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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 re-submission
umeclidinium/vilanterol (Anoro®) 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.

Two randomised controlled studies demonstrated that after 24 weeks of treatment,
umeclidinium/vilanterol significantly improved lung function compared with an inhaled long-
acting muscarinic antagonist in patients with moderate to very severe COPD. Indirect
comparisons demonstrated comparable efficacy with other combinations of long acting
muscarinic antagonist plus long acting beta agonist.

Overleaf is the detailed advice on this product.
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Indication
As a maintenance bronchodilator treatment to relieve symptoms in adult patients with chronic
obstructive pulmonary disease.

Dosing Information

One inhalation once daily. Each single inhalation provides a delivered dose (dose leaving the
mouthpiece) of 65 micrograms umeclidinium bromide equivalent to 55 micrograms of
umeclidinium and 22 micrograms of vilanterol (as trifenatate). This corresponds to a pre-
dispensed dose of 74.2 micrograms umeclidinium bromide equivalent to 62.5 micrograms
umeclidinium and 25 micrograms vilanterol (as trifenatate).

The dose referred to in this document is the delivered dose.

Product availability date
23 June 2014

Summary of evidence on comparative efficacy

Chronic obstructive pulmonary disease (COPD) is a broad term that covers several lung
conditions, including chronic bronchitis and emphysema.! Umeclidinium/vilanterol is a fixed-
dose combination of two new drugs: umeclidinium, a long-acting muscarinic antagonist (LAMA)
and vilanterol, a selective long-acting beta, agonist (LABA).?> Both drugs are bronchodilators but
have different mechanisms of action.

The main evidence supporting the marketing authorisation is from four phase Il multicentre,
randomised, double-blind, studies: three active-controlled and one placebo-controlled. The
active-controlled studies, DB2113360, DB2113374 and ZEP117115, were similar in design
although they included different treatment groups.>*° All four studies recruited patients =40
years old, with a diagnosis of COPD treated in an outpatient setting, 210 pack-year smoking
history, post-salbutamol forced expiratory volume in one second (FEV1)/forced vital capacity
(FVC) ratio of <0.70, post-salbutamol FEV1 <70% predicted normal and 22 on the Modified
Medical Research Council Dyspnoea Scale (NMMRC). **°

In the three active-controlled studies, after a 7 to 10 day run-in period, patients were
randomised equally to receive 24 weeks of allocated study treatment. All three studies had a
umeclidinium/vilanterol 55/22 micrograms group and a tiotropium 10 micrograms group
(delivered dose). DB2113360 and DB2113374 also had a umeclidinium/vilanterol 113/22
micrograms group; in addition, DB2113360 had a vilanterol 22 micrograms monotherapy group
and DB2113374 had a umeclidinium 113 micrograms monotherapy group. All study treatments
were administered once daily. Tiotropium was administered via a HandiHaler® device and the
other treatments via a novel dry powder inhaler. Matching placebos were used to maintain
blinding, although full blinding was not possible for tiotropium. Permitted concomitant
medication comprised inhaled salbutamol as required for rescue and inhaled corticosteroids
(ICS) at a stable dose of <1000 micrograms/day of fluticasone propionate or equivalent from 30
days prior to screening onward.*®



The primary outcome was trough (pre-dose) FEV1 at week 24, analysed using a mixed model
repeated measures analysis, in the intention to treat (ITT) population (all randomised patients
who had received at least one dose of study drug). Study DB2113360 excluded twenty patients
recruited by one investigator from the ITT population. In studies DB2113360 and DB2113374, a
step-down closed testing procedure, to account for multiplicity, tested the higher (unlicensed)
dose of umeclidinium/vilanterol first. These criteria were not satisfied in DB2113374 therefore
statistical significance of its primary endpoint cannot be inferred. .>*°

Results for the licensed dose only of umeclidinium/vilanterol are reported below.
Table 1 Primary outcome - trough FEV1 at week 24 for studies DB2113360, DB2113374,

ZEP117115 Results for umeclidinium/vilanterol 55/22 micrograms versus tiotropium 10
micrograms >*°

