV stratified accord-
ing to inhaled corticosteroid use showed that tiotropium plus
olodaterol improved lung function irrespective of whether
patients were receiving inhaled corticosteroids or not. After
24 weeks, statistically significant improvements in SGRQ total
score were seen for tiotropium plus olodaterol FDC 5/5 g
over corresponding individual components (versus olodaterol
5 ug; P<<0.01; versus tiotropium 5 pg; P<<0.05) but not for
tiotropium plus olodaterol FDC 2.5/5 g versus the individual
components.*® In addition, statistically significant improve-
ments were also observed for the secondary endpoint of the
Mabhler TDI focal score at 24 weeks for both tiotropium plus
olodaterol FDCs versus their monocomponents (P<<0.05).
Both tiotropium plus olodaterol FDC 5/5 and 2.5/5 ug
reduced the 24-hour rescue medication use compared to the
monotherapy components throughout the 52-week treatment
period. Kaplan—Meier estimates of probability of moderate/
severe COPD exacerbation showed a trend for improvement
in exacerbations with both FDCs versus the monotherapy
components.*

Similar results were achieved in the 6-week cross-over
Phase III VIVACITO™ study in which once-daily tiotro-
pium plus olodaterol FDC improved lung function (FEV ) of
COPD patients to levels significantly above those achieved
with tiotropium or olodaterol monotherapies, or with placebo
sustained over 24 hours with a side-effect profile similar to
tiotropium monotherapy.™'

Results from two replicate, double-blind, randomized,
12-week studies (ANHELTO 1 and 2) that evaluated the
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Table 3 Clinical trial results of tiotropium and olodaterol combination

Study

Arms

Efficacy endpoints

Findings

TONADO | and 2*°

VIVACITO®!

ANTHELTO | and 2%

Tiotropium plus olodaterol
FDC 5/5 ug or 2.5/5 ug versus
monocomponents (olodaterol
5 g or Tiotropium 5 ug or
2.5 ug) Respimat

Tiotropium plus olodaterol FDC
(2.5/5 ug, 5/5 ug) versus tiotropium
(2.5 ug or 5 ng) and olodaterol (5
1g) monotherapy via Respimat

Olodaterol 5 1g once daily

(via Respimat®) combined with
tiotropium |8 [ig once daily (via
HandiHaler®) versus tiotropium

AUC_ ; of FEV,
trough FEVI, and
SGRQ total score
over 52 weeks

24-hour FEV, time
profile over 6 weeks

AUC_ , of FEV,
trough FEV,, and
SGRQ total score
over 12 weeks

Improvements in FEV| AUC_ ; with tiotropium plus
olodaterol FDC 5/5 ug and 2.5/5 ug over individual
components were SS (P<<0.0001 for all comparisons)
Improvements in trough FEV| with combination
were SS (P<<0.05 for all comparisons)

SS improvements in SGRQ for FDC 5/5 ug

over monocomponents (versus olodaterol

5 ug: —1.693+0.553% P<<0.0l; versus tiotropium
5 ug: —1.233+0.551*, P<0.05) but not for
tiotropium plus olodaterol FDC 2.5/5 ug
Significant improvement in FEV, with the FDC
versus monocomponents

Significant improvements with the FDC over
tiotropium + placebo in: FEV, AUC_ ; (treatment
differences: 0.117 L [P<0.001], ANHELTO I;
0.106 L [P<0.001], ANHELTO 2)

18 g once daily (via HandiHaler®)
combined with placebo
(via Respimat®)

TORRACTO? Tiotropium plus olodaterol (5/5 ug
or 2.5/5 ug) once daily via Respimat

Soft Mist inhaler, or placebo

Exercise ET at
12 weeks

Trough FEV| (treatment differences: 0.062 L
[P<<0.001]), ANHELTO 1; 0.040 L [P=0.0029],
ANHELTO 2

Improvements in SGRQ total scores (treatment
difference —1.85; P<<0.0001)

ET significantly increased (21% increase, P=0.06)
Significantly increased pre-exercise IC (P<<0.0005)

Notes: *Data are presented as adjusted mean * standard error.

