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Abstract

Background: This meta-analysis assessed the relationship between change from baseline (CFB) in spirometric
measurements (trough forced expiratory volume in 1 second [FEV:] and FEV area under the curve [AUC]) and
patient-reported outcomes (St. George’s Respiratory Questionnaire total score [SGRQ] CFB, Transition Dyspnea
Index [TDI] and exacerbation rates) after 6-12 months’ follow-up, using study treatment-group level data.
Methods: A systematic literature search was performed for randomized controlled trials of 224 weeks duration in
adults with chronic obstructive pulmonary disease (COPD). Studies reporting =1 spirometric measurement and 21
patient-reported outcome (PRO) at baseline and at study endpoint were selected. The relationships between PROs
and spirometric endpoints were assessed using Pearson correlation coefficient and meta-regression.

Results: Fifty-two studies (62,385 patients) were included. Primary weighted analysis conducted at the last
assessment showed a large significant negative correlation (r, —0.68 [95% confidence interval (CI); -0.77, -0.57])
between trough FEV; and SGRQ. Improvement of 100mL in trough FEV; corresponded to a 5.9 point reduction in
SGRQ. Similarly, a reduction of 4 points on SGRQ corresponded to 40mL improvement in trough FEV; (p<0.001).
The weighted correlation coefficients of trough FEV: with TDI, exacerbation rate (all) and exacerbation rate
(moderate/severe) at last assessment point were 0.57, -0.69 and -0.57, respectively (all p<0.05). For the analyses
excluding placebo groups, the correlations of FEV; with SGRQ and TDI were lower but significant.

Conclusions: A strong association exists between changes in spirometric measurements and changes in PROs.

Abbreviations: change from baseline, CFB; forced expiratory volume in 1 second, FEVy; area under the curve, AUC; St. George’s Respiratory
Questionnaire total score, SGRQ; transition dyspnea index, TDI; chronic obstructive pulmonary disease, COPD; patient-reported outcome,
PRO; confidence interval, CI; Global initiative for chronic Obstructive Lung Disease, GOLD; randomized controlled trial, RCT; long-acting
muscarinic antagonist, LAMA; long-acting 2-agonist, LABA; minimal clinically important difference, MCID; Cochrane Database of
Systematic Review, CDSR; Cochrane Central Register of Controlled Trials, CENTRAL; Database of Abstracts of Reviews of Effects, DARE;
EU Clinical Trials Register, EU-CTR; health technology assessment, HTA; National Institute for Health Research-Health Technology
Assessment, NIHR-HTA; World Health Organization International Clinical Trials Registry Platform, WHO ICTRP; standard deviation, SD;
baseline dyspnea index, BDI; 2 times a day, BID; not applicable, NA; once a day, OD; 4 times a day, QID
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Introduction

Chronic obstructive pulmonary disease (COPD)
is a progressive disease of the respiratory system
characterized by chronic airway inflammation. The
resulting airflow limitation is not fully reversible.
Disease progression is associated with more severe and
frequent exacerbations and declining lung function.
Nevertheless, COPD is frequently under-diagnosed and
under-treated.

The global burden of COPD is high and by 2020 will
increase to reach a rank of 5 for burden of disease and
3 for cause of death.? According to Global initiative
for chronic Obstructive Lung Disease (GOLD)
recommendations, assessment of COPD is based on
the patient’s level of symptoms, exacerbation history,
severity of spirometric abnormality, and identification
of comorbidities.? Although spirometry is now required
for a confident diagnosis of COPD, diagnosis and
management of the disease should not be purely based
on spirometric categorization. Given the evidence
that the level of forced expiratory volume in 1 second
(FEV1) poorly represents COPD status, revised GOLD
guidelines recommend that both disease impact
(symptom burden and activity limitation) and future
risk of disease progression, particularly exacerbations,
must be considered for adequate management of stable

COPD.?

Patient-reported outcomes (PROs) based on symptom
severity, activity limitation or health status are highly
relevant for assessing disease severity or treatment
impact from the perspective of policy makers and
payers.>* Such outcomes are routinely collected in
clinical trials using fully validated and widely accepted
PRO instruments such as St. George’s Respiratory
Questionnaire (SGRQ) and the Transition Dyspnea
Index (TDI). However, there is limited evidence on the
relationship between the typical regulatory endpoints
such as FEV; and the PRO endpoints which often
creates challenges for policy makers while making
reimbursement decisions for specific treatments.

The primary objective of the study was to assess
the relationship between changes in spirometric
measurements (particularly trough FEV:) and changes
in PROs (SGRQ, TDI, and exacerbation rates) after at
least 6 months of follow-up, using study treatment group
level data. The analysis was repeated using treatment
arms with active treatments (excluding placebo groups)
and using treatment effect measurements (difference
over placebo) for placebo-controlled studies.

Methods
Search Strategy

A systematic literature review was performed using
a predefined search strategy to identify randomized
controlled trials (RCTs) of 24 weeks’” duration or more
in patients with COPD. Independent bibliographic
systematic searches were conducted in April 2014
using the following databases (from inception to April
2014): MEDLINE, MEDLINE In-Process, EMBASE, the
Cochrane Library, Database of Abstracts of Reviews of
Effects, and Health Technology Assessment websites.
Secondary systematic searches in clinical trial registries
such as Clinicaltrials.gov (the U.S. National Institutes of
Health clinical trial register), World Health Organization
International Clinical Trials Registry Platform,
International Standard Randomised Controlled Trial
Number registry, and the European and Clinical Trials
Register, were performed. Experienced researchers
developed search strategies specifically tailored for
each database. As an example, the search strategy for
MEDLINE and MEDLINE In-Process is provided in
Appendix 1 of the online supplementary data.