Number of FEV1 change from | Treatment difference versus
patients baseline to week 24 | tiotropium (95% CI)
(ITT) (Litres) LS mean
(SE)
DB2113360
Umeclidinium/ 207 0.211 0.090
Vilanterol (0.0183) (0.039 to0 0.141)
Tiotropium 203 0.121 p<0.001
(0.0186)
DB2113374
Umeclidinium/ 217 0.208 0.060
Vilanterol (0.018) (0.010 t0 0.109)
p=0.018*
Tiotropium 215 0.149
(0.018)
ZEP117115
Umeclidinium/ 454 0.205 (0.0114) 0.112
Vilanterol (95% CI: 0.081 to 0.144)
p<0.001
Tiotropium 451 0.093 (0.0115)

ITT=intention to treat; FEV1=forced expiratory volume in one second; LS=least squares; SE=standard
error; Cl=confidence interval; *nominal p value; statistical significance on this comparison cannot be
inferred as it was below a comparison that did not achieve statistical significance in a step down statistical
testing procedure.

There was a significant improvement for umeclidinium/vilanterol 55/22 micrograms over
tiotropium in the secondary endpoint of change from baseline in weighted mean FEV1 (0 to 6
hours post dose); the least squares [LS] mean between-treatment difference at 24 weeks was
0.074L (95% CI: 0.022 to 0.125), 0.096L and 0.105L (95% CI: 0.071 to 0.140) in studies
DB2113360, and ZEP117115, respectively, p<0.005 for both comparisons.> There was a
significantly greater reduction in rescue medication use (mean number of puffs per day of
salbutamol) between umeclidinium/vilanterol 55/22 micrograms and tiotropium after 24 weeks
in studies DB2113360 and ZEP117115: LS mean difference between treatments of -0.7 (95%
Cl: -1.2 to -0.1) p=0.022, and -0.5 (95% CI: -0.7 to -0.2) p<0.001, but not in study DB2113374: -
0.6 (95% Cl:-1.2 to 0.0).>*° The effect of treatment on breathlessness was evaluated using the




interviewer-administered Transition Dyspnoea Index (TDI), which measures change from
baseline in the patient's dyspnoea by scoring three categories (functional impairment,
magnitude of task, and magnitude of effort). A 1-unit change in TDI focal score is considered to
be the minimal clinically important improvement from baseline.®” There was no significant
difference in TDI focal score at Week 24 between umeclidinium/vilanterol and tiotropium in
studies DB2113360 or DB2113374; treatment difference: -0.1 (95% CI: -0.7 to 0.5), p=0.721
and 0.2 (95% CI: -0.5 to 0.9), p=0.548, respectively.*> ZEP117115 did not assess this outcome.

The St. George's Respiratory Questionnaire (SGRQ) was used to assess specific disease-
related quality of life. Reduction in score indicates improvement and a decrease of at least 4
points is considered to be clinically relevant. There was no significant difference after 24 weeks
in total SGRQ score for umeclidinium/vilanterol 55/22 micrograms versus tiotropium in studies
DB2113360 and DB2113374: -6.87 versus -7.62; and -9.95 versus -9.78, respectively; in
ZEP117115 the treatment difference was statistically but not clinically significant: -2.1 (95% CI:
-3.61 to -0.59), p=0.006.*>

A randomised, double-blind, placebo-controlled study, DB2113373, had the same inclusion
criteria, primary outcome, primary analysis method, population, inhaler devices, rescue
treatment and concomitant medication as the active-controlled studies. After a 7 to 14 day run-
in period, 1,532 patients were randomised 3:3:3:2 to receive 24 weeks treatment with once daily
inhalations of umeclidinium/vilanterol 55/22 micrograms, umeclidinium 55 micrograms, vilanterol
22 micrograms, or placebo.® There was a significant improvement in the primary outcome of
trough FEV1 at week 24 for umeclidinium/vilanterol 55/22 micrograms versus placebo: LS mean
difference 0.167L (95% CI: 0.128 to 0.207), p<0.001. Statistically significant improvements
versus placebo were also seen for each monocomponent.®