Abbreviations: ET, endurance time; FDC, fixed-dose combination; FEV , forced expiratory volume in | second; IC, inspiratory capacity; SGRQ, St George’s Respiratory

Questionnaire; SS, statistically significant.

efficacy and safety of olodaterol 5 pug once daily (via Respimat®)
combined with tiotropium 18 g once daily (via HandiHaler®)
versus tiotropium 18 pg once daily (via HandiHaler®) combined
with placebo (via Respimat®) in patients with moderate-to-
severe COPD further reinforced the pooled data on the efficacy
of this FDC.>2 Olodaterol + tiotropium managed to significantly
improve FEV, AUC, , over tiotropium +placebo (ANHELTO 1:
treatment differences: 0.117 L [P<<0.001]; ANHELTO 2:
0.106 L [P<<0.001]) and trough FEV, (ANHELTO 1: treat-
ment differences: 0.062 L [P<<0.001], ANHELTO 2: 0.040 L
[P<<0.0029]). These effects translated to improvements in
SGRQ total scores (treatment difference —1.85; P<<0.0001).
The tolerability profile of olodaterol + tiotropium was similar
to tiotropium monotherapy.*

TORRACTO (NCT01525615) was a 12-week, double-
blind, parallel-group, placebo-controlled, Phase III study to
evaluate the effects of tiotropium/olodaterol FDC on exercise
endurance in patients with GOLD 2-3 COPD. A total of
404 patients with GOLD 2-3 COPD received tiotropium
plus olodaterol (5/5 or 2.5/5 ug) once daily via Respimat
Soft Mist inhaler, or placebo. ET was increased, although not
significantly, with tiotropium plus olodaterol 5/5 pug versus

placebo at 12 weeks (21% increase, nominal P=0.06). Both
tiotropium/olodaterol doses significantly increased pre-
exercise IC versus placebo (tiotropium plus olodaterol 5/5 g,
234 mL; tiotropium plus olodaterol 2.5/5 pg, 207 mL,
nominal P<0.0005).%

Direct head-to-head trials comparing the FDC of
tiotropium/olodaterol to other FDCs of already available
LABAs, LAMAs, or ICS are lacking. However, the ENER-
GITO (NCT01969721) trial, which is part of the TOviTO
program, is intended to provide evidence of superior
improvements in lung function with high- and low-dose FDC
of tiotropium and olodaterol (FDC1.25/2.5 and 2.5/2.5 ug)
compared with high- and low-dose FDC of fluticasone pro-
pionate and salmeterol (Accuhaler® [GlaxoSmithKline plc,
London, UK] 250/50 and 500/50 pg) in 228 COPD patients.
The primary outcome is a change from baseline in FEV,
AUC ..
no study results are published yet.

* The study was completed in February 2015, but

Cost effectiveness
According to US estimates, the average wholesale price
(AWP)/month of Striverdi® Respimat is approximately
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$87.19 while that of Spiriva® Handihaler is $357.37.!":3
Olodaterol appears to be more expensive than similar drugs
of its class such as indacaterol which has an AWP/month
of $8.08.% However, no head-to-head trials comparing
olodaterol to indacaterol have yet been published to prove
if olodaterol therapy translates into better clinical outcomes
that would justify its increased cost.

The AWP of the combination Stiolto™ Respimat®/month
is $378.82 in the US.*® Nevertheless, no cost-estimate or
cost-effectiveness analyses have yet been done on the com-
bination of tiotropium/olodaterol versus other combinations
in the treatment of patients with COPD.