Selection Criteria
RCTs of at least 24 weeks’ duration conducted in adults
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with COPD (per GOLD guidelines)receivinglong-acting
muscarinic antagonists (LAMAs) and/or long-acting
B2-agonists (LABAs) were included. Furthermore, only
studies reporting at least 1 spirometric measurement of
interest (trough FEV, time-adjusted FEV: AUC) and at
least one PRO of interest (SGRQ, TDI, and exacerbation
rates) at baseline and 6 and/or 12 months were selected.
The search was limited to English language.

The search was directed to studies with similar
pharmacodynamics properties: studies of monotherapy
with LAMAs or LABAs (monotherapy with aclidinium
bromide, formoterol, glycopyrronium, indacaterol,
salmeterol, tiotropium, umeclidinium, or vilanterol)
and/or the fixed-dose or free combination of both
(umeclidinium/vilanterol, aclidinium/formoterol,
tiotropium/olodaterol, or indacaterol/glycopyrronium).
Studies with any of these treatments were included.

Studies were excluded if: (a) data were not available
simultaneously for spirometric measurement and PRO
endpoints at any time-point of interest; (b) the reported
FEV: was measured postdose; or (c) there was no
evidence that FEV; was measured predose. Furthermore,
studies limited to patients with alpha-1 antitrypsin
deficiency-related COPD and to non-white populations
(e.g., Chinese, Japanese patients) were excluded.

The SGRQ assesses 3 domains (symptoms, activity,
and impacts), with a total score ranging between 0 and
100. Higher values of SGRQ are associated with lower
health-related quality of life.>® TDI characterizes a
change in dyspnea from baseline and provides values
between -9 and 9.7 Positive values in the TDI score
correspond to clinical improvement. A 4-unit change in
the total score of the SGRQ,® a 1-unit change in TDIL,?
and a change of 100 mL in FEV,!° are considered as
minimal clinically important differences (MCIDs)
for these instruments. There is no agreed MCID for
exacerbation rates although several estimates have
been reported in literature.'!

Selection Process

The relevance of each identified citation was assessed
according to the predefined selection
Selection was performed by 2 researchers (BT and
JL) independently along with standardized quality
assessments of the selected studies. Any discrepancies
between researchers were resolved by consensus. The
selected citations were grouped per study, as 1 study
could have been published in several sources such as a
conference abstract, full-text article, or trial registration.

criteria.

Data Extraction

Data extraction was performed by 2 researchers (BT and
JL) independently. Any discrepancies were discussed
and resolved by consensus.

Data were primarily extracted from the text and
tables of the source documents. If the data of interest
were available solely as figures, these were extracted
using Digitizelt software version 2.0.3 (Digitize It,
Braunschweig, Germany, http://digitizeit.de ). For each
study, study characteristics, population characteristics,
treatment groups, and spirometric and PRO endpoints
of interest at selected time points (mean CFB, mean
baseline, and mean follow-up values) were extracted.
If mean CFB wvalues were unavailable, these were
calculated by subtracting the mean value at baseline
from the mean value at follow-up.

Statistical Analysis

Study and patient characteristics, as well as outcome
results (spirometric measurements and PROs at 6 or 12
months follow-up and last assessment) were summarized
across all studies using (1) weights proportional to the
sample size of the study treatment group in relation to
the total number of patients across all treatment groups
(weighted approach), and (2) equal weights for each
study treatment group (unweighted approach).

Methods used to assess the relationship between
PROs and spirometric endpoints included scatter and
bubble plots (1 dot representing a treatment group
results for both endpoints considered; the size of
the dot being proportional to the sample size of the
considered treatment group), linear regressions, and
Pearson correlation coefficients with 95% confidence
interval (CI). The linear regression equations were used
to estimate the mean change in FEV; corresponding
to the established MCID thresholds of the PROs and
to estimate the mean change in PROs corresponding
to the established MCID threshold of a 100-mL
change in FEV1.19 Similarly, the rate and incidence of
exacerbations corresponding to a change of 100mL in
FEV1 also were calculated.

Primary analysis involved quantifying the relationship
between trough FEV: CFB and SGRQ CFB at last
assessment (i.e, assessment at the 12-month follow-
up if available for both considered endpoints, or if not
available, at the 6-month follow-up).

Further statistical analyses were conducted to
facilitate interpretation of results and explore the data.
The regression and correlation analyses were conducted
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after exclusion of the placebo groups. We also conducted
regression and correlation analyses between the active
treatment group effect beyond placebo in FEV; CFB and
the effect beyond placebo in the various PROs (analyses
conducted using data from placebo-controlled studies
only, where the placebo group result is subtracted from
each treatment group result).

All these analyses were conducted only when data for
at least 15 study treatment groups were available. Such
a sample size allows detecting a correlation coefficient
of 0.7 with more than 85% power and associated
type I error of 0.05.12 Interpretation of the amplitude
of the absolute values of correlation coefficients
were based on Cohen’s conventions (0.1-0.3, small/
weak; 0.3-0.5, medium/moderate; >0.5, large).l2 No
statistical correction for multiple tests was performed.
All statistical analyses were conducted based on a
predefined statistical analysis plan and using SAS
software for Windows (Version 9.2, SAS Institute, Inc,
Cary, NC, USA).

Results

Literature Search
The systematic bibliographic search identified 3006
abstracts from which a total of 2515 were excluded
in the abstract/title screening phase. After full-text
screening, a further 261 publications were excluded.
The systematic registry search identified 4720 trial
registrations from which 4636 were excluded (Figure
1). Three additional recently published references were
identified through conference abstract and the registry
search. Therefore, 233 full text publications and 84 trial
registrations were retained for final study selection.
Overall, 118 studies were identified from the citations
extracted based on the systematic literature search.
Thirty-nine studies from the registry search did not have
any results published or posted on the registry websites
at the time of the search. The outcomes of 27 studies
were out of scope of present meta-analysis; these studies
were also excluded. In total, 52 unique studies!® %2
were selected for this meta-analysis and the data for all
these studies were extracted from all available sources,
including clinical trial registries.

