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The Scottish Medicines Consortium (SMC) has completed its assessment of the above product 
and advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on its use in 
Scotland.  The advice is summarised as follows: 

 

ADVICE: following a full submission  
 
umeclidinium (Incruse®) is accepted for use within NHS Scotland. 
 
Indication under review: as a maintenance bronchodilator treatment to relieve symptoms in 
adult patients with chronic obstructive pulmonary disease (COPD). 
 
Two randomised controlled, phase III studies demonstrated that after 12 and 24 weeks of 
treatment umeclidinium improved lung function compared with placebo in patients with 
moderate to severe COPD.  There was also improvement in symptomatic outcomes such as 
dyspnoea.   
 
Umeclidinium is an alternative to other long-acting muscarinic antagonists (LAMAs). 
 

 
Overleaf is the detailed advice on this product. 
 
 
 
Chairman,  
Scottish Medicines Consortium 
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Indication 
As a maintenance bronchodilator treatment to relieve symptoms in adult patients with chronic 
obstructive pulmonary disease (COPD).1 

Dosing Information 
One inhalation once daily.  Each inhalation has pre-dispensed dose of 62.5 micrograms 
umeclidinium equivalent to delivered dose of 55 micrograms umeclidinium.1  
 
Doses in this document refer to the delivered dose. 

Product availability date 
October 2014.

 

 

Summary of evidence on comparative efficacy 

 

Umeclidinium is a long-acting muscarinic antagonist (LAMA) that binds to the muscarinic 

receptors in the bronchial smooth muscle, where it inhibits the cholinergic (bronchoconstrictive) 

effects of acetylcholine released from parasympathetic nerve endings, resulting in bronchial 
relaxation.1 

The evidence to support the efficacy of umeclidinium comes from two similarly designed phase 

III, randomised, double blind, placebo controlled studies, AC4115408 and DB2113373.3,4  Both 
studies recruited adult patients ≥40 years old;  with a diagnosis of COPD; smoking history ≥10 

pack-years; post-salbutamol forced expiratory volume in one second (FEV1)/forced vital 

capacity (FVC) ratio of <0.70; post-salbutamol FEV1≤70% predicted normal;  Modified Medical 

Research Council Dyspnoea Scale (mMRC) ≥2 and treated in an outpatient setting.3-5 

In study AC4115408, after a 5 to 9 day run-in period, patients were randomised to receive 12 
weeks treatment with once daily inhaled umeclidinium 55 micrograms (n=69), umeclidinium 113 
micrograms (n=69) or placebo (n=68).3  In study DB2113373, after a 7 to 14 day run-in period, 
patients were randomised to receive 24 weeks treatment with once daily inhaled umeclidinium 
55 micrograms (n=418), umeclidinium/vilanterol 55/22micrograms (n=413), vilanterol 22 
micrograms (n=421) or placebo (n=280). In both studies, permitted concomitant medication 
comprised inhaled salbutamol as required for rescue and inhaled corticosteroids at a stable 
dose of ≤1,000 micrograms/day fluticasone propionate or equivalent from 30 days prior to 
screening onwards.3,5  Results are reported for the licensed dose and expressed as delivered 
dose (umeclidinium 55 micrograms). 
 
The primary outcome in both studies was the change from baseline in trough (pre-dose) FEV1 
at week 12 (AC4115408) and week 24 (DB2113373) analysed in the intention to treat (ITT) 
population, defined as all patients who had received at least one dose of study treatment.3,5  
 
In AC4115408 at week 12, umeclidinium was associated with an improvement in trough FEV1  
of 0.127L (95% confidence interval [CI] 0.052 to 0.202; p<0.001) when compared with placebo.3  
In DB2113373 at week 24, umeclidinium compared with placebo was associated with a  
significant improvement in trough FEV1  of 0.115L (95% CI: 0.076 to 0.155; p<0.001).4  In both 
studies, the point estimates are considered clinically significant (>0.1L), although the lower limits 
of the 95% CI fall below this. 
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Secondary outcomes included weighted mean FEV1 (0 to 6 hours) at end of study, mean 
transition dyspnoea index (TDI) focal scores, rescue salbutamol use (number of puffs per day) 
and, in DB2113373 only, COPD exacerbations. When compared with placebo, both studies 

showed a statistically significant improvement (p<0.001) in weighted mean FEV1 (0 to 6 hours) 
at end of study, relative to placebo.  A clinically meaningful improvement in TDI (≥1unit in TDI 
score) was demonstrated for the umeclidinium treatment group; this was statistically significant 
at 24 weeks (p<0.001). A statistically significant difference for rescue medication use was 
reported in AC4115408 at 12 weeks (0.7puffs/day, p=0.025), but not in DB2113373 at 24 weeks 
(0.3puffs/day, p=0.276). 
 

