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Purpose: Triple therapy comprising a long-acting muscarinic antagonist, long-acting f,-agonist and inhaled corticosteroid is
recommended for patients with chronic obstructive pulmonary disease (COPD) who continue to experience frequent exacerbations
or symptoms whilst receiving dual therapy. Adherence and persistence to multiple-inhaler triple therapy (MITT) is known to be poor.
This study assessed comparative adherence to single-inhaler triple therapy (SITT) versus MITT in a real-world setting in England.
Patients and Methods: This was a retrospective cohort study using linked primary care (Clinical Practice Research Datalink Aurum)
and secondary care (Hospital Episode Statistics [HES] Admitted Patient Care) data to identify patients with COPD who were newly
initiated on SITT or MITT between November 2017 and June 2019. Eligible patients were aged >35 years and had a forced expiratory
volume in 1 second/forced vital capacity <0.7, linkage to HES and continuous registration with a general practitioner for 12 months pre-
and 6 months post-initiation. Inverse probability of treatment weighting was used to balance baseline characteristics between cohorts.
Adherence was measured using the proportion of days covered by days’ supply of SITT or MITT prescriptions. Persistence was measured
with a gap of >30 days between the end of a prescription and the following refill used to determine non-persistence.

Results: Overall, 4080 SITT and 6579 MITT users comprised the study cohort. After weighting, the baseline characteristics between
the cohorts were comparable (absolute standardized mean difference <10%). SITT users had significantly higher adherence than MITT
users at 6, 12, and 18 months post-initiation (p<0.001 for all comparisons). Median persistence was higher among SITT users than
MITT users (5.09 months vs 0.99 months).

Conclusion: Patients with COPD in England initiating SITT had significantly better adherence and persistence compared with MITT
initiators. These improvements continued at least 18 months following treatment initiation.

Keywords: COPD, Clinical Practice Research Datalink, Hospital Episode Statistics, MITT, proportion of days covered, SITT

Introduction

Triple therapy comprising a long-acting muscarinic antagonist (LAMA), a long-acting f2-agonist (LABA) and an inhaled
corticosteroid (ICS) is recommended for patients with chronic obstructive pulmonary disease (COPD) who continue to
experience exacerbations or symptoms, whilst receiving dual therapy (LAMA/LABA or ICS/LABA)." Adherence and
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persistence to maintenance treatment are critical for achieving optimal clinical outcomes;*” however, adherence and
persistence to multiple-inhaler triple therapy (MITT) is low in real-world settings.*> Dosing regimen complexity (ie the
use of multiple inhalers at different daily frequencies and/or via differing inhalation techniques) is linked to lower
treatment adherence and persistence observed with MITT.® This is important as low adherence to therapy is associated
with higher healthcare resource utilization rates and costs, as well as reduced health-related quality of life.*™®

In 2017, two single-inhaler triple therapies (SITT) were approved for the long-term maintenance treatment of adult
patients with moderate-to-severe COPD in the United Kingdom (UK).>'® The first comprises fluticasone furoate,
umeclidinium, and vilanterol (FF/UMEC/VI) and requires once-daily dosing via an ELLIPTA dry powder inhaler.’
The second comprises beclomethasone, formoterol, and glycopyrronium bromide (BDP/FOR/GB), and requires twice-
daily dosing via a pressurized metered dose inhaler.'”

There is limited evidence comparing adherence and persistence with SITT versus MITT."' The objectives of this
study were to compare medication adherence and persistence in patients with COPD initiating MITT to that in those

initiating SITT in a real-world setting.

Materials and Methods
Study Design
This was a new-user, active comparator, retrospective cohort study using primary care data from the Clinical Practice
Research Datalink (CPRD) Aurum and linked secondary care data from the Hospital Episode Statistics (HES) Admitted
Patient Care database. The CPRD Aurum is a longitudinal, electronic health record database of primary care interactions
in the UK. Data captured include demographic information, diagnoses, secondary care referrals, prescriptions issued in
primary care, diagnostic testing, and lifestyle information.'> CPRD Aurum is linked to the HES database, which contains
data from a subset of patients registered with participating primary care practices in England only. Approximately 99% of
CPRD primary care practices have consented to participate in the linkage scheme. Data captured include demographic
information, date of hospital admission and discharge, diagnoses, specialists seen, and procedures undertaken.'?
Algorithms for ascertaining COPD diagnosis and COPD exacerbations in CPRD have previously been developed and
validated against patient notes.'* !¢

