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Abstract

Background: Smoking is a major risk factor for COPD and may impact the efficacy of COPD treatments; however, a
large proportion of COPD patients continue to smoke following diagnosis.

Methods: This post-hoc analysis of pooled data from the replicate 12-week, placebo-controlled GEM1 and GEM2
studies assessed the impact of smoking status on the efficacy and safety of glycopyrrolate 15.6 ug twice daily vs
placebo in patients with moderate-to-severe COPD. Data from 867 patients enrolled in GEM1 and GEM2 were
pooled for analysis and grouped by smoking status (57% current smokers, 43% ex-smokers). Forced expiratory
volume in 1's (FEV;) area under the curve from 0 to 12 h, trough FEV;, forced vital capacity, St George’s Respiratory
Questionnaire (SGRQ) total score, COPD assessment test (CAT) score, transition dyspnea index (TDI) focal score, daily
symptom scores, and rescue medication use were assessed in current smokers and ex-smokers. Incidences of
adverse events (AEs) and serious AEs (SAEs) were also assessed.

Results: Treatment with glycopyrrolate resulted in significant improvements in all lung function measures,
independent of smoking status. In both current and ex-smokers, changes from baseline in trough FEV; were less
marked in patients taking inhaled corticosteroids (ICS) than those not receiving ICS. Changes from baseline in SGRQ
total score and rescue medication use were significantly greater with glycopyrrolate compared with placebo,
regardless of smoking status. Changes in the CAT score, TDI focal score, and daily symptom scores significantly
improved versus placebo, but only in current smokers. Improvements in patient-reported outcomes (PROs) with
glycopyrrolate relative to placebo were numerically greater in current smokers than ex-smokers. The incidences of
AEs and SAEs were similar regardless of smoking status.

Conclusions: In this post-hoc analysis of GEM1 and GEM2, glycopyrrolate use led to significant improvements in
lung function, independent of baseline smoking status; improvements were less marked among patients receiving
background ICS, regardless of baseline smoking status. Improvements in PROs were greater with glycopyrrolate
than placebo, and the magnitude of changes was numerically greater among current smokers. The safety profile of
glycopyrrolate was comparable between current smokers and ex-smokers.
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Background

Tobacco smoking is well established as a major risk
factor for the development of chronic obstructive
pulmonary disease (COPD) [1-4]. A Swedish cohort
study reported that approximately 50% of smokers
eventually develop COPD [5], and according to
World Health Organization data in 2012, 42% of all
COPD-related deaths were attributable to tobacco
smoking [6]. Unfortunately, approximately 40% of
patients continue to smoke following diagnosis of
COPD [7]. Smoking has been shown to reduce the
efficacy of inhaled corticosteroids (ICS) in patients
with asthma [8, 9] and leads to faster decline of lung
function among patients with COPD treated with
bronchodilator/ICS combinations [10, 11]. Smoking
affects the exposure and efficacy of ICS by disrupt-
ing the histone deacetylase 2 enzyme system, in-
creasing production of inflammatory cytokines, and
activating the p38 MAPK pathway [12].

Glycopyrrolate inhalation powder (GLY; SEEBRI’
NEOHALER®, Sunovion Pharmaceuticals Inc.) is a long-
acting muscarinic antagonist (LAMA) approved by the
US Food and Drug Administration at a dose of 15.6 ug
twice daily (BID) for the long-term maintenance treat-
ment of airflow obstruction in patients with COPD [13].
Two replicate, 12-week Phase III studies, Glycopyrrolate
Effect on syMptoms and lung function 1 and 2 (GEM1
and GEM2), demonstrated the efficacy and safety of
GLY vs placebo in patients with moderate-to-severe
COPD and a smoking history of >10 pack-years [14, 15].
The proportions of current smokers were 61% in GEM1
and 53% in GEM2. Treatment with GLY resulted in sig-
nificantly improved lung function, as assessed by forced
expiratory volume in 1s (FEV;) area under the curve
from 0 to 12h (AUCy_1n) and trough FEVy, as well as
patient-reported outcomes (PROs) [14, 15] compared
with placebo. GLY was well-tolerated in both studies,
with safety outcomes similar to placebo. In the primary
analysis of the GEM1 and GEM2 studies, it was shown
that the primary endpoint, FEV; AUC_j5, was im-
proved to a similar extent in both current and ex-
smokers [14, 15].

Given the significant proportion of COPD patients
who smoke, and the potential for treatment efficacy
to be impaired among current smokers, evaluation of
the impact of smoking status on bronchodilator effi-
cacy and safety may help to inform clinical decision-
making [8]. While the primary analyses of the 2 stud-
ies briefly assessed the impact of smoking status on
the primary endpoint, in this post-hoc analysis of
pooled data from GEM1 and GEM2, we evaluated the
impact of patients’ baseline smoking status on all effi-
cacy and safety responses to GLY compared to pla-
cebo over 12 weeks.
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Methods

Study design

The study designs of GEM1 (NCT01709864) and GEM2
(NCT01715298) have been published previously [14, 15].
Briefly, GEM1 and GEM2 were replicate, multicenter,
double-blind, placebo-controlled studies that evaluated
the efficacy and safety of GLY in patients with
moderate-to-severe COPD (Additional file 1: Figure S1).
Patients were randomized 1:1 to receive either GLY
15.6 ug BID or placebo delivered via the NEOHALER®
device for 12 weeks; randomization was stratified ac-
cording to baseline smoking status (current or ex-
smoker). Ex-smokers were defined as patients who had
not smoked for >6 months at screening. Patients’ smok-
ing history and status, including pack-years (calculated
as number of packs/day multiplied by the number of
years of smoking) and date of quitting for ex-smokers,
were reported using a questionnaire; smoking history
was assessed at screening (pre-dose) only, while current
smoking status was assessed at randomization and week
12 or at treatment discontinuation. Background ICS at
stable doses and albuterol (as rescue medication) were
permitted throughout the studies.