Summary of evidence on comparative safety

Adverse events (AE) reported in umeclidinium/vilanterol 55/22 micrograms versus tiotropium 10
micrograms groups were 51% versus 39%, 59% versus 59%, and 44% versus 42% in studies
DB2113360, DB2113374 and ZEP117115, respectively. These led to discontinuation of study
drug in 4.7% versus 4.3%, 9.2% versus 5.1% and 4.0% versus 3.1% of patients in the
respective studies.*®

Drug-related AE reported in 21% of patients/study were ventricular extrasystoles (n=3 in
DB2113374) and headache (n=6 in ZEP117115) in the umeclidinium/vilanterol 55/22
micrograms group and dry mouth (n=3 in DB2113360 and n=3 DB2113374), dysphonia (n=3
DB2113374) and headache (n=3 in ZEP117115) in the tiotropium group.*®

Serious adverse events reported in the umeclidinium/vilanterol 55/22 micrograms and tiotropium
10 micrograms groups were 3.3% versus 6.2%, 10% versus 4.2% and 3.5% versus 3.8% of
patients in studies DB2113360, DB2113374 and ZEP117115, respectively. No drug-related
deaths were reported in any of these studies.*®

Safety concerns for umeclidinium/vilanterol include cardiac effects, such as arrhythmias e.g.
atrial fibrillation and tachycardia, and an increased risk of vascular events.? Long-term safety
data for the licensed dose of umeclidinium/vilanterol are not yet available.



Summary of clinical effectiveness issues

COPD is a chronic, progressive disease which requires long term treatment with the primary
aim of improving symptom management and overall survival.” It affects approximately 2% of the
Scottish population.* Umeclidinium/vilanterol is a fixed dose combination of a new LAMA plus a
new LABA. Combined LABA/LAMA treatment is currently recommended in patients with COPD
in whom inhaled corticosteroids are declined or not tolerated and (a) have FEV1<50%
predicted with exacerbations or persistent breathlessness despite as required use of a short
acting beta, agonist or short acting muscarinic antagonist; or (b) have FEV1 250% with
persistent exacerbations or breathlessness despite maintenance treatment with a LABA.™
Patients who require triple therapy with LABA, LAMA and inhaled corticosteroid are (according
to current guidance) likely to already be using a combination inhaler containing a corticosteroid
plus LABA so it is less likely that a LABA/LAMA combination inhaler such as
umeclidinium/vilanterol would be used in this situation. In its submission, the company
proposes earlier use of dual bronchodilators as a maintenance treatment to relieve symptoms.

Umeclidinium/vilanterol is the second LABA/LAMA inhaler (combining both drugs in one
inhalation device) to be licensed for COPD in the UK. Indacaterol/glycopyrronium (Ultibro
Breezhaler® 85/43 micrograms) was accepted for use in NHS Scotland in December 2014.
Single drug inhalers licensed for maintenance treatment in COPD include LABAs (formoteroal,
indacaterol, salmeterol) and LAMAs (aclidinium, glycopyrronium, tiotropium). The economic
case for this resubmission compares umeclidinium/vilanterol with salmeterol plus tiotropium (the
most commonly used LABA/LAMA treatment in Scotland), with formoterol plus tiotropium and
with indacaterol plus tiotropium.

Two of the three randomised controlled studies demonstrated that after 24 weeks of treatment,
umeclidinium/vilanterol statistically significantly improved lung function compared with tiotropium
monotherapy in patients with moderate to very severe COPD.? The improvement over tiotropium
was also clinically significant in these two studies.?

The European Medicines Agency recommends that lung function parameters alone (surrogate
outcomes) are insufficient to assess therapeutic effect and that, if selected as a primary
endpoint, additional evidence of efficacy must be demonstrated through the use of a co-primary
endpoint, which should either be a symptom-based endpoint or a patient-related endpoint.” The
only direct comparative evidence is against tiotropium monotherapy which is not considered as
a relevant comparator to dual LABA/LAMA therapy. Despite the expectation that dual therapy
with umeclidinium/vilanterol would be superior to tiotropium monotherapy, the differences were
not always significant in terms of the important patient-related outcomes (reduced
breathlessness, use of rescue medication and improved quality of life).