The first date of triple therapy initiation (single-inhaler FF/UMEC/VI or BDP/FOR/GB, or an overlapping supply of
LAMA, LABA and ICS for MITT users; e-Figure 1) between November 15, 2017 and June 30, 2019 was defined as the
index date (Figure 1). Of note, the entire study period encompassing both baseline and follow-up was prior to the start of
the COVID-19 pandemic, due to uncertainty in how patients were accessing healthcare during this period. Adherence and
persistence were compared between the following triple therapy treatment cohorts: SITT versus MITT, FF/UMEC/VI
versus MITT, and BDP/FOR/GB versus MITT. The comparisons were run independently and were not mutually
exclusive (ie patients could be indexed on more than one triple therapy and thus could be included in multiple
comparisons). Inverse probability of treatment weighting (IPTW) based on propensity scores (PS) was used when
modelling to adjust for confounders by balancing baseline characteristics between treatment groups. An absolute
standardized mean difference <10% between treatment groups being compared was considered indicative of adequate
balance.'” IPTW is commonly used in observational studies to allow estimation of the average treatment effect (ie the
effect of treatment in the entire population) via creation of a pseudo-population such that the distribution of covariates in
the population is independent of the treatment assigned.'®'® A benefit of IPTW compared with other propensity score-
based methods is the ability to retain most individuals in the analysis; in other methods such as PS matching, unmatched
individuals frequently in the tails of the PS distribution are discarded, thus decreasing the effective sample size.*

Baseline covariates considered for inclusion in the PS model were: age; sex; year of index; geographic region and
socioeconomic status at index; body mass index (most recent measure from any timepoint in a patients’ medical history
prior to and including index); forced expiratory volume in 1 second (FEV1), and Medical Research Council score (taken
as the most recent measure in the 24 months prior to and including index); current asthma diagnosis (ie asthma diagnosis
in the 24 months prior to and including index); comorbidities at any time in a patient’s medical history prior to index;
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Figure | Study design.

number of moderate-to-severe exacerbations of COPD in the 12 months prior to index; and respiratory medications in the
12 months prior to index. A new PS model was generated for each different treatment comparison.

Study Population

Eligible patients were required to have: >1 diagnosis of COPD at age 35 years or older;*' a FEV1/forced vital capacity
<0.7 at any time in their patient history either prior to or on the index date; patient records linked to HES; and continuous
registration with a general practitioner for >1 year prior to and >6 months following the index date. Patients with at least
one diagnosis of any medical condition related to lung or bronchial developmental anomalies, degenerative processes
(cystic fibrosis, pulmonary fibrosis), pulmonary resection or other significant respiratory disorders (other than COPD)
which may have made ascertainment of a COPD diagnosis using electronic medical record data difficult, or substantially
change the natural history of the disease were excluded. Patients with record of concomitant asthma were not excluded
from the study population to reflect actual treatment/management of COPD in clinical practice. Additional inclusion and
exclusion criteria applied for each of the treatment comparisons are shown in Table 1.

Study Outcomes

The primary outcome was medication adherence (binary categorical) at 6, 12, and 18 months following index date.
Patients with a proportion of days covered (PDC) >80% were considered to be adherent. The proportion of adherent
patients was compared between cohorts, and 95% confidence intervals (Cls) and p-values generated from a logistic
regression model. Patients were considered 'covered' for days on which they had a valid prescription for SITT or all three
components of MITT (see e-appendix and e-Figure 2 for further details regarding calculation of PDC). A sensitivity
analysis, using PDC >50% as the definition of adherence was carried out.

