
NICE recommends a long-
acting inhaled antimuscarinic

agent (LAMA) as an option for
patients with COPD with exacerba-
tions, persistent exacerbations or
persistent breathlessness (see
Figure 1).1

Until aclidinium bromide
(Eklira Genuair) became available,
the only agent in this class was
tiotropium (Spiriva), which is for-
mulated as a dry powder and
inhaled via the cartridge-loaded
Handihaler or as a solution admin-
istered via the Respimat inhaler.
The duration of action of tio -
tropium exceeds 24 hours and
improvement in lung function is
evident within 30 minutes.

The technology
Aclidinium bromide is an inhaled
LAMA licensed as maintenance

therapy to relieve symptoms in
adults with COPD. Its onset of
action is less than 30 minutes and
duration of action is 12 hours. 

The recommended dose is one
inhalation (322µg, equivalent to a
metered dose of 400µg) twice
daily, administered as a dry pow-
der using the 60-dose Genuair
inhaler. 

No dose adjustment is required
for elderly people or in patients
with renal or hepatic impairment. 

Aclidinium should be used with
caution in patients with cardiac
disease (these patients were
excluded from clinical trials and
experience is lacking) and, due to
its antimuscarinic activity, in
patients with symptomatic prosta-
tic hyperplasia, bladder-neck
obstruction or narrow-angle glau-
coma.

Clinical trials
Three placebo-controlled trials –
ATTAIN (Aclidinium To Treat
Airway obstruction In COPD
patieNts),2 ACCORD (Action to
Control Cardiovascular Risk in
Diabetes)3 and LAS-MD-38 Part A4

– have evaluated aclidinium in the
treatment of COPD, all using
200µg (not licensed) and 400µg
doses. Only the higher dose is
reported here. 

The trials were of similar design
and included patients with at least
moderately severe COPD – forced
expiratory volume in one second
(FEV1)/forced vital capacity (FVC)
ratio <70 per cent and FEV1 <80
per cent1 – who were aged ≥40
years and with a smoking history of
≥10 pack-years. Other treatment,
including inhaled salbutamol, was
continued. 
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KEY POINTS

• aclidinium bromide (Eklira Genuair) is an

inhaled long-acting antimuscarinic agent

licensed as maintenance therapy for COPD

• the recommended dose is one puff (322µg)

twice daily

• a month’s treatment costs £28.60 (30 days) 

• in clinical trials lasting 12 and 24 weeks in patients with moderate to

severe COPD, aclidinium significantly improved lung function and

COPD-related health status compared with placebo

• an unpublished trial shows these benefits are maintained at one year

• overall the frequency of exacerbations of all severities is reduced

• the overall frequency of adverse events is similar to that seen with

placebo

• it is delivered using a multiple-dose dry-powder inhaler specifically

designed for use in COPD patients; it has been shown to be acceptable

to patients and easy to use



The primary end-point was the
change from baseline in morning
predose (trough) FEV1.

In ATTAIN, mean baseline
FEV1 was 52 per cent predicted
and approximately one-third of
patients had severe COPD.2 About
one-third of patients reported at
least one exacerbation in the pre-
vious year. Aclidinium (n=269) 
significantly increased trough
FEV1 (by 128ml) compared 
with placebo at 24 weeks and at 
all time points in between (see
Figure 2). 

In ACCORD, mean trough
FEV1 at baseline was 47 per cent
predicted.3 After 12 weeks, acli-
dinium (n=190) significantly
increased FEV1 (by 124ml) com-

pared with placebo (n=186) and
improved night-time symptoms.

Aclidinium (n=177) also signif-
icantly increased FEV1 after 12
weeks in LAS-MD-38 but the differ-
ence from placebo (n=182) was
small (72ml) and below the level
considered to be clinically signifi-
cant. This was probably due to dif-
ferences in baseline lung function
between the treatment arms.5

Aclidinium improved COPD-
related health status compared with
placebo in ATTAIN, with 57 per
cent of patients achieving a clini-
cally significant improvement after
24 weeks (vs 41 per cent with
placebo, p<0.001), but the differ-
ences reported in ACCORD (49 vs
36 per cent with placebo) and LAS-

MD-38 (45 vs 39 per cent) were not
statistically significant at 12 weeks. 

Clinically meaningful improve-
ment in dyspnoea was demon-
strated only in ATTAIN. Use of
rescue medication was reduced by
about one puff per day. The fre-
quency of exacerbations of all
severities was reduced by acli-
dinium, but for moderate and
severe exacerbations the difference
was not statistically significant.

An unpublished study shows
that the efficacy demonstrated in
ATTAIN and ACCORD is sustained
for one year.4

Adverse effects
The overall frequency of adverse
events in clinical trials, and events
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Figure 1. NICE algorithm for the use of inhaled therapies in the treatment of COPD; after reference 1
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leading to treatment discontinua-
tion, was similar for aclidinium and
placebo.4 The most frequent
reported adverse events were

COPD exacerbation (12 vs 16 per
cent with placebo), headache (6.6
vs 5.0 per cent), nasopharyngitis
(5.5 vs 3.9 per cent), cough (3.0 vs

2.2 per cent) and diarrhoea (2.7 vs
1.4 per cent).
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Figure 2. Change in FEV1 over 24 weeks in the ATTAIN trial; after reference 2
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Place in therapy
Patients with COPD are often
breathless and current therapies
provide partial relief at best. Our
current knowledge of the mecha-
nisms that underlie this disease are
poorly understood. 

There is an urgent need for new
compounds, which through their
development further the scientific
investigation of this disease. 

Aclidinium bromide is a new
LAMA developed for use in COPD
patients. It will take its place
alongside tiotropium in a thera-
peutic field that is becoming
increasingly busy with new
broncho dilators and combination
inhalers. 

The data supporting the role
of aclidinium in clinical use are
from the three pivotal phase 3
studies.1–3 They were mainly per-
formed in patients with moderate
COPD and demonstrate that this

LAMA is a significant bron-
chodilator, the effects of which
were sustained for the duration of
the studies which lasted up to 24
weeks. 

When compared with placebo
both tiotropium and aclidinium
demonstrated similar levels of
bronchodilatation.1 Both com-
pounds have similar mechan isms
of action and selective and 
sustained blocking of the M3
receptors. 

Aclidinium is, however, given
twice a day in comparison with
the once-daily dosing with
tiotropium. 

Current NICE guidelines clearly
define which patients should
receive LAMA therapy either as
monotherapy or in combination
with long-acting beta-agonists
(LABAs) and inhaled cortico -
steroids.4

The data on aclidinium adds
nothing to the current recommen-

dations that LAMAs should be
considered in persistently sympto-
matic patients with or without
exacerbations. 

Patients with COPD find using
inhalers difficult and this area is
often neglected when new drugs
are brought to market. 

Aclidinium is delivered using
the Genuair device. This is a multi-
ple-dose dry-powder inhaler that
has been specifically designed for
use in COPD patients. Thus, the
inspiratory flow required to deliver
product is low. 

The device has been shown to
be acceptable to patients and is easy
to use. It gives feedback to the
patient when taken properly and
locks out when empty. This is likely
to be of significant benefit to
patients in providing a choice of
devices when considering prescrib-
ing a LAMA.

In summary, although acli-
dinium lacks the long-term studies
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that support the use of tiotropium,
the data produced thus far demon-
strate that it is a significant bron-
chodilator and there have been no
significant safety concerns. Head-
to-head studies against tiotropium
are ongoing and long-term safety
will be collected. 

The new device is easy to use
and adds another weapon to our
armament to fight this still-
neglected disease.
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