The submitting company presented three indirect treatment comparisons (Bucher method) and
a Bayesian network meta-analysis (NMA) in adults with COPD. The Bucher analyses compared
umeclidinium/vilanterol with salmeterol plus tiotropium (four studies), formoterol plus tiotropium
(six studies) and indacaterol plus tiotropium (five studies) and all used tiotropium monotherapy
as the anchor treatment. Changes in FEV1, TDI focal score and SGRQ were measured in the
comparisons versus salmeterol plus tiotropium and formoterol plus tiotropium, and FEV1 and
changes in FEV1 and rescue medication were measured in the comparison versus indacaterol
plus tiotropium.



The NMA comprised two analyses.The base case NMA included four studies and compared
umeclidinium/vilanterol with glycopyrronium/indacaterol (not included in the economic case) and
with tiotropium plus formoterol (10 micrograms only) and used placebo as the anchor treatment.
A scenario analysis used both placebo and tiotropium monotherapy as anchor treatments and
included 12 studies. The scenario analysis is more relevant to the submission as it compared
umeclidinium/vilanterol with tiotropium plus salmeterol, tiotropium plus formoterol (10 and 12
micrograms), tiotropium plus indacaterol and glycopyrronium/indacaterol.

Limitations of both the Bucher analyses and the NMA included differences in the included
studies, i.e. patient numbers, study duration, COPD baseline severity and use of concomitant
inhaled corticosteroids. However, all results showed similarity between the results for
umeclidinium/vilanterol and the other LABA/LAMA treatment combinations. The NMA results
support the Bucher indirect comparisons and the conclusion of comparable efficacy of
umeclidium/vilanterol versus salmeterol plus tiotropium, formoterol plus tiotropium and
indacaterol plus tiotropium is accepted.

Clinical experts consulted by SMC considered that the place in therapy of
umeclidinium/vilanterol would be to improve adherence when required in patients currently
using separate LABA and LAMA inhalers. The submitting company has advised that the delivery
device for umeclidinium/vilanterol is a new type of dry powder inhaler (Ellipta®) which has been
designed to be simple to use. It requires only that the lid be opened for it to be primed and has
all 30 doses contained within it, avoiding the need for subsequent loading. The in-use shelf life
of the inhaler is six weeks.

Summary of comparative health economic evidence

The submitting company presented a cost-minimisation analysis comparing umeclidinium/
vilanterol for adult patients with COPD eligible for treatment with tiotropium monotherapy or
tiotropium in combination with a LABA with the following comparators:

Tiotropium monotherapy

Tiotropium plus indacaterol

Tiotropium plus formoterol

Tiotropium plus salmeterol.

A cost-utility analysis was also provided comparing umeclidinium/vilanterol with tiotropium
monotherapy and tiotropium plus indacaterol. However, SMC clinical expert responses indicate
that tiotropium plus formoterol and tiotropium plus salmeterol are the key comparators and
therefore the cost-minimisation analysis was considered to be the relevant analysis.

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 between umeclidinium/vilanterol and tiotropium
plus indacaterol, tiotropium plus formoterol and tiotropium plus salmeterol were based on
indirect treatment comparisons which showed there to be no significant differences between any
of the treatments. A Bayesian NMA comparing umeclidinium/vilanterol with tiotropium plus
formoterol was also presented, with placebo as the common comparator. The results showed
comparable efficacy between umeclidinium/vilanterol and tiotropium plus formoterol for SGRQ
total score at 24 weeks. The data to support the comparable efficacy between



umeclidinium/vilanterol and tiotropium monotherapy were based on an integrated NMA of the
three 24-week studies, for the calculation of the primary outcome (% predicted FEV1).

The analysis compared the drug acquisition costs only and after the first year they were
discounted at 3.5% in line with normal convention in economic evaluations.