The secondary outcome was medication persistence (time from treatment initiation at index to discontinuation, or end
of follow-up, whichever was earliest). Discontinuation was defined as a gap >30 days between the end of a prescription
and the following refill (this applied to any component of triple therapy for MITT users). All prescriptions were assumed
to be 30 days in length. Sensitivity analyses, including the use of a longer allowable gap (45 and 60 days) to define triple
therapy discontinuation were carried out. Exploratory outcomes included treatment adherence (continuous) as measured
by PDC at 6, 12, and 18 months; mean PDC was compared between cohorts, with 95% Cls and p-values generated from
a generalized linear model. For patients who underwent a treatment switch from MITT to SITT during the study period,
adherence measured by mean PDC was evaluated in the 6 months prior to the treatment switch and the 6 months
following the treatment switch.
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Table | Additional Patient Inclusion and Exclusion Criteria for Individual Analyses

Analysis Inclusion Criteria Exclusion Criteria

SITT vs MITT

SITT ® >| prescription of FFFUMEC/VI or BDP/FOR/GB within the ® 2| prescription for FFFJUMEC/VI or BDP/FOR/GB
indexing period prior to the indexing period
® 2| MITT prescribed in the 12 months prior to
index date
MITT e 2| overlapping days of supply with all three triple therapy e 2| MITT prior to the indexing period
components within the indexing period ® 2| SITT prescribed in the 12 months prior to
index date
FF/JUMEC/VI vs MITT
FF/UMEC/VI ® 2| prescription of FFFJUMEC/VI within the indexing period ® 2| prescription for FF/UMEC/VI prior to the
indexing period
® >| MITT prescribed in the 12 months prior to
index date
MITT e 2| overlapping days of supply with all three triple therapy e 2| MITT prior to the indexing period

components within the indexing period ® >| FF/UMEC/VI prescribed in the 12 months

prior to index date

BDP/FOR/GB vs MITT

BDP/FOR/GB ® 2| prescription of BDP/FOR/GB within the indexing period ® 2| prescription for BDP/FOR/GB prior to the
indexing period
® 2| MITT prescribed in the 12 months prior to
index date
MITT e 2| overlapping days of supply with all three triple therapy e 2| MITT prior to the indexing period

components within the indexing period e >| BDP/FOR/GB prescribed in the 12 months

prior to index date

MITT to SITT switch

2| overlapping days of supply with all three triple therapy e 2| S|TT prescribed in the 12 months prior to
components within the indexing period SITT initiation.

26 months MITT use following MITT initiation prior to
treatment switch to SITT

2| prescription of FFFUMEC/VI or BDP/FOR/GB following
initiation with MITT

® 26 months SITT use following the switch to SITT

Abbreviations: BDP/FOR/GB, beclomethasone, formoterol and glycopyrronium bromide; FF/UMEC/VI, fluticasone furoate, umeclidinium and vilanterol; MITT, multiple-
inhaler triple therapy; SITT, single-inhaler triple therapy.

Results
In total, 4080 SITT users and 6579 MITT users met the eligibility criteria and were included in the analysis. The
unweighted baseline characteristics of all patients are shown in Table 2. Overall, 52% of SITT users and 53% of MITT
users were male, and the mean (standard deviation [SD]) age was 71 (11) years and 69 (11) years among SITT users and
MITT users, respectively. In total, 48% of SITT users were current smokers and 50% were former smokers; 50% of
MITT users were current smokers and 46% were former smokers. The mean (SD) FEV1% predicted in the baseline
period was 55 (19) among SITT users and 59 (19) among MITT users. The mean number of moderate and severe
exacerbations in the 12 months prior to index were 0.6 and 0.3 among SITT users, and 0.5 and 0.2 among MITT users,
respectively.

Individual components of MITT regimens for patients included in the MITT arm (n=6579) are presented in e-Table 1.
The three most common combinations were beclometasone dipropionate/formoterol fumarate dihydrate+tiotropium
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Table 2 Patient Baseline Characteristics