Patients
Eligibility criteria have been published previously [14,
15]. Briefly, enrolled patients included males or females
>40 years of age with stable, symptomatic COPD (Global
Initiative for Chronic Obstructive Lung Disease [GOLD]
2011, stages 2 and 3) [16]. Patients were current or ex-
smokers with >10 pack-year smoking history and had
qualifying post-bronchodilator FEV; (1 h after inhalation
of ipratropium bromide 84 pg) >30% and < 80% of pre-
dicted normal, a FEV/forced vital capacity (FVC) ratio <
0.70, and modified Medical Research Council grade > 2
at the run-in visit. Patients were asked to refrain from
smoking one hour before scheduled clinic visits and
spirometry testing.

Post-hoc analysis

Data from the GEM1 and GEM2 studies were pooled to
compare the effect of baseline smoking status in patients
receiving GLY or placebo. Evaluated endpoints included
lung function (assessed by changes from baseline in
FEV; AUC_ 131, trough FEV;, and FVC at Week 12) and
PROs (measured by changes from baseline in St George’s
Respiratory Questionnaire [SGRQ] total score, COPD
Assessment Test [CAT™] score, and transition dyspnea
index [TDI] focal score at Week 12). Changes from
baseline over 12 weeks in symptom burden and rescue
medication use were assessed using data from patient
diaries. Safety assessments included incidence of adverse
events (AEs), serious AEs (SAEs), and serious cerebro-
and cardio-vascular (CCV) AEs. Trough FEV; was
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further analyzed based on the presence/absence of back-
ground ICS use.

Statistical analyses

The full analysis set was used for all efficacy outcomes
and included all randomized patients who received at
least one dose of treatment. Changes from baseline in
FEV; AUC_ 151, trough FEV}, and FVC at Week 12 were
analyzed using a mixed-model for repeated measures.
Changes from baseline in SGRQ total score, CAT score,
symptom scores, and rescue medication use over 12
weeks, and overall changes in TDI focal score at Week
12 were analyzed using a linear mixed model. The pro-
portions of patients achieving the thresholds for minimal
clinically important differences (reduction in SGRQ total
score > 4 units [17] and change in TDI focal score>1
[18]) were analyzed using a logistic regression model
with the same terms as the linear mixed model. All
models included covariates for baseline smoking status
(current smoker or ex-smoker) and baseline ICS use
(yes/no). Reduction in CAT score>2 [19] was also
assessed by smoking status. No multiplicity adjustments
were made for the post-hoc multiple comparisons.

The safety set included all patients who received at
least one dose of treatment, and was used for analysis of
all safety variables. Safety data were analyzed by smoking
status using descriptive statistics. AEs were coded ac-
cording to Medical Dictionary for Regulatory Activities
version 17.0. All statistical procedures were performed
using SAS® version 9.2 or higher (SAS Institute Inc.,
Cary, NC).

Results

Patient demographics and baseline characteristics

Data from 867 patients enrolled in GEM1 and GEM2
were pooled for analysis. Of these patients, 496 (57.2%)
were current smokers and 371 (42.8%) were ex-smokers
at the time of randomization (Table 1); less than 4% of
patients had a change in smoking status during the 12-
week trial. Patient demographics and disease characteris-
tics at baseline were generally comparable between the
current and ex-smoker subgroups. Ex-smokers were
older (67.0 vs 60.0 years), had a longer duration of dis-
ease (6.0 vs 4.8 years), and higher rates of background
ICS use (35.0% vs 24.6%) compared with current
smokers. For both subgroups, there were more males
(current smokers 59.1%; ex-smoker 56.9%) than females,
and most patients were Caucasian (current smoker
86.7%; ex-smoker 91.1%). A greater proportion of
current smokers were classified as GOLD 2 (current
smoker 66.7%; ex-smoker 57.4%) vs GOLD 3 (current
smoker 31.9%; ex-smoker 41.2%), and GOLD group B
(current smoker 64.1%; ex-smoker 54.4%) vs group D
(current smoker 34.5%; ex-smoker 43.9%).
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Efficacy

Changes from baseline in lung function

The improvement from baseline in FEV; AUC,_;,, at
12 weeks with GLY was significant for both current
smokers and ex-smokers (Fig. 1a); the placebo-adjusted
improvement among patients treated with GLY was nu-
merically greater among ex-smokers compared with
current smokers. Similarly, there were significant im-
provements in trough FEV; at Week 12 among patients
treated with GLY compared with those receiving pla-
cebo, in both current and ex-smokers (Fig. 1b); the
placebo-adjusted change was numerically greater in ex-
smokers treated with GLY than in current smokers. In
patients who did not receive background ICS, significant
changes in trough FEV; with GLY versus placebo oc-
curred in both current and ex-smokers (Fig. 1c). How-
ever, in patients who received background ICS,
improvements in trough FEV; were significantly greater
for GLY versus placebo in ex-smokers but not current
smokers (Fig. 1c); this may be due to the marked differ-
ences in response observed with placebo between the
smoking subgroups. Consistent with the overall im-
provements in trough FEV, the placebo-adjusted change
in trough FEV; with GLY was numerically greater in ex-
smokers than current smokers, whether or not patients
had received background ICS.