Formulary considerations

Patients with moderately severe COPD suffer from
repeated hospitalizations, debilitating symptoms, and
impaired HRQOL. As a result, they are likely to be on
more than one bronchodilator therapy to treat airflow
obstruction. Guidelines recommend combination therapy
involving two long-acting bronchodilators with different
modes of action in patients whose COPD is not sufficiently
controlled with monotherapy. Thus, ongoing research on
combination bronchodilators has been on the rise in an
effort to provide new treatment options for maintenance
treatment of COPD.*’

Both olodaterol and tiotropium monotherapies are
approved as options for long-term maintenance treatment
of COPD on the basis of proven similar efficacy to already
existing bronchodilators such as salmeterol, formoterol, and
their combinations. Tiotropium managed to improve lung
function, exercise endurance, and HRQOL in addition to its
ability to reduce exacerbations compared to the LABAS sal-
meterol, formoterol, and indacaterol.'' Similarly, olodaterol
demonstrated symptomatic improvements in lung function
over 24 hours and enhanced health outcomes, as assessed
by the SGRQ compared to tiotropium, salmeterol, and for-
moterol.” The FDC of tiotropium plus olodaterol, approved
by the FDA, has demonstrated sustained improvements in
lung function, as measured by trough FEV, and in SGRQ
total score over 648 weeks compared to those receiving
olodaterol or tiotropium alone.’” The FDC has an acceptable
safety profile, with most frequent adverse effects being dry
mouth, nasopharyngitis, bronchitis, cough, and back pain.
This LAMA/LABA combination is the first product on the
market that offers an alternative to dry powder delivery sys-
tems with a once-daily dosing regimen that aims at improving
adherence especially in patients who require treatment with
both monocomponents alone. Because of the slower spray

velocity and longer spray duration, the use of Respimat is less
dependent on inhalation technique. A spacer is not needed
with Respimat. In addition, Respimat does not require gen-
eration of high inspiratory flow rates required for some dry
powder inhalers.’® Another advantage that this combination
offers is that it does not include a corticosteroid, which spares
the patient from the multiple adverse effects associated with
corticosteroids in the long term. Further longer duration trials
against active comparators are needed to ascertain if this
FDC offers any additional advantages over other combina-
tion inhalers with regard to efficacy, safety, and quality of
life. This FDC’s low potential for adverse effects, ease of
administration, and once-daily regimen may improve patient
outcomes and adherence to therapy.

Conclusion

Tiotropium/olodaterol FDC therapy has been proven effec-
tive in several well-designed randomized controlled trials
involving thousands of patients. It is a promising option for
maintenance treatment of patients with COPD. Compared
to tiotropium alone, it has shown greater improvement in
lung function, symptom control, and HRQOL. In an effort
to further explore the efficacy and safety of this FDC and
as part of the extensive TOviTO® clinical trial program for
tiotropium plus olodaterol Respimat® FDC, DYNAGITO® is
a 52-week multinational double-blind ongoing trial designed
to investigate the impact of once-daily, orally inhaled tiotro-
pium plus olodaterol Respimat® FDC (5/5 ug) compared to
Spiriva Respimat® monotherapy (5 pg) on exacerbations in
patients with severe to very severe COPD.** The benefit of
tiotropium plus olodaterol Respimat® FDC on survival will
also be evaluated in this new study.’ Data from future clinical
trials investigating this innovative combination will further
add to the already existing pool of evidence supporting the
effectiveness and convenience of this once-daily combina-
tion inhaler.

Disclosure
The authors report no conflicts of interests in this work.

References

1. Global Initiative for Chronic Obstructive Lung Disease (GOLD).
Global strategy for the diagnosis, management, and prevention of
chronic obstructive pulmonary disease. Updated 2015. Available from:
http://www.goldcopd.org/uploads/users/filess GOLD_Report_2015.pdf.
Accessed April 7, 2015.