Characteristic SITT (N=4080) | MITT (N=6579)
Age, mean (SD) 70.8 (10.7) 68.7 (10.8)
Male, n (%) 2120 (52.0) 3488 (53.0)
Ethnicity, n (%)
White 1132 (27.7) 1904 (28.9)
All other ethnic groups combined 36 (0.9) 89 (1.4)
Unknown 2912 (71.4) 4586 (69.7)
Smoking at index, n (%)
Current smoker 1939 (47.5) 3302 (50.2)
Former smoker 2051 (50.3) 3047 (46.3)
Body mass index, at index n=3912 n=6207
Mean (SD), kg/m? 27.6 (6.6) 27.9 (6.6)
FEVI/FVC in baseline period n=2734 n=4827
Mean (SD) 57.8 (14.7) 59.1 (13.9)
FEV1% predicted in baseline period n=3093 n=5175
Mean (SD) 55.3 (19.3) 59.2 (18.5)
GOLD grade® in baseline period, n (%) n=3093 n=5175
Grade | (FEVI% predicted 280%) 353 (11.4) 729 (14.1)
Grade 2 (FEVI1% predicted 250-<80%) 1477 (47.8) 2861 (55.3)
Grade 3 (FEVI1% predicted 230-<50%) 1016 (32.8) 1320 (25.5)
Grade 4 (FEVI1% predicted <30%) 247 (8.0) 265 (5.1)
MRC dyspnea scale score in baseline period, n (%)
317 (7.8) 755 (11.5)
2 1214 (29.8) 2407 (36.6)
3 1236 (30.3) 1751 (26.6)
4 756 (18.5) 653 (9.9)
5 158 (3.9) 89 (1.4)
Unknown 399 (9.8) 924 (14.0)
Number of exacerbations in the 12 months pre-index
Moderate, mean (SD) 0.6 (1.0) 0.5 (0.8)
Severe, mean (SD) 0.3 (0.6) 0.2 (0.5)
Number of respiratory medicines in 12 months pre-index, mean (SD) 2.2 (0.7) 2.3 (0.8)
Selected comorbidities pre-index, n (%)
Current asthma diagnosis 1161 (28.5) 2327 (35.4)
Acute myocardial infarction 563 (13.8) 715 (10.9)
Congestive heart failure 382 (94) 468 (7.1)
Stroke 527 (12.9) 712 (10.8)
Bronchiectasis 267 (6.5) 280 (4.3)

Notes: *According to GOLD criteria.'
Abbreviations: FEV |, forced expiratory volume in | second; FVC, forced vital capacity; GOLD, Global Initiative for Chronic Obstructive Lung
Disease; MITT, multiple-inhaler triple therapy; MRC, Medical Research Council; SD, standard deviation; SITT, single-inhaler triple therapy.

bromide (n=1544), budesonide/formoterol fumarate dihydrate+tiotropium bromide (n=580) and fluticasone propionate/
salmeterol xinafoate+tiotropium bromide (n=549).

SITT versus MITT

Patient attrition for the weighted analyses is outlined in Figure 2. The baseline characteristics of the weighted and
unweighted 6-, 12-, and 18-month SITT and MITT cohorts are shown in e-Tables 2-4, respectively. Prior to weighting,
there were some imbalances between cohorts, particularly in terms of age and number of respiratory medicines in the
12 months prior to indexing. After weighting, the baseline characteristics between the two cohorts were comparable. All
data reported are from the weighted cohorts (unless otherwise stated).
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Patients meeting the study eligibility criteria Patients excluded due to insufficient follow-up
MITT (n=6579) 6-month model
SITT (n=4080) MITT (n=0)
SITT (n=0)

12-month model
MITT (n=2000)
SITT (n=2165)

18-month model
MITT (n=3823)
SITT (n=3454)

Patients excluded during PS matching due to
imbalance

6-month model
MITT (n=2041)
SITT (n=1465)

> 12-month model
MITT (n=1420)
L SITT (n=923)
Patients included in the PS model analysis

18-month model

6-month model MITT (n=866)
MITT (n=4538) SITT (n=232)
SITT (n=2615)

12-month model
MITT (n=3159)
SITT (n=1242)

18-month model
MITT (n=1890)
SITT (n=394)

Figure 2 Patient attrition (SITT versus MITT).
Abbreviations: MITT, multiple-inhaler triple therapy; PS, propensity score; SITT, single-inhaler triple therapy.

Patients initiating SITT were 124% more likely to be adherent (PDC >80%) at 6 months (p<0.001), 131% more likely to
be adherent at 12 months (p<0.001) and 192% more likely to be adherent at 18 months (p<0.001) compared with MITT
initiators (Figure 3A). Mean PDC was higher among SITT users than MITT users at all timepoints (0.66 vs 0.44 at 6 months,
0.61 vs 0.39 at 12 months, 0.59 vs 0.37 at 18 months). When defining adherence as PDC >50%, patients initiating SITT were
80% more likely to be adherent at 6 months (p<0.001), 82% more likely to be adherent at 12 months (p<0.001), and 100%
more likely to be adherent at 18 months (p<0.001) compared with MITT initiators (Figure 3B). Compared with MITT
initiators, patients initiating SITT were 110% more likely to stay on treatment for at least 6 months. Median persistence was
5.09 months for SITT users and 0.99 months for MITT users (Figure 3C). Median persistence remained higher for SITT users
compared with MITT users, using both a 45-day and a 60-day gap to define non-persistence (e-Figure 3).