In study DB2113373, there was significantly lower risk of COPD exacerbation over 24 weeks, 
hazard ratio (HR) time to first exacerbation 0.6 (95% CI: 0.4 to 1.0; p=0.035).5

 

 
The St. George’s Respiratory Questionnaire (SGRQ) was used to assess specific disease-
related quality of life. Responders were defined as patients with an improvement in score from 
baseline of at least 4 units (minimum clinically significant improvement).  There were 
significantly more responders in the umeclidinium than placebo groups in both studies.  At 12 
weeks, the proportion of responders was 44% umeclidinium versus 26% for placebo, odds ratio 
of achieving an improvement in SCRQ of ≥4 units was 2.44; (95% CI: 1.08 to 5.50).3  At 24 
weeks, the proportion of responders was 44% for umeclidinium 55 micrograms versus 34% for 
placebo, odds ratio of 1.6; (95% CI: 1.2 to 2.3).4 

 
Two additional studies, DB2114417 and DB2114418, evaluated the effects of umeclidinium 55 
micrograms on exercise tolerance.  Neither study demonstrated a statistical or clinically relevant 
exercise tolerance improvement in the treatment arm compared with placebo.5  Both studies 
reported trough FEV1 at week 12 as a co-primary endpoint: in study DB2114417, the ITT 
difference in least square(LS) mean change in trough FEV1 from baseline between 
umeclidinium and placebo was 0.087L (95% CI: 0.030 to 0.0143, p=0.003), which was not 
clinically significant. In study DB2114418, the difference between umeclidinium and placebo in 
trough FEV1 change from baseline was 0.144L (95% CI: 0.086 to 0.203, p<0.001).  The lower 

confidence interval is below the 0.1L threshold for clinical significance5. 
  

Summary of evidence on comparative safety 

 
The overall safety profile of umeclidinium is consistent with the known class effects of LAMAs 
and the co-morbidities often present in patients with COPD. Across all the clinical studies, the 
incidence of on-treatment adverse events was similar with 45% for umeclidinium 55 microgram 
compared with 41% for placebo. The most frequently reported adverse events were headache 
and nasopharyngitis.5 
 
Class effects of LAMA such as paradoxical bronchospasm, anticholinergic activity, 
cardiovascular and cerebrovascular events should be monitored along with the potential risk of 
lower respiratory tract infection.1,5 
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Summary of clinical effectiveness issues 

 
COPD is a common chronic disease, characterised by persistent, progressive airflow limitation.  

The goal of drug therapy is to reduce symptoms and the frequency of exacerbations, and to 

improve health status and exercise tolerance.  Umeclidinium is the fourth LAMA marketed in the 

UK for treatment of COPD; it is anticipated that it will be used as an alternative to other available 

LAMAs, tiotropium, aclidinium and glycopyrronium. 

Two well conducted, phase III, randomised controlled studies demonstrated that after 12 and 24 

weeks of treatment, umeclidinium significantly improved lung function, with a reported 

improvement in symptomatic outcomes, compared with placebo in patients with moderate to 

severe COPD.5 

The European Medicines Agency (EMA) recommends that lung function parameters alone are 

insufficient to assess therapeutic effect.  Additional evidence of efficacy must be demonstrated 

via secondary endpoints which should be symptom based. 