2. Qaseem A, Wilt TJ, Weinberger SE, et al. Diagnosis and management of
stable chronic obstructive pulmonary disease: a clinical practice guideline
update from the American College of Physicians, American College of
Chest Physicians, American Thoracic Society, and European Respiratory
Society. Ann Intern Med. 2011;155(3):179-191.

submit your manuscript

2354

Dove

International Journal of COPD 2015:10


www.dovepress.com
www.dovepress.com
www.dovepress.com

Dove

Combined bronchodilators (tiotropium plus olodaterol)

3.

13.

14.

Tashkin DP, Ferguson GT. Combination bronchodilator therapy in the
management of chronic obstructive pulmonary disease. Respir Res.
2013;14:49.

. Santus P, Centanni S, Verga M, Di Marco F, Matera MG, Cazzola M.

Comparison of the acute effect of tiotropium versus a combina-
tion therapy with single inhaler budesonide/formoterol on the
degree of resting pulmonary hyperinflation. Respir Med. 2006;100:
1277-1281.

. Tashkin DP, Pearle J, Iezzoni D, Varghese ST. Formoterol and Tiotro-

pium compared with Tiotropium alone for treatment of COPD. COPD.
2009;6(1):17-25.

. van Noord JA, Aumann JL, Janssens E, et al. Comparison of tiotropium

once daily, formoterol twice daily and both combined once daily in
patients with COPD. Eur Respir J. 2005;26(2):214-222.

. Cazzola M, Centanni S, Santus P, et al. The functional impact of adding

salmeterol and tiotropium in patients with stable COPD. Respir Med.
2004;98:1214-1221.

. Welte T, Miravitlles M, Hernandez P, et al. Efficacy and toler-

ability of budesonide/formoterol added to tiotropium in patients with
chronic obstructive pulmonary disease. Am J Respir Crit Care Med.
2009;180(8):741-750.

. Aaron SD, Vandehmheen KL, Fergusson D, et al; for Canadian Thoracic

Society/Canadian Respiratory Clinical Research Consortium. Tiotro-
pium in combination with placebo, salmeterol, or fluticasone-salmeterol
for treatment of chronic obstructive pulmonary disease: a randomized
trial. Ann Intern Med. 2007;146(8):545-555.

. Calverley PM, Anderson JA, Celli B, et al; for TORCH investigators.

Salmeterol and flucticasone propionate and survival in chronic obstruc-
tive pulmonary disease. N Engl J Med. 2007;356(8):775-789.

. Spiriva® 18 microgram inhalation powder, hard capsule [UK summary

of product characteristics, online]. Berkshire, UK: Boehringer Ingelheim
International GmbH. Available from: http://www.medicines.org.uk/
EMC/medicine/10039/SPC/Spiriva+18+microgram+inhalation+pow
der%?2c+hard+capsule. Accessed April 7, 2015.

. Bourbeau J, Bartlett SJ. Patient adherence in COPD. Thorax. 2008;

63(9):831-838.

Striverdi® Respimat® (olodaterol) inhalation spray for oral inhala-
tion [US prescribing information]. Berkshire, UK: Boehringer
Ingelheim International GmbH; 2014. Available from: http://www.
boehringeringelheim.ca/content/dam/internet/opu/ca_EN/documents/
humanhealth/product_monograph/StriverdiPMEN.pdf. Accessed
April 7, 2015.

GmbH. Boehringer Ingelheim announces U.S. filing for the fixed-
dose combination tiotropium plus olodaterol for patients with
COPD [press release]; August 19, 2014. Available from: http://
us.boehringeringelheim.com/news_events/press_releases/press_
release_archive/2014/08-19-14-boehringer-ingelheim-us-filing-fixed-
dose-combination-tiotropium-plus-olodaterol-patients-copd.html.
Accessed April 7, 2015.

. Boehringer Ingelheim Pharmaceuticals, Inc. FDA Approves Stiolto

Respimat (tiotropium bromide and olodaterol) Inhalation Spray for
COPD [press release]. Boehringer Ingelheim Pharmaceuticals, Inc.;
2015 [May]. Available from: http://www.drugs.com/newdrugs/fda-
approves-stiolto-respimat-tiotropium-bromide-olodaterol-inhalation-
copd-4216.html. Accessed July 10, 2015.