The improvement from baseline in trough FVC with
GLY was also significant in both current smokers and ex-
smokers (Fig. 1d) compared with placebo; of note, FVC
values were similar between current and ex-smokers and
across treatment groups at baseline (Table 1). While there
was no significant difference in the change from baseline
in trough FVC with GLY between current and ex-
smokers, the improvement among patients receiving pla-
cebo was significantly greater in current smokers than ex-
smokers. Consequently, the magnitude of the placebo-
adjusted improvement with GLY was larger in ex-smokers
than current smokers (Fig. 1d).

Change from baseline in SGRQ total scores and CAT scores
The change from baseline in SGRQ total score at Week
12 was significantly greater for patients treated with
GLY than those receiving placebo, regardless of their
smoking status at baseline (Fig. 2a); improvements with
GLY among current smokers exceeded the minimal clin-
ically important difference (MCID; 4units [17]) and
were considered clinically significant. The placebo-
adjusted improvement from baseline in SGRQ total
score was numerically greater in current smokers than
ex-smokers; this may be attributed, at least in part, to
the improvement with placebo being greater in ex-
smokers than in current smokers. Consistent with the
numerically greater improvement in SGRQ total score in
current smokers, odds of a current smoker being an
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Table 1 Patient demographics and disease characteristics at baseline

Current smoker Ex-smoker
GLY (n=257)  Placebo (n=245) Total (N=496) GLY (n=186) Placebo (n=185) Total (N=371)
Age, years, median (range) 61.0 (44, 83) 60.0 (41, 84) 60.0 (41, 84) 68.0 (43, 86) 67.0 (48, 87) 67.0 (43, 87)
Male, n (%) 142 (56.6) 151 (61.6) 293 (59.1) 109 (58.6) 102 (55.1) 211 (56.9)
Race, n (%)
Caucasian 223 (88.8) 207 (84.5) 430 (86.7) 172 (92.5) 166 (89.7) 338 (91.1)
Black 22 (8.8) 35(143) 57 (11.5) 8 (4.3) 11 (5.9) 19 (5.1)
Asian 1(04) 0 10.2) 2(1.1) 3(1.6) 5(1.3)
Native American 2 (0.8) 2 (0.8) 4 (0.8) 0 2. 2 (0.5)
Other 3(1.2) 1(04) 4(0.8) 4(2) 3(1.6) 7 (19)

Duration of COPD, years, median (range) 47 (00,190 49 (0.0,299) 481(00,299 6.1 (00, 286) 6000, 326) 6.0 (0.0, 32.6)
Airflow obstruction (GOLD 2011 [16]), n (%)

Mild (GOLD 1) 0 1(04) 1(0.2) 0 0 0

Moderate (GOLD 2) 166 (66.1) 165 (67.3) 331 (66.7) 111 (59.7) 102 (55.1) 213 (57.4)

Severe (GOLD 3) 83 (33.1) 75 (30.6) 158 (31.9) 72 (387) 81 (43.8) 153 (41.2)

Missing 2 (08) 4(1.6) 6(1.2) 3(16) 2(1.0) 5(13)
Combined assessment of COPD (GOLD 2011 [16]), n (%)

Group A 1(04) 0 1(0.2) 0 1(0.5) 1(0.3)

Group B 161 (64.1) 157 (64.1) 318 (64.1) 108 (58.1) 94 (50.8) 202 (54.4)

Group C 0 0 0 0 0 0

Group D 87 (34.7) 84 (34.3) 171 (34.5) 75 (40.3) 88 (47.6) 163 (43.9)

Missing 2 (08) 4(1.6) 6(1.2) 3(16) 2(1.1) 5(13)
Estimated number of pack-years, median 46.0 (10.0, 480 (11.0,184.00 47.0 (100, 46,0 (12.5, 490 (100, 156.0)  47.0 (10.0,
(range) 146.5) 184.0) 240.0) 240.0)
ICS use at baseline, n (%) 56 (22.3) 66 (26.9) 122 (24.6) 65 (34.9) 65 (35.1) 130 (35.0)
Pre-bronchodilator FEV;, mean (SD)

Volume, L 1.3 (0.5 14 (0.5) 14 (0.5) 1.3 (04) 1.2 (0.5) 1.2 (0.5)

% predicted 46.7 (12.8) 473 (129 47.0 (12.8) 459 (12.8) 449 (13.5) 454 (13.2)
Post-bronchodilator FEV;, mean (SD)

Volume, L 16 (0.5) 16 (0.5) 1.6 (0.5) 1.5(0.5) 14 (0.5) 14 (0.5)

% predicted 555 (129) 56.3 (12.7) 559 (12.8) 532 (135) 52.7 (13.6) 53.0 (13.5)
FVC, L, mean (SD)

Pre-bronchodilator 2.6 (0.9) 2.7 (0.9) 2.7 (0.9) 26 (0.8) 2.5 (0.8) 26 (0.8)