FF/UMEC/VI versus MITT

Patient attrition for the weighted analyses is outlined in e-Figure 4. The baseline characteristics of the weighted and
unweighted 6-, 12-, and 18-month FF/UMEC/VI and MITT cohorts are shown in e-Tables 5-7, respectively. Patients
initiating FF/UMEC/VI were 142% more likely to be adherent at 6 months (p<0.001), 125% more likely to be adherent at
12 months (p<0.001), and 132% more likely to be adherent at 18 months (p<0.001), compared with MITT initiators
(Figure 4A). Mean PDC was higher among FF/UMEC/VI users compared with MITT users at all timepoints (0.67 vs
0.43 at 6 months, 0.61 vs 0.39 at 12 months, and 0.58 vs 0.36 at 18 months). When defining adherence as PDC >50%,
patients initiating FF/UMEC/VI were 89% more likely to be adherent at 6 months (p<0.001), 86% more likely to be
adherent at 12 months (p<0.001), and 106% more likely to be adherent at 18 months (p<0.001) compared with MITT
initiators (Figure 4B). Compared with MITT initiators, patients initiating FF/UMEC/VI were 110% more likely to stay on
treatment for at least 6 months. Median persistence was 5.42 months for FF/UMEC/VI users and 1.12 months for MITT
users (Figure 4C). Median persistence remained higher for FF/UMEC/VI users compared with MITT users, using both
a 45-day and a 60-day gap to define non-persistence (e-Figure 5).
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Figure 3 (A) SITT versus MITT adherence at 6, 12, and 18 months (PDC 280%), (B) SITT versus MITT adherence at 6, 12, and 18 months (PDC 250%), and (C) SITT versus
MITT persistence.

Notes: Patient numbers are from the unweighted cohorts. Non-persistence is defined as a gap >30 days between end of a prescription and the following refill (any
component of triple therapy for MITT users). Median persistence is indicated by the gray dotted lines.

Abbreviations: MITT, multiple-inhaler triple therapy; PDC, proportion of days covered; SITT, single-inhaler triple therapy.

BDP/FOR/GB versus MITT

Patient attrition for the weighted analyses is outlined in e-Figure 6. The baseline characteristics of the weighted and
unweighted 6-, 12-, and 18-month BDP/FOR/GB and MITT cohorts are shown in e-Tables 8-10, respectively. Patients
initiating BDP/FOR/GB were 122% more likely to be adherent (PDC >80%) at 6 months (p<0.001), 127% more likely to
be adherent at 12 months (p<0.001) and 190% more likely to be adherent at 18 months (p<0.001), compared with MITT
initiators (Figure 5A). Mean PDC was higher among BDP/FOR/GB users compared with MITT users at all timepoints
(0.66 vs 0.43 at 6 months, 0.61 vs 0.38 at 12 months, and 0.60 vs 0.35 at 18 months). When defining adherence as PDC
>50%, patients initiating BDP/FOR/GB were 76% more likely to be adherent at 6 months (p<0.001), 78% more likely to
be adherent at 12 months (p<0.001), and 94% more likely to be adherent at 18 months (p=0.001) compared with MITT
initiators (Figure 5B). Compared with MITT initiators, patients initiating BDP/FOR/GB were 105% more likely to stay
on treatment for at least 6 months. Median persistence was 4.66 months for BDP/FOR/GB users and 0.99 months for
MITT users (Figure 5C). Median persistence remained higher for BDP/FOR/GB users compared with MITT users, using
both a 45-day and a 60-day gap to define non-persistence (e-Figure 7).
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Figure 4 (A) FF/UMEC/VI versus MITT adherence at 6, 12, and 18 months (PDC 280%), (B) FF/UMEC/VI versus MITT adherence at 6, 12, and 18 months (PDC 250%), and
(€) FF/UMEC/VI versus MITT persistence.