. Boehringer Ingelheim Pharmaceuticals, Inc. STIOLTO™ RESPIMAT®

Now Available in the United States for the Treatment of COPD [press
release]. Boehringer Ingelheim Pharmaceuticals, Inc.; 2015 [June 30].
Available from: http://us.boehringer-ingelheim.com/news_events/
press_releases/press_release_archive/2015/6-30-2015-stiolto-respimat-
available-united-states-treatment-copd.html. Accessed July 10, 2015.

. Keating GM. Tiotropium bromide inhalation powder: a review of its use

in the management of chronic obstructive pulmonary disease. Drugs.
2012;72:273-300.

. Santus P, Buccellati C, Centanni S, et al. Bronchodilators modulate

inflammation in chronic obstructive pulmonary disease subjects.
Pharmacol Res. 2012;66:343-348.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

. Barr RG, Bourbeau J, Camargo CA, Ram FS. Tiotropium for stable

chronic obstructive pulmonary disease: a meta-analysis. Thorax. 2006;
61(10):854-862.

Yohannes AM, Connolly MJ, Hanania NA. Ten years of tiotropium:
clinical impact and patient perspectives. Int J Chron Obstruct Pulmon
Dis. 2013;8:117-125.

vanNoord JA, Smeets JJ, Drenth BM, et al. 24-hour bronchodilation
following a single dose of the novel B,-agonist olodaterol in COPD.
Pulm Pharmacol Ther. 2011;24(6):666—672.

Bouyssou T, Casarosa P, Naline E, et al. Pharmacological character-
ization of olodaterol, a novel inhaled f3,-adrenoceptor agonistexerting
a 24-hour-long duration of action in preclinical models. J Pharmacol
Exp Ther. 2010;334(1):53-62.

Van Noord JA, Korducki L, Hamilton A, Koker P. Four weeks once
daily treatment with BI 1744 CL, a novel long-acting 3,-agonist, is
effective in COPD patients [abstract]. Am J Respir Crit Care Med.
2009;179:A6183.

HIGHLIGHTS OF PRESCRIBING INFORMATION of STIOLTO. Avail-
able from: http://bidocs.boehringeringelheim.com/BIWebAccess/View
Servlet.ser?docBase=renetnt&folderPath=/Prescribing+Information/PIs/
Stiolto+Respimat/stiolto.pdf. Accessed July 10, 2015.

Vogelmeier C, Hederer B, Glaab T, et al; for POET-COPD Investiga-
tors. Tiotropium versus salmeterol for the prevention of exacerbations
of COPD. N Engl J Med. 2011;364(12):1093—-1103.

Tashkin DP, Celli B, Senn S, et al; for UPLIFT Study Investigators.
A 4-year trial of tiotropium in chronic obstructive pulmonary disease.
N Engl J Med. 2008;359(15):1543—1554.

Pedone C, Incalzi RA. Tiotropium in chronic obstructive pulmonary
disease. N Engl J Med. 2009;360:185.

Bateman E, Singh D, Smith D, et al, Efficacy and safety of tiotropium
Respimat® SMI in COPD in two 1-year randomised studies. /ntJ COPD.
2010;5:197-208.

Wedzicha JA, Calverley PM, Seemungal TA, Hagan G, Ansari Z,
Stockley RA; for INSPIRE Investigators. The prevention of chronic obstruc-
tive pulmonary disease exacerbations by salmeterol/fluticasone propionate
or tiotropium bromide. Am J Respir Crit Care Med. 2008;177(1):19-26.
O’Donnell DE, Fluge T, Gerken F, et al. Effects of tiotropium on lung
hyperinflation, dyspnoea and exercise tolerance in COPD. Eur Respir J.
2004;23:832-840.