Post-bronchodilator 3.1 (0.9) 3.1 (0.9) 3.1 (0.9) 2.9 (0.9) 2.9 (0.9) 2.9 (0.9)
FEV1/FVC, %

Pre-bronchodilator 509 (10.2) 50.8 (9.9) 50.8 (10.0) 489 (11.0) 47.1 (10.7) 480 (10.8)

Post-bronchodilator 522 (10.2) 523 (9.8) 52.2 (10.0) 504 (11.1) 49.1 (10.8) 49.8 (10.9)

COPD chronic obstructive pulmonary disease, FEV; forced expiratory volume in 1's, FVC forced vital capacity, GOLD Global Initiative for Chronic Obstructive Lung
Disease, GLY glycopyrrolate, ICS inhaled corticosteroid, SD standard deviation

SGRQ responder (>4-unit reduction in total SGRQ There was a significant difference between smokers and
score) were significantly greater for GLY than for pla- ex-smokers in the change from baseline in CAT score
cebo (odds ratio [OR]: 1.69, 95% confidence interval  with placebo; this may have contributed to the treatment
[CI]: 1.15, 2.48; P< 0.01); this was not the case for an  difference being smaller in ex-smokers than current
ex-smoker (OR: 1.46, 95% CI: 0.94, 2.27; P = 0.089). smokers. Consistently, in the GLY treatment arm, the

At Week 12, treatment with GLY was associated with  proportion of current smokers with a clinically import-
a significant reduction from baseline in CAT score ver- ant reduction in CAT score (>2) at Week 12 (52.2%) was
sus placebo in current but not ex-smokers (Fig. 2b). greater than the proportion of ex-smokers (44.1%); the
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proportions for the placebo arm were 34.2 and 42.6%,
respectively.

Changes in TDI focal score

For TDI focal score, the treatment difference was signifi-
cant in current smokers, but not ex-smokers (Fig. 3).
Placebo-adjusted improvements in TDI focal score were
numerically greater among current smokers compared
with ex-smokers, although the differences were not sig-
nificant. The odds of achieving the MCID (>1 [18]) were
greater for GLY than placebo in both current smokers
(OR: 1.82, 95% CI: 1.23, 2.70; P< 0.01) and ex-smokers
(OR: 1.67, 95% CI: 1.06, 2.65; P < 0.05).

Changes from baseline in symptom scores

Over 12 weeks, treatment with GLY led to significant de-
creases in LS mean daily total symptom score compared
with placebo among current smokers but not ex-
smokers (Table 2). Similar results were observed for
mean daytime and nighttime symptom score (Table 2).
For all symptom-related PROs, the magnitude of im-
provement with GLY was greater in current smokers
than ex-smokers.

Changes from baseline in rescue medication use
Treatment with GLY led to significantly greater reduc-
tions in mean daily rescue medication use compared



Tashkin et al. Respiratory Research (2019) 20:135

[V

GLY Placebo

T

-0.6

Treatment difference

SGRAQ total score at Week 12

-5- T

-6

-5.1 -5.0
74 58 o

LSM (SE) change from baseline:

= Current smoker =3 Ex-smoker

T

GLY Placebo
0.30

Treatment difference

CAT score at Week 12

LSM (SE) change from baseline:

mm Current smoker == Ex-smoker

Fig. 2 Pooled analysis of a SGRQ total score and b CAT score at
Week 12 by smoking status (FAS). *P < 0.05, ***P < 0.001 vs placebo;
1P < 0.05 vs smoker. CAT, COPD Assessment Test; FAS, full analysis
set; GLY, glycopyrrolate; LSM, least squares mean; SE, standard error;
SGRQ, St George's Respiratory Questionnaire

with placebo, in both current smokers and ex-smokers
(Fig. 4a). GLY had a similar effect on both daytime and
nighttime rescue medication use, in both current and ex-
smokers (Fig. 4b-c). Overall, the magnitude of improve-
ment in rescue medication use with GLY was greater in
current than ex-smokers. The mean percentage of days

mm Current smoker == Ex-smoker

o~ 2.0

x 1.46

8

,;, 1.5

©

e

5 -

7} 0.76

= 1.04 0.70

Q

o

o

[

o 0.51

@

=

n

-1

0.0-
GLY Placebo Treatment difference

Fig. 3 Pooled analysis of TDI focal score at Week 12 by smoking status
(FAS). **P < 0.01 vs placebo. FAS, full analysis set; GLY, glycopyrrolate;
LSM, least squares mean; SE, standard error; TD|, transition dyspnea index

Page 6 of 10

with no rescue medication use was higher for GLY than
placebo in both current and ex-smokers (Fig. 4d), but
there were no significant differences between current
smokers and ex-smokers in either treatment group.

Safety

The overall incidence of AEs was generally similar be-
tween the treatment groups over 12 weeks, irrespective of
smoking status, with the lowest incidence being among
current smokers receiving placebo (39.6%) and the highest
among ex-smokers receiving GLY (48.4%; Table 3).