Study Characteristics

A description of key study characteristics is summarized
in Table 1. The 52 unique studies included 163
treatment groups and 62,385 patients. The median
study duration was 11.7 months. A majority of the

studies (80.8%) did not allow background LABA and
57.7% allowed background ICS treatment. A majority of
studies considered a lower threshold inclusion criterion
of 10 pack years of cigarette smoking (82.7%) but no
inclusion criteria regarding the number of exacerbations
over the past year (71.2%). The upper thresholds most
commonly encountered for the percentage of FEV:
inclusion criterion were 80% (28.8%) and 70% (23.1%)).

Population Baseline Characteristics
The patients’ characteristics weighted by the sample
size of each group across the 163 treatment groups
from the 52 selected studies are summarized in Table 2.
The number of patients in each study treatment group
varied from 6 to 3006, with a median of 419. The mean
(standard deviation [SD]) age was 63.7 (25.0) years. The
proportion of men across the treatment groups varied
from 43.0% to 100.0% (weighted mean proportion
70.4%). Large variation in baseline characteristics was
seen for disease severity with the percentage of patients
classified as severe or very severe (GOLD stage III or
IV) ranging from 19.7% to 100.0% (median, 53.0%)
and mean baseline trough FEV; ranging from 890 to
1681mL (median, 1180mL).

Most treatment groups were receiving LABA (25.2%),
LAMA (21.5%), placebo (20.9%), or LABA and ICS
(19.6%).

Data Availability for the Endpoint Combinations
The online supplementary Table 1 provides treatment
group-level data on endpoints of interest for all the
included studies. The combinations of endpoints with
at least 15 study-treatment groups (N) are described in
Table 3. In combination with FEV1, SGRQ was the most
reported endpoint (111 treatment groups; 38 studies)
followed by TDI (68; 22), all exacerbations (24; 10) and
moderate/severe exacerbations (69; 23). FEV1 AUCo-12n
and SGRQ data at last assessment were available from
5 studies with 22 treatment arms.

The duration between baseline and the last assessment
varied across endpoint combinations. The duration was
longest for the analysis of the combination of SGRQ
with trough FEV; (median, 11.1 months; 55.9% at
12 months) and shortest for the analysis of FEV;
AUCo-12n with trough FEV: (median, 6.0 months;
81.8% at 6 months).

Correlation and Regression Analyses Between
Spirometric Measurements and PROs
The correlation and regression results of the primary
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Figure 1. Flow of Studies Through the
Review Process

Bibliographic searches: : _Regi_stry searcr!es:
Title/Abstract screening (n=3006) Trial registration screening (n=4720)
EMBASE (n=881), MEDLINE (n=610), CDSR (n=21), Clinicaltrial.gov (n=949), WHO ICTRP (n=2922),
CENTRAL (n=1415), DARE (n=62), HTA (n=17) International Standard Randomized
Controlled Trial Number registry (n=87),

EU-CTR (n=307), PharmNet.Bund (n=320),
NIHR HTA (n=13), PROSPERO (n=122)

Not relevant (n=2515)

Population out of scope (n=56)
Intervention out of scope (n=41)
Comparator out of scope (n=1)
Outcomes out of scope (n=1)
Study design out of scope (n=808)
Language (n=24)

Duplicate (n=1194)

Conference before 2009 (n=390)

Not relevant (n=4636)

v Population out of scope (n=475)
Intervention out of scope (n=683)
Outcomes out of scope (n=42)
Study design out of scope (n=2001)
Language (n=10)

Not relevant (n=261) Duplicate (n=1425)

Population out of scope (n=5)
Intervention out of scope (n=15)
Manually added (n=3) Comparator out of scope (n=2)
Recently published full text —> Outcomes out of scope (n=40)
publication identified on Study design out of scope (n=178)
conference abstracts (n=1) —> Language (n=4)

Recently published trial reports Not available (n=12)
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CDSR=Cochrane Database of Systematic Review; CENTRAL=Cochrane Central Register of
Controlled Trials; DARE=Database of Abstracts of Reviews of Effects; EU-CTR=EU Clinical
Trials Register; HTA=health technology assessment; NIHR-HTA=National Institute for
Health Research-Health Technology Assessment; WHO ICTRP=World Health Organization
International Clinical Trials Registry Platform
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Table 1. Description of Key Baseline Characteristics at Study