Notes: Patient numbers are from the unweighted cohorts. Non-persistence is defined as a gap >30 days between end of a prescription and the following refill (any
component of triple therapy for MITT users). Median persistence is indicated by the gray dotted lines.

Abbreviations: FF/JUMEC/VI, fluticasone furoate, umeclidinium and vilanterol; MITT, multiple-inhaler triple therapy; PDC, proportion of days covered.

Adherence Following a Switch from MITT to SITT

Patients with COPD who switched from MITT to SITT had higher adherence following the switch (Figure 6). Mean PDC
improved from 0.50 pre-switch to 0.78 post-switch among the overall cohort. Among patients with low MITT adherence
(PDC <0.50 prior to switch), mean PDC improved from 0.31 pre-switch to 0.74 post-switch. Among patients with high
MITT adherence (PDC >0.50 prior to switch), mean PDC still improved from 0.73 pre-switch to 0.83 post-switch.

Discussion

In England, patients with COPD initiating SITT had significantly better adherence and persistence compared with
patients initiating MITT. The findings were robust when applying sensitivity analyses including the use of PDC >50%
as the definition of adherence and allowable gaps for persistence of up to 60 days. Similar levels of improved
adherence and persistence were observed for both FF/UMEC/VI and BDP/FOR/GB compared with MITT; these
improvements continued at least 18 months from index, which may have important clinical implications. The findings
of the present study are consistent with a recent retrospective analysis in the United States, which found that patients
receiving SITT with FF/UMEC/VI had significantly higher medication adherence compared with patients receiving
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Figure 5 (A) BDP/FOR/GB versus MITT adherence at 6, 12, and 18 months (PDC 280%), (B) BDP/FOR/GB versus MITT adherence at 6, 12, and 18 months (PDC 250%),
and (C) BDP/FOR/GB versus MITT persistence.

Notes: Non-persistence is defined as a gap >30 days between end of a prescription and the following refill (any component of triple therapy for MITT users). Median
persistence is indicated by the gray dotted lines.

Abbreviations: BDP/FOR/GB, beclomethasone, formoterol and glycopyrronium bromide; MITT, multiple-inhaler triple therapy; PDC, proportion of days covered.

MITT, and FF/UMEC/VI users were almost twice as likely to be persistent with their therapy at 12 months (212139
study; submitted to Respiratory Medicine).

A recent real-world evidence study demonstrated that SITT with FF/UMEC/VI resulted in greater improvements in
lung function and quality of life compared with MITT.?*> A real-world non-interventional effectiveness study in Austria
assessing the efficacy of BDP/FOR/GB in patients with moderate-to-severe COPD, reported that following 52 weeks of
therapy, significant improvements in lung function (mean FEV1 and FVC) and symptoms were observed among the
entire population compared with baseline. A significant reduction in moderate and severe exacerbations was also reported
in patients who were classified as Global Initiative for Chronic Obstructive Lung Disease group B or D. After 52 weeks,
93.7% of patients continued their treatment and the authors noted that clinical improvements may be related to patients’
compliance with therapy.”® Increased medication adherence has previously been associated with a lower risk of
exacerbation and symptoms in patients with COPD and patients with asthma. In a Canadian observational study of
>23,000 patients with COPD, good adherence (medication possession ratio >80%) to LAMA or ICS/LAMA therapies
was associated with a significantly reduced risk of exacerbation and a reduced burden of disease.” In a Spanish cluster-
randomized controlled trial of >1000 patients with hypertension, asthma, or COPD, a medication adherence management
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Figure 6 Adherence prior to, and following, MITT to SITT switch.
Notes: Patient numbers are from the unweighted cohorts. Stratification is by PDC <0.5 and PDC 20.5 during the MITT period (ie prior to switch to SITT).
Abbreviations: MITT, multiple-inhaler triple therapy; PDC, proportion of days covered; SITT, single-inhaler triple therapy.

intervention was found to increase adherence among the total cohort, and a clinically significant improvement in Clinical
COPD Questionnaire score was observed among patients with COPD (n=299).%*

In the current study, patients who switched therapy from MITT to SITT had higher adherence following the switch,
and this difference was higher for particularly non-adherent patients on MITT. A third SITT with formoterol, glyco-
pyrronium bromide and budesonide was approved for use in adults with moderate-to-severe COPD in the UK in 2020;*°
however, as this therapy was approved after the indexing period for the current study, no data from this SITT were
available for inclusion in this analysis.