The most common AE, occurring to a similar extent
in both treatment arms and in current and ex-smokers,
was worsening of COPD (Table 3). The incidence of
cough was similar between treatments but was lower in
current smokers than ex-smokers (current smokers:
GLY, 2.0%, placebo: 1.6%; ex-smokers: GLY, 4.3%, pla-
cebo: 3.8%). The incidence of upper respiratory tract in-
fections was similar among current smokers regardless
of treatment (smokers: GLY, 2.4%, placebo: 2.5%), but in
ex-smokers was greater with GLY (4.8%) than placebo
(1.6%). In current smokers, the proportion of patients
with at least one SAE was similar for GLY and placebo
(4.4% vs 4.9%, respectively); in ex-smokers, the propor-
tion was slightly higher for GLY than for placebo (4.8%
vs 2.7%, respectively).

In current smokers, the incidence of serious CCV AEs
was lower for GLY than for placebo (1 [0.4%] vs 5
[2.0%], respectively). There were no major adverse car-
diac events (MACEs) in the GLY arm, versus 4 (1.6%)
events in the placebo arm, including two cases of coron-
ary revascularization and one each of non-fatal myocar-
dial infarction (MI), non-fatal stroke, and heart failure
requiring hospitalization. In ex-smokers, the incidences
of serious CCV AEs (5 [2.7%] vs 1 [0.5%]) and MACE (3
[1.6%] vs 1 [0.5%]) were greater for GLY than for pla-
cebo. Among ex-smokers, MACE included three cases
of non-fatal MI in the GLY arm, and one coronary revas-
cularization in a patient taking placebo.

Discussion

Smoking status is known to impact the efficacy of ICS
treatment in asthma [8, 9] and leads to faster decline in
patients with COPD [10, 11]. However, studies of the
LAMA tiotropium [20, 21] showed non-significant long-
term differences in bronchodilator response between
current and ex-smokers. The results of this pooled ana-
lysis of data from the GEM1 and GEM2 studies showed
that baseline smoking status did not have a significant
impact on the efficacy or safety profile of GLY.

The magnitude of the effect of GLY (relative to pla-
cebo) on FEV; AUC 14y, trough FEVy, and trough FVC
at 12 weeks was greater in ex-smokers than current
smokers, but none of the differences between current
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Table 2 Least squares mean (standard error) change from baseline in symptom scores
Current smoker Ex-smoker
Parameter GLY Placebo A P value GLY Placebo A P value
Mean total symptom score
Daily -13(0.1) -0.8(0.1) -0.5(0.1) < 0.001 -1.1(0.1) -10(0.1) -0.1(0.1) 0616
Daytime -1.1(0.1) -0.5(0.1) -06(0.1) < 0001 -=09(0.1) -08(0.1) -0.1(0.2) 0.746
Nighttime -12(0.1) -08(0.1) —-05(0.1) < 001 -1.0 (0.1) -1.0(0.1) 00 (0.2) 0.841
Mean daily cough scores —-0.3(0.02) -02(0.02) —0.1(0.03) < 0.05 —0.2 (0.03) -0.3 (0.03) 0.1 (0.04) 0.179
Mean daily sputum production scores —-0.2 (0.02) —0.1 (0.02) -0.1(003) < 001 —-02(0.03) -02(003) 001(.04 0884
% nights with no nighttime awakening 13.7 (1.6) 76 (1.6) 6.1 (2.2) < 001 11.8 (1.9 136 (1.9) -1.8 (2.5) 0484
% days with no daytime symptoms 45(1.2) 21 (1.2) 24 (1.5) 0.105 45 (1.4) 3.0(1.3) 16 (1.7) 0367
% days able to perform daily activities 6.0 (1.7) -16(1.7) 76(23) < 0.001 73(1.9) 44 (19 29 (26) 0.277
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Table 3 Adverse events reported by 22% of patients in either treatment group (safety set)

Preferred term Current smoker Ex-smoker
GLY (n=252) Placebo (n =245) GLY (n=186) Placebo (n =185)

Patients experiencing 21 AE 116 (46.0) 97 (39.6) 90 (48.4) 83 (44.9)
COPD worsening/exacerbation 37 (14.7) 40 (16.3) 31 (16.7) 35(18.9)
Cough 5(20) (1.6) 8 (4.3) 7 (3.8)
Upper respiratory tract infection 6 (24) (2.5) 9 (4.8) 3(16)
Nasopharyngitis 3(1.2) (1.6) 52.7) 52.7)
Headache 8 (3.2) (2.5) 2(1.1) 7(38)
Oropharyngeal pain 3(1.2) (0.8) 6 (3.2) 3(16)
Nasal congestion 2 (0.8) (16) 201 5(2.7)
Dyspnea 2(08) 04) 1(0.5) 4(2.2)
Bronchitis 2 (0.8) (0.4) 1(0.5) 5@7)
Gastroenteritis viral 1(04) (2.0 1(0.5) 0