Level®
Study Name Duration,? Number Total Age Men Proportion Trough BDI SGRQ
of Number of (years) (%) (%) of Severe/ FEV, Mean Total
Treatment Patients in Mean Very Severe at Baseline (SD) Score
Groups the Study (SD) COPD (mL) Baseline
Patients ' CELNET)] Mean (SD)
Mean (SD)
Celli et al, 24 4 1493 62.9 (9.2) 654  53.0(65.8)
201413 (20.4)
Abrahams et al, 24 5 2080 64.2 (6.5) 64.5 1186.0 (184.0) 6.5 (1.7) 43.1 (14.4)
201314 (17.6)
Bateman et al, 26 5 2144 6391 (8.1) 754 36.3(49.9) 1300.0 (0.0) 6.4 (2.6) 46.9 (12.6)
2013 SHINE!5 32.2)
Decramer et al, 52 2 3439 77.0 99.0 (0.0) 6.0 (2.9) 48.3(23.5)
2013 INVIGORATE16 (58.6)
Donohue et al, 24 4 1536 63.1(14.5) 70.8 53.7 (47.8)
201317 (50.8)
Dransfield et al, 52 4 1622 63.7 (2.0) 59.4 1220.0 (257.1)
2013 Study 118 (40.2)
Dransfield et al, 52 4 1633 63.7 (4.4) 55.5 1235.9 (387.3)
2013 Study 218 (35.7)
D’Urzo et al, 64 4 291 63.9(10.0) 51.9 1340.1 (712.7) 44.3 (27.9)
201319 (23.4)
Gelb et al, 52 2 605 63.6(14.8) 58.3 49.1 (16.0)
201320 (22.1)
Kerwin et al, 24 5 1030 62.7 (7.2) 66.6 1238.4 (641.6)
201321 (24.0)
Martinez et al, 24 6 1224 61.6 (5.2) 72.3 1353.8 (524.9)
201322 “41.1)
Vogelmeier et al, 26 2 523 63.3(2.3) 70.9 19.8 (1.1) 1449.5(1143.4)
2013 ILLUMINATE?3 (16.0)
Wedzicha et al, 64 3 2224 63.3(7.9) 74.7 100.0 (0.0) 900.0 (272.3) 52.3 (15.7)
2013 SPARK?24 41.6)
Doherty et al, 52 5 1196 59.7 (10.6) 75.2 1204.1 (485.8) 47.3 (14.2)
201225 (28.1)
Hanania et al, 24 2 342 61.2 (2.8) 46.5 32.6(83.2)
201226 64.7)
Jones et al, 24 3 828 62.4(7.6) 674 319 (32.1) 6.8 (2.9) 46.3 (20.7)
2012 ATTAIN27 (32.8)
Kerwin et al, 52 3 1066 63.6 (3.8) 64.2  35.9(18.5) 1325.2 (1002.8)
2012 GLOW 228 (17.0)
Sharafkhaneh et al, 12 3 1219 63.0(13.7) 62.0 993.4 (419.2) 57.4 (27.9)
201229 months (90.1)
Tashkin et al, 52 5 1055 59.8(10.9) 77.6 1230.5 (389.1) 45.5 (14.2)
201230 (39.2)
Chapman et al, 52 3 415 62.6 (2.0) 61.2 45.5 (6.0)
201181 (36.9)
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D'Urzo et al, 26 2 822  639(27) 81.8 39.2(28.3) 1320.3(807.9) 46.2 (3.1)
2011 GLOW 132 (26.9)
Jones et al, 2011 52 2 843 624 (89) 78.6 1405.8 (354.9) 6.3 (1.3) 47.3 (0.0)
ACCLAIM/COPD 133 (40.6)
Jones et al, 2011 52 2 804  65.1(1.2) 63.0 1198.8 (740.3) 6.4 (3.7) 45.7 (23.4)
ACCLAIM/COPD 1133 (37.0)
Bateman et al, 48 3 1990 65.0 (6.8) 74.2
201023+ (20.2)
Bateman et al, 48 2 3917  64.8(0.0) 77.6 1105.0 (250.3)
2010b35 (34.4)
Calverley et al, 48 3 718  63.6(86) 80.6 100.0(0.0) 1146.7 (179.1) 50.3 (9.7)
201036 (18.1)
Dahl et al, 52 4 1732 63.5(12.0) 79.7 45.7 (30.6) 1287.6(199.2) 6.0 (0.0) 43.5(12.0)
2010 INVOLVE?37 (40.9)
Donohue et al, 26 4 1683  63.6(6.3) 62.8 1305.0 (1188.1)
2010 INHANCES38 (32.8)
Hanania et al, 6 3 443 64.4(109) 612 1212.1 (111.6) 5.3 (1.7) 50.2 (23.2)
201039 months (52.9)
Anzueto et al, 52 2 797 654 (14) 54.0 975.1 (141.2)
200940 (84.7)
Rennard et al, 12 4 1964  632(74) 639 82.0(22.8) 1024.5(1100.3) 55.0 (11.1)
200941 months (35.5)
Donohue et al, 52 2 793 64.0 (14.6) 589 1136.6 (531.3)
200842 (51.8)
Ferguson et al, 12 2 782 65.0(14) 550 100.0(0) 940.1 (279.6)
200843 months (83.9)
Tashkin et al, 26 6 1704 634 (3.9) 68.1 80.1(20.0) 1045.4 (338.5) 55.7 (17.8)
20084 (57.9)
Tashkin et al, 4 2 5993  64.5(0.0) 747 52.5(38.7) 1095.0 (387.1) 459 (11.6)
2008 UPLIFT#5 years (58.1)
Tonnel et al, 9 2 554 64.2(165) 86.1 59.5(53.9) 1364.4 (352.8) 47.4 (36.5)
2008 TIPHON%6  months (16.8)
Aaron et al, 52 3 449 67.7(40) 56.3 1016.2 (350.3) 49.1(19.1)
200747 (27.6)
Chan et al, 48 2 913  66.8(14) 59.7 966.7 (142.5) 46.4 (0.0)
2007 SAFE*8 (28.5)
Stockley et al, 52 2 634 624 (1.3) 765 1324.0 (226.6) 49.1 (18.9)
2006 (12.6)
SC0O10047050 24 2 1050  63.6(3.2) 77.8 1667.7 (437.4) 5.6 (0.0) 48.1 (3.2)
(18.2)
SLMF 401051 24 2 34  638(5.0) 882
(34.3)
Wouters et al, 12 2 373 63.5(00.7) 74.0 1410.0 (0.0) 39.1(9.7)
2005 COSMIC52 months (19.3)
Brusasco et al, 24 3 1207 642(8.1) 76.3 1093.3 (505.4)
200353 (23.1)
Calverley et al, 52 4 1465 632 (6.8) 72.5 1269.4 (513.8) 482 (25.3)
2003 TRISTANS* (55.2)

For personal use only. Permission required for all other uses.

journal.copdfoundation.org | JCOPDF © 2016 Volume 3 » Number 2 « 2016




Relationship Between FEV1 and PROs: A Meta-analysis

Dal Negro et al, 52 3 18 88.9 1453.3 (92.7)

200355 (23.6)

Hanania et al, 24 4 723  63.8(13.0) 63.3 1220.3 (218.6) 6.0 (3.0)

200356 (61.5)

Casaburi et al, 49 2 921  65.0(0.0) 65.0 1023.9 (595.4) 6.1 (3.0)