Future studies should explore the link between medication adherence and outcomes. As patients receiving SITT have
been found to have better adherence and persistence to therapy compared with patients receiving MITT, increasing the
use of SITT in the UK may result in less treatment discontinuation and improved health-related quality of life for patients
with COPD. Despite the increased adherence observed using SITT, there is still scope for further improvement;
additional work is needed with regard to other interventions, eg behavioral, which may improve adherence even further.
A first-in-kind study is currently ongoing in the UK, which aims to assess how adherence technology measures (eg add-
on inhaler sensor devices and mobile applications) may affect time-to-treatment failure and other clinical outcomes in
patients with COPD who have historic poor treatment adherence.

Strengths of this analysis include the use of real-world data from the CPRD and HES, which allows more broadly
representative results compared with those obtained from randomized controlled trials, which often include a more
strictly defined patient population. Also, the use of IPTW based on propensity scores to balance characteristics between
treatment groups; we observed similar results from both the weighted and the unweighted analyses, suggestive that
substantial confounding between groups is unlikely for variables adjusted for in the model, and minimal unmeasured
confounding is likely when using linked CPRD/HES data. Finally, adherence and persistence were measured over
a longer period in the current study compared with previous studies.?’

Limitations of the current analysis include those common to database studies, eg inaccurate coding of COPD in
the database and missing data. However, this is reflective of varying clinical documentation seen in real-world
practice,”® and COPD diagnoses and COPD exacerbations were defined based on a previous study, which validated
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definitions against patient notes in CPRD.'*'® The criteria of overlap used to define MITT may have erroneously
misclassified patients who were not intended to continue all three components as MITT users; this may have led to
underestimation of adherence and persistence to MITT. Whilst prescriptions allow for an indirect measure of
adherence, the dispensing of a medication does not guarantee that the medication was taken as prescribed by the
patient. Also, in the persistence analysis it is not possible to distinguish between discontinuation of treatment due to
advice from a clinician (possibly due to an adverse event or a lack of efficacy) versus a patient simply stopping
treatment. Very non-adherent patients (ie patients who remain on treatment, but with very big treatment gaps) are also
a consideration; despite remaining on treatment, these patients will appear to be non-persistent in the analysis.
Nevertheless, the data from the persistence analysis suggest that patients persist on SITT longer than MITT. In
addition, patients with concomitant asthma were included in this analysis; although this is reflective of real-world
practice, it is possible that these patients may get greater symptomatic relief from treatment, which may therefore
affect adherence and persistence. Also, although IPTW was used to balance baseline characteristics between the two
groups, and substantial confounding is unlikely, unmeasured confounding is still possible; however, the similar results
observed between the weighted and the unweighted cohorts is suggestive of limited unobserved confounders. Finally,
this analysis was conducted using data collected prior to the emergence of COVID-19; it is possible that patient
behavior and patient care have changed over the course of the pandemic. Patients may be more likely to be adherent
to their therapy due to fears of their disease getting worse at a time when accessing care is more difficult.”’

Conclusions

Patients with COPD in England initiating SITT with FF/UMEC/VI or BDP/FOR/GB had significantly better adherence
and persistence compared with patients initiating MITT. These improvements persisted for at least 18 months following
treatment initiation. These findings highlight an overall benefit of SITT in patients with COPD and suggest the need for
further investigation into the clinical and economic benefits of SITT treatments in clinical practice.

Abbreviations

BDP, beclomethasone; CI, confidence interval; COPD, chronic obstructive pulmonary disease; CPRD, Clinical Practice
Research Datalink; FEV1, forced expiratory volume in 1 second; FF, fluticasone furoate; FOR, formoterol; GB, glycopyrro-
nium bromide; HES, Hospital Episode Statistics; ICS, inhaled corticosteroid; LABA, long-acting 2-agonist; LAMA, long-
acting muscarinic antagonist; MITT, multiple-inhaler triple therapy; PDC, proportion of days covered; PS, propensity score;
SD, standard deviation; SITT, single-inhaler triple therapy; UMEC, umeclidinium; VI, vilanterol.
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