AE adverse event, COPD chronic obstructive pulmonary disease, GLY glycopyrrolate

and ex-smokers were significant. The effects of GLY
were not impacted by baseline ICS use, while the impact
on PROs was numerically but not significantly greater in
current than ex-smokers. Conversely, in patients receiv-
ing tiotropium for 12 weeks there were numerical but
not statistical improvements in FEV; in current vs ex-
smokers [20]. However, in the same study among
current smokers, baseline airflow obstruction was less
severe in the tiotropium arm than the placebo arm,
whereas for ex-smokers the opposite was true. This may
have accounted for the apparently greater response to
tiotropium in current smokers, consistent with observa-
tions that bronchodilator responsiveness appears to be
related to the degree of airflow obstruction, with patients
having moderate obstruction showing greater responses
to bronchodilators than those with severe obstruction by
FEV; criteria [22]. In contrast, in the current study,
baseline lung function was similar between treatment
arms and between current and ex-smokers. This may ac-
count for the slight difference in outcomes with regard
to current versus ex-smokers. In the 4-year UPLIFT
trial, tiotropium treatment led to greater improvement
in lung function in continuing current smokers than in
ex-smokers. However, these results may also have been
confounded by the fact that baseline airflow obstruction
was greater in ex-smokers than current smokers, and
concomitant treatment with long-acting 2-agonists, ICS
and methylxanthines was permitted throughout the trial
[21]. Importantly, in the current analysis, improvement
in lung function outcomes with placebo were greater in
current smokers than ex-smokers; this may have influ-
enced the differences in placebo-adjusted outcomes be-
tween current and ex-smokers.

The GOLD 2019 report recommended the addition of
ICS to long-acting bronchodilator therapies in patients
with more severe disease experiencing dyspnea or

exacerbations and having high eosinophil counts [1].
Consistent with the observation that smoking can im-
pact ICS efficacy and disease progression during treat-
ment of patients with asthma and COPD [8-11, 23-25],
in this analysis, current smokers receiving background
ICS had non-significant improvement in trough FEV;
with GLY compared with placebo, whereas ex-smokers
had a significant improvement, regardless of background
ICS use; however, this was, at least in part, due to differ-
ences in lung function improvement in the placebo arm
between current and ex-smokers. Provided they were
not receiving background ICS, both current and ex-
smokers had significant improvements in trough FEV;.

The most notable differences between current and ex-
smokers were related to changes in PROs. While SGRQ
total scores and rescue medication use were significantly
improved with GLY compared with placebo in both
current and ex-smokers, numerically greater improve-
ments in placebo-adjusted SGRQ total score among
current smokers compared to ex-smokers receiving GLY
may be attributed, in part, to the greater improvements
among ex-smokers receiving placebo. In contrast,
placebo-adjusted changes from baseline in CAT and
symptoms scores, as well as changes in TDI focal scores
at Week 12, were significantly improved only in current
smokers, but not in ex-smokers. While the differences in
CAT scores between current and ex-smokers may be
due to greater improvements among ex-smokers com-
pared with smokers receiving placebo, similar differences
between current and ex-smokers in placebo effects were
not observed in TDI focal scores. Previous studies of tio-
tropium showed similar significant placebo-adjusted
changes from baseline in SGRQ total score irrespective
of smoking status, although numerically greater im-
provements were observed among current smokers
compared with ex-smokers [20, 21].
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The differences observed in PROs between current
and ex-smokers in this analysis may have been influ-
enced by disease severity at baseline, with patients with
more severe disease having possibly ceased smoking due
to worse baseline lung function. This is supported by
baseline characteristics showing that more ex-smokers
than current smokers had longer disease duration and
were classified as GOLD 3 and GOLD group D. Another
potential explanation for the greater improvements in
PROs in current smokers than ex-smokers is improve-
ments in symptoms directly driven by active smoking,
such as increased mucus secretion; such improvements
in symptoms directly caused by active smoking may have
led to greater positive outcomes among current smokers.
In addition, the central actions of nicotine in the brain,
which include release of neurotransmitters such as dopa-
mine [26], may have a positive impact on patients’ per-
ceptions of quality of life.

The safety profile of GLY was not substantially im-
pacted by smoking status at baseline, although there
were differences in the incidences of COPD worsening,
cough, and upper respiratory tract infections between
current and ex-smokers and treatment arms; these may
be due to differences in baseline characteristics (e.g. dis-
ease severity) between subgroups. AEs of special interest
associated with anticholinergic therapies (e.g. dry mouth
and dizziness) were infrequent and were similar between
treatments. Overall, the AE profile of GLY was not af-
fected by smoking status at baseline. Although CCV AEs
and MACE were most frequent in ex-smokers, the inci-
dences were low and similar to those reported for other
LAMAs [27, 28].

The main limitation of this analysis is that post-hoc
comparisons were not adjusted for multiplicity. Only a
small number of patients stopped or started smoking
during the GEM1 and GEM2 studies, which did not im-
pact the observed outcomes. Additional prospective
studies are needed to better understand the impact of
smoking status on clinical outcomes with different bron-
chodilators available for the treatment of patients with
COPD.

Conclusions

In this post-hoc analysis of pooled data from the GEM1
and GEM2 studies, GLY treatment led to significant im-
provements in lung function, SGRQ total score, and res-
cue medication use vs placebo in both smokers and ex-
smokers. Current smokers receiving background ICS
therapy on top of GLY had non-significant improve-
ments in trough FEV; compared with placebo; this is
consistent with previous studies that demonstrated ef-
fects of smoking on ICS efficacy. GLY treatment resulted
in clinically important improvements in CAT scores,
TDI focal scores, and daily symptom scores in both
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current and ex-smokers, with significant improvements
over placebo only among current smokers. These data
support the use of GLY 15.6 ug BID in patients with
moderate-to-severe COPD regardless of their baseline
smoking status, although the magnitude of benefit may
differ between current and ex-smokers.