200257 (55.7)

Chapman et al, 24 2 408  64.5(10.1) 64.0 1235.7 (908.9) 52.5 (10.1)
200258 (0.0)

Donohue et al, 24 3 623  64.9(8.7) 74.7 1080.2 (380.6) 6.5 (3.5) 45.4 (0.0)
200259 (8.3)

Mahler et al, 24 4 674 63.5(14.2) 65.7 1226.9 (667.3) 6.0 (2.2)

200260 (85.8)

Rossi et al, 12 4 854 63.0(11.9) 83.0 1370.5 (461.5) 474 (13.5)
200261 months 43.1)

Vincken et al, 52 2 535  63.9(0.8) 84.7 1170.0 (0.0) 7.22 (3.1) 44.7 (24.0)
200262 (21.8)

aBlank cells represent information that was not recorded.
bThe duration of study is in weeks unless specified otherwise.

Table 2. Key Baseline Characteristics Summarized Across
All Study Treatment Groups (Weighted by Treatment Group
Sample Size)

Characteristics Median

Number
of Study

Mean (SD) Minimum,
Maximum
Treatment

Groups (%)

Number of Patients per Treatment Group? 163 (100.0) 809.9 (16959.0) 419.0 6, 3006
Age (years) — mean 158 (96.9) 63.7 (25.0) 63.7 58.8, 68.1
Gender, Male (%) 163 (100.0) 70.4 (159.1) 73.9 43.0, 100.0
% Current Smokers 133 (81.6) 40.8 (153.8) 40.0 0.0, 59.0
Number of Pack Years of Cigarettes, mean 114 (69.9) 46.1 (103.7) 45.7 33.2,63.0
% Patients with Moderate COPD 53 (32.5) 34. 9 (566.0) 45.0 0.0, 80.3
% Patients with Severe or Very Severe COPD 53 (32.9) 64.4 (573.5) 53.0 19.7, 100.0
Length of Time with COPD (years), mean 70 (42.9) 8.7 (34.6) 8.5 59,114
Baseline Trough FEV; (mL), mean 138 (84.7) 1177.0 (2916.3) 1180.0 890.0, 1681.0
Baseline SGRQ Score, mean 96 (58.9) 48.1 (77.2) 47.1 38.4, 58.6
Baseline Dyspnea Index, mean 43 (26.4) 6.2 (7.7) 6.2 5.1,74

Note: Overall mean per study are weighted by the number of patients randomized in each treatment group within the study.

aThe total number of patients randomized in all studies is 62,385.

and secondary analyses are shown in Tables 4-6 and
Figures 2-4. Table 4 provides weighted and unweighted
Pearson correlation coefficients and linear regression
results showing values corresponding to known MCIDs
for each combination of endpoints at available time
points. Figure 2 provides visual representation of the

association between these combinations of endpoints
at the last assessment using bubble plots.

Primary analysis conducted at the last assessment
with weighted means of changes from baseline in trough
FEV: and SGRQ showed a large, significant negative
correlation coefficient (r [95% CI], N), corresponding to
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Table 3. Number of Study Treatment Groups
With a Combination of PRO and Lung

Volume Measurement Results

Lung Volume Measurements

Trough FEV,
FEV, AUC,,, Capacity

Last Assessment

Inspiratory Total

significant negative correlations were
obtained between trough FEV: and the
annual rate of exacerbations (overall,
moderate or severe). Table 4 and Figures
2D and 2E show that improvement in
FEV, leads to reduction in the annual
rate of exacerbations. An improvement
of 100mL in trough FEV: corresponds

to an annual rate of exacerbations of 0.5,

SGR 111 22 13 116
Q while no change on FEV: corresponds

TDI 68 8 3 68 ; 1 rat ¢ bati f
Annual Exacerbation Rate (overall) 24 0 2 24 Qogan(pa_r(l)nggog; er fexacer a 1onts © ¢
Moderate/Severe Annual Exacerbation Rate 69 9 6 69 ) L_' ) 'h F;vlmprovemerzi ©
Severe Annual Exacerbation Rate 6 0 0 6 100 mL in troug 1 corresponds to

an annual rate of moderate or severe
At 6 months Follow-up Dati £ 0.7 whil h
SGRO 73 18 7 go  &xacer ations ot 0.7, while no change

on FEV, corresponds to an annual rate
TDI 52 8 3 54 ¢ derat bati ¢
Annual Exacerbation Rate (overall) 6 0] 0 6 (O) 9rno gr?)oeocl)r Severe exacerbations o

<

Moderate/Severe Annual Exacerbation Rate 20 5 0 20 .R ® 1 ’ f >h L |
Severe Annual Exacerbation Rate 0 0 0 0 esults of the S?nsnlety analyses

conducted at other time points (6 and/
At 12 months Follow-up . 1.1

or 12 months, subject to availability of
SGRQ 62 4 10 62

data, Table 4) were comparable. Results
o 2 0 O 2 ofth ighted analyses (Table 4
Annual Exacerbation Rate (overall) 18 0 2 18 Ol the unwelg. te anfa}}lfsis (Ta 1e )f
Moderate/Severe Annual Exacerbation Rate 49 4 6 49 ahso W?ri c(oinswtlent with the results o
Severe Annual Exacerbation Rate 6 0 0 the weighted analyses.