The main economic results show that umeclidinium/vilanterol is cost saving compared to
tiotropium monotherapy, tiotropium plus indacaterol, tiotropium plus salmeterol and tiotropium
plus formoterol. The results also show that umeclidinium/vilanterol is cost saving compared to
the weighted cost of the comparator treatments which is calculated using Scottish sales data
and assumes the LABA market share is consistent when used in combination with tiotropium.
The tiotropium plus LABA weighted cost is based on market shares of 84.3%, 10.6% and 5.1%
for tiotropium plus salmeterol, tiotropium plus formoterol and tiotropium plus indacaterol
respectively.

Cumulative savings with

Comparator Comparator drug costs Umeclidinium/vilanterol
treatments
Year 1 Year 5 Year 1 Year 5

Tiotropium £407.58 £1,904.67 £12.17 £56.86
(Spiriva)
Tiotropium plus
Indacaterol
(Spiriva plus £763.58 £3,568.27 £368.16 £1,720.46
Onbrez
Breezhaler)
Tiotropium plus
Salmeterol £763.14 £3,566.24 £367.73 £1,718.42

(Weighted Cost)

Tiotropium plus
Formoterol £664.38 £3,104.69 £268.96 £1,256.88
(Weighted Cost)

Tiotropium plus
LABA £752.74 £3,517.62 £357.32
(Weighted Cost)

£1,669.81

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 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:

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:

o if FEV1 250% predicted: either LABA or LAMA

e 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 250% predicted who have persistent exacerbations or breathlessness
despite treatment with a LABA; offer 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.

The following points are also included:

o Choose a drug based on the person’s symptomatic response and preference, the drug’s
side effects, potential to reduce exacerbations and cost.

e Do not use oral corticosteroid reversibility tests to identify patients who will benefit from
inhaled corticosteroids.

e Be aware of the potential risk of developing side effects (including non-fatal pneumonia) in
people wigh COPD treated with inhaled corticosteroids and be prepared to discuss this with
patients.

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;

e 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.

e 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.

o 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.

e 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.*



Additional information: comparators

Relevant comparators to umeclidinium/vilanterol are combination treatments with an inhaled LABA
and an inhaled LAMA that are licensed for maintenance treatment in COPD: formoterol, indacaterol,
salmeterol (LABASs) and aclidinium, glycopyrronium, tiotropium (LAMAS).

Cost of relevant comparators

Drug Dose Regimen Cost per year (£)
Umeclidinium/vilanterol 55/22 micrograms once daily 394
Long acting beta, agonists

Indacaterol 150 to 300 micrograms once daily 355
Salmeterol 50 micrograms twice daily 337
Formoterol 12 micrograms twice daily* 144
Long acting muscarinic antagonists

Tiotropium (Spiriva Handihaler®) | 18 micrograms once daily 406
Tiotropium (Spiriva Respimat®) | 5 micrograms once daily 406
Aclidinium 322 micrograms twice daily 347
Glycopyrronium 44 micrograms once daily 334
Long acting beta agonist and long acting muscarinic antagonist combination
Indacaterol/glycopyrronium 85/43 micrograms once daily 449
85/43 micrograms

Doses are for general comparison and do not imply therapeutic equivalence. *There is some dose
variation among different formulations of formoterol. For cost of LABA plus LAMA comparators, the costs
of individual treatments should be added. Costs are from eVadis and MIMS on 04 November 2014. Cost
of umeclidinium/vilanterol is from the company’s submission. 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 955 patients eligible for treatment with
umeclidinium/vilanterol in year 1, rising to 5,014 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 £55k in year 1 and
£288k in year 5. As other drugs were assumed to be displaced, the net medicines budget
impact was estimated to be savings of £50k in year 1 and savings of £260k in year 5. The net
budget impact estimates were calculated assuming displacement of a weighted average cost of
tiotropium plus a LAMA, as per the analysis presented within the health economic model.
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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.

10


http://www.nhsinform.co.uk/
http://www.thelancet.com/journals/lanres/issue/vol2no6/PIIS2213-2600(14)X7019-0
http://www.nice.org.uk/nicemedia/live/13029/49397/49397.pdf

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.
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