Additional file

Additional file 1: Figure S1. Design of the GEM1 and GEM2 studies
[14, 15]. xScreening period was flexible, ranging between 1 to 7 days.
BID, twice daily (PDF 397 kb)

Abbreviations

AE: Adverse event; AUCq_;-n: Area under the curve from 0 to 12 h; BID: Twice
daily; CAT: COPD assessment test; CCV: Cerebro- and cardiovascular;

Cl: Confidence interval; FAS: Full analysis set; FEV;: Forced expiratory volume
in 1s; FVC: Forced vital capacity; GLY: Glycopyrrolate; GOLD: Global Initiative
for Chronic Obstructive Lung Disease; ICS: Inhaled corticosteroids;

LAMA: Long-acting muscarinic antagonist; MACE: Major adverse cardiac
events; MCID: Minimal clinically important difference; MI: Myocardial
infarction; OR: Odds ratio; PRO: Patient-reported outcome; SAE: Serious AE;
SD: Standard deviation; SGRQ: St George's Respiratory Questionnaire;

TDI: Transition dyspnea index

Acknowledgements

Medical writing support was provided by Hashem Dbouk, PhD, of FireKite,
an Ashfield company, part of UDG Healthcare plc, and supported by funding
from Sunovion Pharmaceuticals Inc.

Authors’ contributions

DPT, TG, SSh, and SSa contributed to study design. DPT, TG, AB, BP, AO-G, SSh,
and SSa were involved in data analysis and interpretation. DPT, TG, AB, BP, AO-
G, SSh, and SSa were involved at all stages of manuscript development, writing
and revision. All authors read and approved the final manuscript.

Funding
This post-hoc analysis was funded by Sunovion Pharmaceuticals Inc.

Availability of data and materials

Sunovion Pharmaceuticals Inc. is part of a clinical trial data sharing
consortium that facilitates access for qualified researchers to selected
anonymized clinical trial data. For up-to-date information on data availability
please visit https://www.clinicalstudydatarequest.com/Study-Sponsors.aspx
and click on Sunovion.

Ethics approval and consent to participate

The GEM1 and GEM2 study protocols were approved by the Quorom
Review, Inc. Institutional Review Board for each study center and conducted
according to the ethical principles of the Declaration of Helsinki and in
compliance with the International Conference on Harmonization Good
Clinical Practice guidelines. Written informed consent was obtained before
enrollment into either study.

Consent for publication
The authors give their consent for publication.

Competing interests

DPT has received non-financial support from Sunovion Inc. during the con-
duct of this study and personal fees from Sunovion Inc,, AstraZeneca, Boeh-
ringer Ingelheim, and Innoviva, outside the submitted work. TG, AB, BP, AO-
G, SSh, and SSa are employees of Sunovion Pharmaceuticals Inc.

Author details
'David Geffen School of Medicine, University of California at Los Angeles, Los
Angeles, CA, USA. *Sunovion Pharmaceuticals Inc, Marlborough, MA, USA.


https://doi.org/10.1186/s12931-019-1112-0
https://www.clinicalstudydatarequest.com/Study-Sponsors.aspx

Tashkin et al. Respiratory Research

(2019) 20:135

Received: 6 February 2019 Accepted: 25 June 2019
Published online: 02 July 2019

References

1.

17.
18.

20.

21.

22.

Global Initiative for Chronic Obstructive Lung Disease (GOLD). Global
Strategy for the Diagnosis, Management and Prevention of COPD, 2019.
http://goldcopd.org/.

Diaz-Guzman E, Mannino DM. Epidemiology and prevalence of chronic
obstructive pulmonary disease. Clin Chest Med. 2014;35:7-16.

Postma DS, Bush A, van den Berge M. Risk factors and early origins of
chronic obstructive pulmonary disease. Lancet. 2015;385:899-909.

Rabe KF, Watz H. Chronic obstructive pulmonary disease. Lancet. 2017;389:
1931-40.

Lundback B, Lindberg A, Lindstrom M, Ronmark E, Jonsson AC, Jonsson E,
Larsson LG, Andersson S, Sandstrom T, Larsson K. Obstructive lung disease
in northern Sweden S: not 15 but 50% of smokers develop COPD?--report
from the obstructive lung disease in northern Sweden studies. Respir Med.
2003,97:115-22.

WHO global report: mortality attributable to tobacco. http://apps.who.int/
iris/bitstream/handle/10665/44815/9789241564434_eng.pdf;jsessionid=
17F7CD77CFC5C71E3E02TEED965B9D64?sequence=1.

Jiménez-Ruiz CA, Andreas S, Lewis KE, Tonnesen P, van Schayck CP, Hajek P,
Tonstad S, Dautzenberg B, Fletcher M, Masefield S, et al. Statement on
smoking cessation in COPD and other pulmonary diseases and in smokers
with comorbidities who find it difficult to quit. Eur Respir J. 2015;46:61-79.
Braganza G, Chaudhuri R, Thomson NC. Treating patients with respiratory
disease who smoke. Ther Adv Respir Dis. 2008;2:95-107.

Chalmers GW, Macleod KJ, Little SA, Thomson LJ, McSharry CP, Thomson
NC. Influence of cigarette smoking on inhaled corticosteroid treatment in
mild asthma. Thorax. 2002,57:226-30.