Further analyses conducted at the last

-0.68 ([-0.77, -0.57], 111) (Table 4). The regression
results (weighted) confirmed this highly significant
association (p<0.0001) with an improvement of 100mL
in trough FEV: corresponding to a reduction of 5.9
in SGRQ total score and a reduction of 4 units on the
SGRQ total score, equating to a 40mL improvement in
trough FEV: (Table 4, Figure 2A). Results of weighted
analyses between trough FEV; and the TDI score at
the last assessment showed a large, significant positive
correlation, with an improvement of 100mL in trough
FEV: corresponding to an improvement of 1.9 on the
TDI score, while an improvement of 1 point on TDI
was equivalent to a 48mlL reduction in trough FEV;
(p<0.0001) (Table 4, Figure 2B). A large, negative
correlation coefficient was obtained using the time-
adjusted FEV1 AUCo.-12nand SGRQ atthelast assessment.
Weighted regression results also indicated a highly
significant association (p=0.0031) between FEV1 AUCo-
12n and SGRQ at last assessment, with an improvement
of 100mL in FEV; AUCo.12n corresponding to an
improvement of -5.75 on SGRQ, while an improvement
of 4 units on SGRQ corresponds to a 10mL reduction
in FEV1 AUCo.12n (Table 4, Figure 2C). Statistically

assessment excluding the placebo groups are shown
in Table 5. The weighted correlation coefficients at
last assessment for the following pairs, trough FEV:
and SGRQ (-0.63), trough FEV: and TDI (0.31),
FEV: AUCo.12n and SGRQ (-0.49), exacerbation rate
(overall) and trough FEV; (-0.88) and exacerbation
rate (moderate/severe) and trough FEV: (-0.67) were
statistically significant (all p<0.05) (Table 5, Figure 3).
Overall, these results limited to active treatment were
similar to the main analysis. The correlations of FEV;
with PROs were significant although slightly decreased;
correlations with exacerbation rates were significant
and slightly increased.

Further analyses conducted at the last assessment
with weighted means of difference over placebo in
trough FEV; and in SGRQ showed a medium and
statistically significant correlation coefficient -0.35
[(-0.56, —0.08), 53] (Table 6). The weighted regression
results indicate a significant association between the
change beyond placebo in trough FEV: and in SGRQ at
the last assessment (p<0.05), with an improvement over
placebo of 100 mL in trough FEV; corresponding to a
reduction of 2.9 in SGRQ total score and conversely,

For personal use only. Permission required for all other uses.

journal.copdfoundation.org | JCOPDF © 2016

Volume 3 * Number 2 « 2016




Relationship Between FEV1 and PROs: A Meta-analysis

Table 4. Weighted/Unweighted Correlation and Regression

Analyses Between FEV1 CFB and PROs (for Endpoint

Combinations Including 215 Treatment-Groups)

Weighted Analyses Unweighted Analyses
Time Pearson FEV, PRO Value Pearson FEV, PRO Value
Point/ Correlation  Value Corres- Correlation Value Corres-
Severity Coefficient Corres- ponding Coefficient Corres- ponding
(95% Cl) ponding to MCID (95% Cl) ponding to MCID
to MCID (02) Value to MCID (02) Value
Value  for FEV, Value for FEV,
for PRO for PRO
Trough SGRQ
FEV; CFB CFB
Last 111 -0.68 40.35 -5.89 -0.63 33.79 -6.01
Assessment (-=0.77,-0.57) (-0.73, -0.51)
6 months 73 -0.60 30.11 -5.84 -0.51 21.40 -5.82
(-0.73, -0.43) (—0.66, -0.32)
12 months 62 -0.79 52.39 -5.58 -0.78 45.63 -591
(—0.87, -0.68) (—0.86, —0.65)
Trough TDI
FEV; CFB
Last 68 0.57 -47.93 1.88 0.58 -21.98 1.77
Assessment (0.38,0.71) (0.39, 0.72)
6 months 52 0.55 -32.64 1.80 0.57 -10.14 1.70
(0.33,0.72) (0.36, 0.73)
12 months 20 0.59 -35.92 191 0.61 -10.89 1.86
(0.20, 0.82) (0.23, 0.83)
Trough Exacerbation
FEV; CFB Rate
Overall 24 -0.69 NA 0.49(2.30) -0.60 NA 0.65
(—0.85, -0.39) (—0.81, -0.26) 2.27)
Moderate 69 -0.57 NA 0.66 (0.94) -0.55 NA 0.63
or Severe (-0.71, -0.39) (—0.70, -0.36) (0.90)
FEV, SGRQ
AUCy. 15y,  CFB
CFB
Last 22 -0.60 -9.76 -5.75 -0.60 -27.05 -5.90
Assessment (-0.82, -0.24) (-0.82, -0.25)
6 months 18 -0.80 -55.65 -6.76 -0.77 -47.08 -6.56
(-0.92, -0.54) (—0.91, -0.47)

Summary of correspondence of trough FEV; CFB to PROs and PROs to trough FEV; CFB for established MCIDs (-4 for SGRQ, +1 for TDI and
100mL for FEV,) in the simple weighted /unweighted linear regression models of PROs (y) on FEV; (x), for plots including at least 15 dots.

8The correspondence to a 0 change in FEV| is calculated to facilitate interpretation of exacerbation rates corresponding to FEV; MCID.

N, number of dots in the bubble plot, i.e., the number of study treatment groups with both endpoints x and y available at the same time
point and used to estimate the parameters of the linear regression of y on x;

NA, not applicable as analysis not conducted due to sample size < 15 as specified in the Statistical Analysis Plan.
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Table 5. Weighted/Unweighted Correlation and Regression
Analyses for FEV1 CFB and PROs (Last Assessment) Excluding
Placebo Groups