Longer term studies are restricted to the higher, unlicensed, dose but the EMA considered that 

umeclidinium 55 micrograms would also have sustained efficacy after one year, based on the 

similarity of efficacy between the two doses after six months treatment.5 

There is no direct comparative evidence of umeclidinium with other LAMAs.  However, results of 
three adjusted indirect comparisons of umeclidinium versus tiotropium, aclidinium and 
glycopyrronium were presented. For each indirect comparison, a meta-analysis of individual 
studies for each drug versus placebo was performed to produce a pooled effect size versus 
placebo. Results from the meta-analyses were then used in the indirect comparisons using the 
Bucher method. The primary outcome was the difference in change from baseline in trough 
FEV1 at 12 weeks, and this was assessed in two umeclidinium, nine tiotropium, three aclidinium 
and three glycopyrronium studies. Other outcomes (the difference in change from baseline in 
trough FEV1 at 24 weeks and in SGRQ, TDI and rescue medication at 12 and 24 weeks) were 
also assessed using studies where these outcomes had been reported. Results suggested that 
there were no significant differences between umeclidinium and tiotropium, aclidinium or 
glycopyrronium in any of the outcomes assessed.  The comparisons were limited by differences 
between the study populations in terms of disease severity, baseline FEV1 and use of 
concomitant medications. There was significant heterogeneity between the tiotropium studies 
when assessing the primary outcome, FEV1 at 12 weeks.  No heterogeneity assessments were 
made when comparing between active drugs. 
 

The delivery device for umeclidinium is a new type of dry powder inhaler which is pre-loaded 

and has been designed to be simple to use.1 

Summary of comparative health economic evidence 

 
The company submitted a cost-minimisation analysis comparing umeclidinium 55 micrograms 
for adult patients with a diagnosis of COPD who are suitable for a LAMA therapy with: 1) 
tiotropium 18 micrograms, 2) tiotropium 2.5 micrograms (5 micrograms OD), 3) aclidinium 322 
micrograms, and 4) glycopyrronium 44 micrograms. 
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A five year time horizon was used and the analysis was carried out from an NHS Scotland 
perspective. 
 
The data to support the comparable efficacy were based on adjusted indirect comparisons 
between umeclidinium 55 micrograms and tiotropium 18 micrograms, aclidinium 322 
micrograms and glycopyrronium 44 micrograms.  As per the licensed indications, 2 puffs of 
tiotropium 2.5 micrograms 'solution for inhalation' once daily (5 micrograms) is considered 
equivalent to one puff of the 18 micrograms 'inhalation powder' once daily. 
 
The company stated that the results of the indirect comparisons show that umeclidinium 55 
micrograms numerically improved trough FEV1 at 12 weeks compared with tiotropium 18 
micrograms, aclidinium 322 micrograms and glycopyrronium 44 micrograms.  The effect was 
not statistically significant in any of these base case analyses. As such, a cost minimisation 
analysis was used which compared the drug acquisition costs only. 
 
The main economic results are as follows, with umeclidinium 55 micrograms demonstrated to 
represent cost savings compared to tiotropium and aclidinium, and to be cost neutral compared 
to glycopyrronium: 
 

LAMA (dose/mg) 
Savings vs umeclidinium 55 

Year 1 
Cumulative discounted savings after: 

Year 2 Year 3 Year 4 Year 5 
Umeclidinium 55 n/a  n/a  n/a  n/a  n/a  
Tiotropium 18 -£73.00 -£143.53 -£211.68 -£277.52 -£341.13 
Tiotropium 2.5 -£73.00 -£143.53 -£211.68 -£277.52 -£341.13 
Aclidinium 322 -£13.38 -£26.31 -£38.81 -£50.88 -£62.54 
Glycopyrronium 44 £0.00 £0.00 £0.00 £0.00 £0.00 
 
In addition, when umeclidinium 55 micrograms is compared with a weighted comparator cost 
based on the proportions of patients receiving each of the comparator LAMAs, the cost savings 
are estimated to be £69.22 in year one rising to a cumulative discounted saving of £323.47 over 
5 years. 
 
The results are based on indirect comparisons that had some limitations, but despite these, the 
economic case has been demonstrated. 
 

Summary of patient and public involvement 

 
A Patient Interest Group Submission was not made. 
 

Additional information: guidelines and protocols 

 
The National Institute for Health and Care Excellence (NICE) published an update to clinical 
guideline 101; Chronic obstructive pulmonary disease: management of chronic obstructive 
pulmonary disease in adults in primary and secondary care, in June 2010. The guideline 
recommends the following: 
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In people with stable COPD who remain breathless or have exacerbations despite use of short-
acting bronchodilators as required, offer the following as maintenance therapy:  

 if FEV1 ≥50% predicted: either LABA or LAMA  

 if FEV1 <50% predicted: either LABA with an inhaled corticosteroid in a combination 
inhaler, or LAMA alone. Consider LABA plus LAMA instead of LABA plus inhaled 
corticosteroid if the corticosteroid is declined or not tolerated  

 
In people with FEV1 ≥50% predicted who have persistent exacerbations or breathlessness 
despite treatment with a LABA, offer a LABA plus inhaled corticosteroid in a combination 
inhaler.   Consider LABA plus LAMA if the corticosteroid is declined or not tolerated. 
 