Brusasco V, Hodder R, Miravitlles M, Korducki L, Towse L, Kesten S.
Health outcomes following treatment for six months with once daily
tiotropium compared with twice daily salmeterol in patients with COPD.
Thorax. 2003;58(5):399-404.

Briggs DD Jr, Covelli H, Lapidus R, Bhattycharya S, Kesten S, Cassino C.
Improved daytime spirometric efficacy of tiotropium compared with
salmeterol in patients with COPD. Pulm Pharmacol Ther.2005;18(6):
397-404.

Donohue JF, Fogarty C, Lotvall J, et al; for INHANCE Study Investi-
gators. Once-daily bronchodilators for chronic obstructive pulmonary
disease: indaceterol versus tiotropium. Am J Respir Crit Care Med.
2010;182(2):155-162.

Buhl R, Dunn LJ, Disdier C, et al; for INTENSITY study investigators.
Blinded 12-week comparison of once-daily indacaterol and tiotropium
in COPD. Eur Respir J. 2011;38(4):797-803.

Karner C, Chong J, Poole P. Tiotropium versus placebo for chronic obstructive
pulmonary disease. Cochrane Database Syst Rev. 2012;7:CD009285.
Chong J, Karner C, Poole P. Tiotropium versus long-acting beta-agonists
for stable chronic obstructive pulmonary disease. Cochrane Database
Syst Rev. 2012;9:CD009157.

Van Noord JA, Cornelissen PJ, Aumann JL, Platz J, Mueller A,
Fogarty C. The efficacy of tiotropium administered via Respimat® Soft
Mist Inhaler or HandiHaler® in COPD patients. Respir Med. 2009;103:
22-29.

Singh S, Loke YK, Enright PL, Furberg CD. Mortality associated with
tiotropium mist inhaler in patients with chronic obstructive pulmonary
disease: systematic review and meta-analysis of randomised controlled
trials. BMJ. 2011;342:d3215.

International Journal of COPD 2015:10

submit your manuscript

2355

Dove


www.dovepress.com
www.dovepress.com
www.dovepress.com
http://www.medicines.org.uk/EMC/medicine/10039/SPC/Spiriva+18+microgram+inhalation+powder%2c+hard+capsule
http://www.medicines.org.uk/EMC/medicine/10039/SPC/Spiriva+18+microgram+inhalation+powder%2c+hard+capsule
http://www.medicines.org.uk/EMC/medicine/10039/SPC/Spiriva+18+microgram+inhalation+powder%2c+hard+capsule
http://www.boehringeringelheim.ca/content/dam/internet/opu/ca_EN/documents/humanhealth/product_monograph/StriverdiPMEN.pdf
http://www.boehringeringelheim.ca/content/dam/internet/opu/ca_EN/documents/humanhealth/product_monograph/StriverdiPMEN.pdf
http://www.boehringeringelheim.ca/content/dam/internet/opu/ca_EN/documents/humanhealth/product_monograph/StriverdiPMEN.pdf
http://us.boehringeringelheim.com/news_events/press_releases/press_release_archive/2014/08-19-14-boehringer-ingelheim-us-filing-fixed-dose-combination-tiotropium-plus-olodaterol-patients-copd.html
http://us.boehringeringelheim.com/news_events/press_releases/press_release_archive/2014/08-19-14-boehringer-ingelheim-us-filing-fixed-dose-combination-tiotropium-plus-olodaterol-patients-copd.html
http://us.boehringeringelheim.com/news_events/press_releases/press_release_archive/2014/08-19-14-boehringer-ingelheim-us-filing-fixed-dose-combination-tiotropium-plus-olodaterol-patients-copd.html
http://us.boehringeringelheim.com/news_events/press_releases/press_release_archive/2014/08-19-14-boehringer-ingelheim-us-filing-fixed-dose-combination-tiotropium-plus-olodaterol-patients-copd.html

Ramadan et al

Dove

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

Wise RA, Anzueto A, Cotton D, et al. Tiotropium Respimat inhaler and
the risk of death in COPD. N Engl J Med. 2013;369(16):1491-1501.
Ferguson G, Feldman G, Hofbauer P, et al. Efficacy and safety of
olodaterol once daily delivered via Respimat® in patients with GOLD
2—4 COPD: results from two replicate 48-week studies. Int J Chron
Obstruct Pulmon Dis. 2014;9:629-645.