Weighted Analyses Unweighted Analyses

Pearson FEV, PRO Value Pearson FEV,; PRO Value
Correlation Value Corres- Correlation Value Corres-
Coefficient Corres- ponding Coefficient Corres- ponding
(95% Cl) ponding to MCID (95% Cl) ponding to MCID
to MCID (02) Value to MCID (0?) Value
Value  for FEV, Value for FEV,
for PRO for PRO
Trough FEV; SGRQ CFB 86 -0.63 40.79 -5.98 -0.62 34.10 -6.14
CFB (mL) (-0.75, -0.49) (—0.73, -0.46)
Trough FEV;  TDI 52 0.31 -143.32 1.90 0.39 -49.68 1.79
CFB (mL) (0.04, 0.54) (0.13, 0.60)
Trough FEV;  Annual Exacerbation 19 -0.88 NA 0.33 -0.79 NA 0.47
CFB (mL) Rate (overall) (—0.95, -0.70) (299  (-0.92,-0.53) (2.80)
Trough FEV; Moderate/Severe 53 -0.67 NA 0.66 -0.72 NA 0.61
CFB (mL) Annual Exacerbation (—0.80, -0.49) (0.97)  (-0.83, -0.55) (0.98)
Rate
FEV; AUCq.10n,  SGRQ CFB 17 -0.49 -43.61 -6.01 -0.53 -54.90 -6.12
CFB (mL) (-0.79, -0.02) (—0.81, -0.07)

Weighted and unweighted Pearson correlation coefficients and linear regression results for different combinations of
spirometric measurements and PROs at the last assessment excluding placebo group results.

2The correspondence to a O change in FEV; is calculated to facilitate interpretation of exacerbation rates corresponding to FEV; MCID.
N, number of dots in the bubble plot, i.e., the number of study treatment groups with both endpoints x and y available at the same time

point and used to estimate the parameters of the linear regression of y on x;
NA, not applicable as analysis not conducted due to sample size < 15 as specified in the Statistical Analysis Plan.

and with different methodologies and outcomes
potentially leading to variable conclusions.®3°® A

a reduction of 4 units on the SGRQ total score,
corresponding to a 20 1mL improvement in trough FEV;

beyond placebo (Table 6, Figure 4). Analysis of all other
combinations of endpoints exploring the association
of effects beyond placebo on FEV; and on PROs, with
weighted or unweighted approach (Table 6) lead to non-
significant results (p>0.05).

Discussion

Both objectively measured lung function and
subjectively measured PROs are frequently assessed
during COPD clinical management. Both of these
endpoints remain important to decision makers
with regulators preferring to assess benefits of new
treatments on lung function and payers on PROs.
However, data on the association between spirometric
measurements and PROs among patients with COPD
are sparse, generally limited to a single study context

previous meta-analysis®” evaluated the association
between lung function measurements and PROs in
bronchodilator trials. This study further explores the
relationship between spirometric measurements and
PROs and includes current evidence from combination
therapies in COPD trials.

Our primary analysis showed a large and highly
significant association between SGRQ and trough
FEV:. Analyses with other pairings of spirometric
measurements and PROs showed correspondingly
large correlation coefficients, and a similar trend:
A MCID change in FEV: corresponding to a larger
than MCID change in PROs. Such trends, where
significant changes in PROs are associated with
subclinical changes in objective parameters (such
as FEV)), are often encountered in clinical trials.
Potential contributing factors to this phenomenon are
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Table 6. Weighted/Unweighted Correlation and Regression
Analyses for FEV1 CFB and PROs (Last Assessment) Beyond
Placebo Effect

Weighted Analyses Unweighted Analyses

PRO Value
Corres-

Pearson FEV,
Correlation Value

Pearson FEV,; PRO Value
Correlation Value Corres-
Corres- ponding
ponding to MCID

Coefficient Corres- ponding Coefficient

(95% Cl) ponding to MCID (95% Cl)

to MCID (02) Value

to MCID (0?) Value
Value for FEV, Value for FEV,

for PRO forY

Difference in Difference in Mean 53 -0.35 200.50 -2.93 -0.00 12477.1 -3.02
Mean CFB CFB SGRQ (—0.56, -0.08) (-0.27,0.27)

Trough FEV;

(mL)

Difference in Difference in Mean TDI 38 0.24 244.35 0.83 0.30 219.66 0.80
Mean CFB (-0.08, 0.52) (—0.02, 0.56)

Trough FEV;

(mL)

Difference in Difference in Moderate/ 33 -0.19 NA -0.26 -0.13 NA -0.25
Mean CFB Severe Annual (-=0.50, 0.16) (-0.17) (-0.45, 0.22) (—0.20)
Trough FEV; Exacerbation Rate

(mL)

Difference in Difference in Mean 17 —0.10 1305.93 -2.68 -0.07 1477.39 -2.86
Mean FEV; CFB SGRQ (-0.56, 0.40) (—0.53, 0.42)

AUCo.12n

CFB (mL)

Weighted and unweighted Pearson correlation coefficients and linear regression results for different combinations of
spirometric measurements and patient reported outcomes at the last assessment of the differences beyond the placebo

effect.

®The correspondence to a O change in FEV, is calculated to facilitate interpretation of exacerbation rates corresponding to FEV; MCID.

N, number of treatment groups included in the calculation of the weighted Pearson correlation coeefficient;
NA, not applicable as analysis not conducted due to sample size < 15 as specified in the Statistical Analysis Plan.

the Hawthorne effect, wherein the study participants
change their behavior because they are observed, or the
Pygmalion effect whereby the patients’ desire to meet
the expectations of their clinician or the study sponsor
tends to exaggerate their symptoms and their impacts
at inclusion and minimize these at follow-up,®® leading
to optimistic change over time. As these factors are
observed in both active and placebo arms, there are no
consequences for treatment group comparisons, though
the phenomena may result in apparent discrepancies in
MCID values and regression estimates for subjective
and objective measurements, as observed in the present
study. Further, it must be considered that as each

MCID has been established independently and using
different methods,® 10 it is therefore not surprising
to obtain results that do not match. Result of our
analyses on combination therapies including newly
launched combination bronchodilators, provides a
more comprehensive meta-analysis (52 studies; 62,385
patients versus 22 studies; 23,654 patients) compared
to the Westwood et al analysis.®” The results of the
analysis at 6 and 12 months’ follow-up suggest that
the correlation of trough FEV; with SGRQ and TDI
strengthens with time, consistent with the previous
study.®” This association decreased slightly after
removal of the placebo groups from the analysis and
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Figure 2. Association Between FEV1 and PROs at the Last
Assessment
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Each dot of these bubble plots represents a study treatment-group result, with coordinate x being the mean spirometric measurement CFB,
and coordinate y being the mean PRO; the size of the dot is proportional to the sample size of the study treatment group over the total
number of patients across all studies. The equation of the line drawn was estimated using a simple weighted regression model.