Calverley PMA, Anderson JA, Brook RD, Crim C, Gallot N, Kilbride S, Martinez
FJ, Yates J, Newby DE, Vestbo J, et al. Fluticasone Furoate, Vilanterol, and
lung function decline in patients with moderate chronic obstructive
pulmonary disease and heightened cardiovascular risk. Am J Respir Crit Care
Med. 2018;197:47-55.

Celli BR, Thomas NE, Anderson JA, Ferguson GT, Jenkins CR, Jones PW,
Vestbo J, Knobil K, Yates JC, Calverley PM. Effect of pharmacotherapy on
rate of decline of lung function in chronic obstructive pulmonary disease:
results from the TORCH study. Am J Respir Crit Care Med. 2008;178:332-8.
Tamimi A, Serdarevic D, Hanania NA. The effects of cigarette smoke on
airway inflammation in asthma and COPD: therapeutic implications. Respir
Med. 2012;106:319-28.

Sunovion pharmaceuticals Inc: SEEBRI NEOHALER - glycopyrrolate inhalation
powder: highlights of prescribing information. 2018.

LaForce C, Feldman G, Spangenthal S, Eckert JH, Henley M, Patalano F,
D'Andrea P. Efficacy and safety of twice-daily glycopyrrolate in patients with
stable, symptomatic COPD with moderate-to-severe airflow limitation: the
GEM1 study. Int J Chron Obstruct Pulmon Dis. 2016;11:1233-43.

Kerwin E, Siler T, Korenblat P, White A, Eckert JH, Henley M, Patalano F,
D'Andrea P. Efficacy and safety of twice-daily glycopyrrolate versus placebo
in patients with COPD: the GEM2 study. Chronic Obstr Pulm Dis. 2016;3:
549-59.

Vestbo J, Hurd SS, Rodriguez-Roisin R. The 2011 revision of the global
strategy for the diagnosis, management and prevention of COPD (GOLD)--
why and what? Clin Respir J. 2012,6:208-14.

Jones PW. St. George's respiratory questionnaire: MCID. COPD. 2005;2:75-9.
Mahler DA, Witek TJ Jr. The MCID of the transition dyspnea index is a total
score of one unit. COPD. 2005;2:99-103.

Kon SS, Canavan JL, Jones SE, Nolan CM, Clark AL, Dickson MJ, Haselden
BM, Polkey MI, Man WD. Minimum clinically important difference for the
COPD assessment test: a prospective analysis. Lancet Respir Med. 2014;2:
195-203.

Moita J, Barbara C, Cardoso J, Costa R, Sousa M, Ruiz J, Santos ML.
Tiotropium improves FEV1 in patients with COPD irrespective of smoking
status. Pulm Pharmacol Ther. 2008;21:146-51.

Tashkin DP, Celli B, Kesten S, Lystig T, Mehra S, Decramer M. Long-term
efficacy of tiotropium in relation to smoking status in the UPLIFT trial. Eur
Respir J. 2010;35:287-94.

Tashkin DP, Celli B, Decramer M, Liu D, Burkhart D, Cassino C, Kesten S.
Bronchodilator responsiveness in patients with COPD. Eur Respir J. 2008;31:
742-50.

N

24.

25.

26.
27.

28.

3.

Page 10 of 10

Lazarus SC, Chinchilli VM, Rollings NJ, Boushey HA, Cherniack R, Craig TJ,
Deykin A, DiMango E, Fish JE, Ford JG, et al. Smoking affects response to
inhaled corticosteroids or leukotriene receptor antagonists in asthma. Am J
Respir Crit Care Med. 2007;175:783-90.

Livingston E, Thomson NC, Chalmers GW. Impact of smoking on asthma
therapy: a critical review of clinical evidence. Drugs. 2005;65:1521-36.

Van Overveld FJ, Demkow U, Gorecka D, De Backer WA, Zielinski J.
Differences in responses upon corticosteroid therapy between smoking and
non-smoking patients with COPD. J Physiol Pharmacol. 2006;57(Suppl 4):
273-82.

Benowitz NL. Nicotine addiction. N Engl J Med. 2010;362:2295-303.
Lahousse L, Verhamme KM, Stricker BH, Brusselle GG. Cardiac effects of
current treatments of chronic obstructive pulmonary disease. Lancet Respir
Med. 2016;4:149-64.

Manickam R, Asija A, Aronow WS. Umeclidinium for treating COPD: an
evaluation of pharmacologic properties, safety and clinical use. Expert Opin
Drug Saf. 2014;13:1555-61.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions



http://goldcopd.org/
http://apps.who.int/iris/bitstream/handle/10665/44815/9789241564434_eng.pdf;jsessionid=17F7CD77CFC5C71E3E021EED965B9D64?sequence=1
http://apps.who.int/iris/bitstream/handle/10665/44815/9789241564434_eng.pdf;jsessionid=17F7CD77CFC5C71E3E021EED965B9D64?sequence=1
http://apps.who.int/iris/bitstream/handle/10665/44815/9789241564434_eng.pdf;jsessionid=17F7CD77CFC5C71E3E021EED965B9D64?sequence=1

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study design
	Patients
	Post-hoc analysis
	Statistical analyses

	Results
	Patient demographics and baseline characteristics
	Efficacy
	Changes from baseline in lung function
	Change from baseline in SGRQ total scores and CAT scores
	Changes in TDI focal score
	Changes from baseline in symptom scores
	Changes from baseline in rescue medication use

	Safety

	Discussion
	Conclusions
	Additional file
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