Koch A, Pizzichini E, Hamilton A, et al. Lung function efficacy and
symptomatic benefit of olodaterol once daily delivered via Respimat®
versus placebo and formoterol twice daily in patients with GOLD 2—4
COPD: results from two replicate 48-week studies ./nt J Chron Obstruct
Pulmon Dis. 2014;9:697-714.

Lange P, Aumann J-L, Derom E, et al. The 24-h FEV1 time profile
of olodaterol QD delivered via Respimat® in COPD: results from two
6-week studies [abstract]. Eur Respir J. 2013;42(Suppl 57):982s,
4635.

Ichinose M, Takizawa A, Izumoto T, Fukuchi Y. Efficacy of 4 weeks’
once-daily treatment with olodaterol (BI 1744), a novel long-acting
B,-agonist, in Japanese patients with COPD [abstract]. Am J Respir
Crit Care Med. 2012;185:A2931.

Maltais F, Kirsten A, Hamilton A, De Sousa D, Wang F, Decramer M.
Evaluation of the effects of olodaterol on exercise endurance in patients
with COPD: results from two 6-week studies. Abstract 748A presented
at: CHEST, Chicago, IL, USA, October 26-31, 2013.

McGarvey L, Niewoehner D, Magder S, et al. One-year safety of olo-
daterol once daily via Respimat in patients with GOLD 2—4 chronic
obstructive pulmonary disease: results of a pre-specified pooled analysis
[abstract]. COPD. Epub February 18, 2015.

Muruganandan S, Jayaram L. Profile of a fixed-dose combination of
tiotropium/olodaterol and its potential in the treatment of COPD. Int J
Chron Obstruct Pulmon Dis. 2015;10:1179-1189.

Bouyssou T, Schnapp A, Casarosa P, Pieper MP. Addition of the new
once-daily LABA BI 1744 to tiotropium results in superior bronchop-
rotection in pre-clinical models [abstract A4445]. Am J Respir Crit
Care Med. 2010;181:A4445.

Maltais F, Beck E, Webster D, et al. Four weeks once daily treatment
with tiotropiumioolodaterol (BI 1744) fixed dose combination com-
pared with tiotropium in COPD patients [abstract 5557]. Eur Respir J.
2010;36:1014s.

Aalbers R, Maleki-Yazdi MR, Hamilton A, et al. Dose-finding study
for tiotropium and olodaterol when administered in combination
via the Respimat® inhaler in patients with COPD. Eur Respir J.
2012;40:5255-526s.

Buhl R, Maltais F, Abrahams R, et al. Tiotropium and olodaterol fixed-
dose combination versus mono-components in COPD (GOLD 2-4).
Eur Respir J. 2015;45:969-979.

International Journal of COPD

Publish your work in this journal

The International Journal of COPD is an international, peer-reviewed
journal of therapeutics and pharmacology focusing on concise rapid
reporting of clinical studies and reviews in COPD. Special focus is given
to the pathophysiological processes underlying the disease, intervention
programs, patient focused education, and self management protocols.

S1.

52.

53.

54.

55.

56.

57.

58.

59.

Boehringer Ingelheim. Characterization of 24-hour lung function pro-
files of inhaled tiotropium plus olodaterol fixed dose combination in
patients suffering from chronic obstructive pulmonary disease. Avail-
able from: https://www.clinicaltrials.gov/ct2/show/NCT01559116?
term=NCTO01559116&rank=1. Accessed April 5, 2015.