Offer LAMA in addition to LABA plus inhaled corticosteroid to people with COPD who remain 
breathless or have exacerbations despite taking LABA plus inhaled corticosteroid, irrespective 
of their FEV1.6  
 
The Global initiative for chronic Obstructive Lung Disease (GOLD) updated their global strategy 
for diagnosis management and prevention of chronic obstructive pulmonary disease in January 
2014. In terms of pharmacological treatment, four patient groups are identified and treatments 
for these include; 

 Group A: In patients with few symptoms and a low risk of exacerbations the use of a short 
acting bronchodilator when required is recommended as first choice. Alternative choices are 
a combination of short acting bronchodilators or use of a long acting bronchodilator. 

 Group B: In patients with more significant symptoms but at a low risk of exacerbations the 
use of long acting bronchodilators is recommended with no class recommended over 
another for initial treatment. In patients with severe breathlessness the use of a combination 
of long acting bronchodilators is an option.  

 Group C: In patients with few symptoms but a high risk of exacerbations a fixed combination 
of ICS plus LABA or a LAMA is recommended as first choice. Alternative choices are use of 
two long acting bronchodilators or ICS plus LAMA.  

 Group D: In patients with many symptoms and a high risk of exacerbations the first choice is 
ICS plus LABA or LAMA. A second choice is ICS plus LABA plus LAMA.7 

 

Additional information: comparators 

 
Relevant comparators to umeclidinium are the inhaled LAMA that are licensed for maintenance 
treatment of COPD. This includes tiotropium, aclidinium and glycopyrronium. 
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Cost of relevant comparators 

 
Drug Dose Regimen 

By inhalation 
Cost per year (£) 

 

Umeclidinium 55 micrograms once daily 334 
Tiotropium (handihaler®)* 18 micrograms once daily 408 
Tiotropium (respimat®)* 5 micrograms once daily 406 
Aclidinium 322 micrograms twice daily 347 
Glycopyrronium 44 micrograms once daily 334 

Doses are for general comparison and do not imply therapeutic equivalence. Costs from eVadis August 
2014.  
*The patent for tiotropium expires in 2015 and generic preparations may become available thereafter 

 

Additional information: budget impact 

 
The submitting company estimated there to be 69,083 patients eligible for treatment with 
umeclidinium 55 micrograms in year 1, rising to 72,515 in year 5, with an estimated uptake rate 
of 3% and 15% in years 1 and 5 respectively.   
  
The submitting company estimated the gross medicines budget impact to be £693k in year 1 
and £3.6m in year 5. As other medicines were assumed to be displaced, the net medicines 
budget impact was estimated to be savings of £143k in year 1 and £753k in year 5. These 
estimates were based on umeclidinium displacing 94%, 4% and 2% usage of tiotropium, 
ofaclidinium and glycopyrronium, respectively, within the predicted patient group.   
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The undernoted references were supplied with the submission.  Those shaded in grey are 
additional to those supplied with the submission. 
 
This assessment is based on data submitted by the applicant company up to and including 17 
October 2014. 
 
Drug prices are those available at the time the papers were issued to SMC for consideration. 
SMC is aware that for some hospital-only products national or local contracts may be in place 
for comparator products that can significantly reduce the acquisition cost to Health Boards. 
These contract prices are commercial in confidence and cannot be put in the public domain, 
including via the SMC Detailed Advice Document. Area Drug and Therapeutics Committees and 
NHS Boards are therefore asked to consider contract pricing when reviewing advice on 
medicines accepted by SMC. 
 
Advice context: 
 
No part of this advice may be used without the whole of the advice being quoted in full.  
 
This advice represents the view of the Scottish Medicines Consortium and was arrived at after 
careful consideration and evaluation of the available evidence. It is provided to inform the 
considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in 
determining medicines for local use or local formulary inclusion. This advice does not override 
the individual responsibility of health professionals to make decisions in the exercise of their 
clinical judgement in the circumstances of the individual patient, in consultation with the patient 
and/or guardian or carer. 