2A: Mean SGRQ CFB by mean trough FEV; CFB at last assessment (N = 111)

2B: Mean TDI by mean trough FEV; CFB at last assessment (N = 111)

2C: Mean SGRQ CFB by mean FEV; AUC_;, hours CFB at last assessment (N = 22)
2D: Annual rate of exacerbations by mean trough FEV; CFB (N = 24)

2E: Annual rate of moderate or severe exacerbations by mean trough FEV; CFB (N = 69)
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Figure 3. Association Between FEV1 and PROs at Last
Assessment; Analyses Limited to Results Excluding Placebo
Groups

a 4 Mean CFB SGRQ score = -2.636-0.033 Mean CFB trough FEV1 (mL) b 3 Mean TDI = 1.528+0.004 Mean CFB trough FEV1 (mL)
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Each dot of these bubble plots represents a study treatment-group result, with coordinate x being the mean spirometric measurement CFB,
and coordinate y being the mean PRO; the size of the dot is proportional to the sample size of the study treatment group over the total
number of patients across all studies. The equation of the line drawn was estimated using a simple weighted regression model.

3A: Mean SGRQ CFB by mean trough FEV; CFB at last assessment (N = 111)

3B: Mean TDI by mean trough FEV; CFB at last assessment (N = 111)

3C: Mean SGRQ CFB by mean FEV; AUC,_;, hours CFB at last assessment (N = 22)
3D: Annual rate of exacerbations by mean trough FEV; CFB (N = 24)

3E: Annual rate of moderate or severe exacerbations by mean trough FEV; CFB (N = 69)

For personal use only. Permission required for all other uses.

journal.copdfoundation.org | JCOPDF © 2016 Volume 3 » Number 2 « 2016




533 Relationship Between FEVy and PROs: A Meta-analysis

Figure 4. Association Between Difference Over Placebo in FEV
CFB and in PROs at Last Assessment
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Each dot of these bubble plots represents a study treatment group results with coordinate x being the difference in mean spirometric
measurement CFB for the active treatment group minus mean results obtained for the placebo group, and coordinate y, the difference in
mean PRO obtained for the active treatment group minus mean result obtained in the placebo group; the size of the dot is proportional to
the sample size of the study treatment group over the total number of patients across all studies. The equation of the line drawn was

estimated in a simple weighted regression model.

4A: Mean SGRQ CFB by mean trough FEV; CFB (N = 53)
4B: Mean TDI by mean trough FEV; CFB (N = 38)
4C: Mean SGRQ CFB by mean FEV; AUC(_15 hours CFB (N = 17)

4D: Annual rate of moderate or severe exacerbations by mean trough FEV; CFB (N = 33)

decreased largely when analyzing treatment effects
beyond placebo. The association between FEV: and
SGRQ however, remained significant. Overall, the
results were consistent with the Westwood et al study
suggesting that the association between trough FEV;
and PROs observed in bronchodilator studies remains

with combination therapies.

Results of the analysis exploring the association
of treatment effects beyond placebo are of particular
interest. The correlation between FEV: and SGRQ
at last assessment was significant while all other
associations did not reach statistical significance.
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Corresponding regression results indicated that an
improvement of 100mL over placebo in trough FEV:
corresponds to a reduction of 2.9 in SGRQ total score
and conversely, a reduction of 4 units in the SGRQ
total score corresponds to a 201mL improvement in
trough FEV: beyond placebo. These estimates are
broadly consistent with the results observed in recent
studies of dual bronchodilators!”-®? and indicate that
after eliminating the placebo effect, a 4 point (MCID)
change difference on the SGRQ score represents a
much larger change than the 100mL MCID for FEV:.
It must be noted that these analyses beyond placebo
effect excluded 17 clinical trials that were not placebo-
controlled- generally conducted in patients with more
severe disease-which may have led to a selection bias.
Limiting the analysis to more severe disease with limited
variability is particularly detrimental to regression
analyses. Further research is needed to address this
conclusively.

Some limitations of our meta-analysis must be
acknowledged. Given the unavailability of individual-
patient data, the meta-analysis was conducted using
study-level data and the precision of the results would
have been increased if the individual-patient data
were available. Although we conducted an extensive
search of the clinical trial registries and websites of the
regulatory authorities to minimize publication bias, this
meta-analysis is still limited by the availability of data
in the public domain. Furthermore, not all endpoints
of interest are available for all studies and also, the
endpoint definitions may differ between studies
especially for variables such as exacerbation rate and
severity of exacerbation. However, given the rigorous
methodology followed while ascertaining the endpoint
definitions for each study, the risk of misclassification
should be minimal. As the studies included are clinical
trials of bronchodilators, the study populations for these
trials do not usually include an exacerbating patient
population, which may lead to fewer exacerbations in
these trials. Furthermore, exacerbations are included as
safety rather than efficacy endpoints. Thus, these trials
are not powered to assess differences in exacerbation
rates of the study groups, which would affect the

Conclusions

The results of this meta-analysis provide important
clinically meaningful insights into the relationship
between FEV, the standard primary endpoint for COPD
clinical trials, and PROs, namely SGRQ health status

measure, TDI, and annual exacerbation rates. Besides
including additional clinical trials published in the past
few years, the study provides results on new endpoints
such as the relationship between FEV; and the annual
rate of exacerbations. The strength of these associations
is largely decreased when results beyond placebo effect
are assessed. Overall, the results of our correlation and
regression analyses demonstrate a strong association
between changes in spirometric measurements and
changes in PROs from their baseline values.
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