ZuWallack R, Allen L, Hernandez G, Ting N, Abrahams R. Effi-
cacy and safety of combining olodaterol Respimat® and tiotropium
HandiHaler® in patients with COPD: results of two randomized,
double-blind, active-controlled studies. Int J Chron Obstruct Pulmon
Dis. 2014;9:1133—1144.

Maltais F, GaldizIturri JB, Kirsten A, et al. P250 Effects of 12 weeks of
once-daily tiotropium and olodaterol fixed-dose combination on exercise
endurance in patients with COPD. Thorax. 2014;69:A186-A187.
Characterization of lung function profile of inhaled tiotropium plus
olodaterol fixed dose combination compared to fluticasone propi-
onate + salmeterol fixed dose combination in COPD patients. Clini-
calTrials.gov Identifier: NCT01969721; 2013. Available from: https:/
clinicaltrials.gov/ct2/show/NCT01969721. Accessed July 20, 2015.
ARCAPTA™ NEOHALER™ (indacaterol inhalation powder) [US pre-
scribing information]. Stein, Switzerland: Novartis Pharma Stein AG;
2012. Available from: http://www.pharma.us.novartis.com/product/pi/
pdf/arcapta.pdf. Accessed April 7, 2015.

Stiolto respimat (tiotropium bromide and olodaterol) [prescribing
information]. Ridgefield, CT: Boehringer Ingelheim Pharmaceuticals;
June 2015.

Tashkin D, Ferguson G. Combination bronchodilator therapy in the man-
agement of chronic obstructive pulmonary disease. Respir Res. 2013;
14:49.

Khachikian D. Olodaterol (Striverdi Respimat) National Drug
Monograph. March 2015. Available from: http://www.pbm.va.gov/
PBM/clinicalguidance/drugmonographs/Olodaterol_Monograph.pdf.
Accessed April 20, 2015.

Boehringer Ingelheim. Comparing the efficacy of tiotropium plus
olodaterol (5/5 pg) fixed dose combination (FDC) over tiotropium
5 ug in reducing moderate to severe exacerbations in patients with
severe to very severe chronic obstructive pulmonary disease. Available
from: https://www.clinicaltrials.gov/ct2/show/NCT02296138?term=
NCT02296138&rank=1. NLM identifier: NCT02296138. Accessed
April 20, 2015.

Dove

This journal is indexed on PubMed Central, MedLine and CAS. The
manuscript management system is completely online and includes a
very quick and fair peer-review system, which is all easy to use. Visit
http://www.dovepress.com/testimonials.php to read real quotes from
published authors.

Submit your manuscript here: http://www.dovepress.com/international-journal-of-chronic-obstructive-pulmonary-disease-journal

2356

submit your manuscript

Dove

International Journal of COPD 2015:10


http://www.dovepress.com/international-journal-of-chronic-obstructive-pulmonary-disease-journal
http://www.dovepress.com/testimonials.php
www.dovepress.com
www.dovepress.com
www.dovepress.com
www.dovepress.com
https://www.clinicaltrials.gov/ct2/show/NCT01559116?term=NCT01559116&rank=1
https://www.clinicaltrials.gov/ct2/show/NCT01559116?term=NCT01559116&rank=1
https://clinicaltrials.gov/ct2/show/NCT01969721
https://clinicaltrials.gov/ct2/show/NCT01969721
http://www.pharma.us.novartis.com/product/pi/pdf/arcapta.pdf
http://www.pharma.us.novartis.com/product/pi/pdf/arcapta.pdf
http://www.pbm.va.gov/PBM/clinicalguidance/drugmonographs/Olodaterol_Monograph.pdf
http://www.pbm.va.gov/PBM/clinicalguidance/drugmonographs/Olodaterol_Monograph.pdf
https://www.clinicaltrials.gov/ct2/show/NCT02296138?term=NCT02296138&rank=1
https://www.clinicaltrials.gov/ct2/show/NCT02296138?term=NCT02296138&rank=1

	Publication Info 4: 
	Nimber of times reviewed 2: 


