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ABSTRACT

Introduction: Airway obstruction is usually
assessed by measuring forced expiratory volume
in 1s (FEV,), forced vital capacity (FVC) and
peak expiratory flow (PEF). This post hoc study
investigated comparative responses of lung
function measurements in adults and adoles-
cents (full analysis set, N =3873) following
treatment with tiotropium Respimat®.

Methods: Lung function outcomes were anal-
ysed from five phase III trials in adults
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(> 18 years) with symptomatic severe, moderate
and mild asthma (PrimoTinA-asthma®, Mez-
zoTinA-asthma® and GraziaTinA-asthma®,
respectively), and one phase III trial in adoles-
cents (12-17 years) with symptomatic moderate
asthma (RubaTinA-asthma®). Changes from
baseline versus placebo in FEV;, FVC, PEF and
FEV,/FVC ratio with tiotropium 5 pg or 2.5 ng
added to at least stable inhaled corticosteroids
at week 24 (week 12 in GraziaTinA-asthma)
were analysed.

Results: All lung function measures improved
in all studies with tiotropium 5 pg (mean
change from baseline versus placebo), including
peak FEV; (110-185 mL), peak FVC (57-95 mL)
and morning PEF (15.8-25.6 L/min). Changes
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in adolescents were smaller than those in
adults, and were statistically significant pri-
marily for FEV; and PEF, but not for FVC.
Conclusion: Consistent improvements were
seen across all lung function measures with the
addition of tiotropium to other asthma treat-
ments in adults across all severities, whereas the
improvements with tiotropium in adolescents
primarily impacted measures of flow rather
than lung volume. This may reflect less pro-
nounced airway remodelling and air trapping in
adolescents with asthma versus adults.

PLAIN LANGUAGE SUMMARY

Asthma is characterised by problems with the
way that the lungs work, particularly narrow-
ing of the airways. Doctors can measure the
effect of asthma on someone’s breathing in
different ways. We looked to see whether these
different methods work for different people
with asthma, and whether treatment affects all
measurements in a similar way. Lung function
was measured after treatment with a drug that
opens the airways (tiotropium), and compar-
isons were made between adults and adoles-
cents with asthma. We also looked at people
with severe asthma and those whose asthma
was less severe. Tiotropium improved all the
measures of lung function in both age groups
and across severities. One measure improved
more in adults than in adolescents. This may
be because adolescents had better lung func-
tion at the start and thus less room for
improvement, or because the adolescents had
not had asthma for as long, and so may have
had less long-term damage to their airways
than adults.

Trial Registration Numbers: NCT00772538,
NCT00776984, NCT01172808, NCT01172821,
NCT01316380, NCT01257230.

Keywords: Airway obstruction; Asthma;
Muscarinic antagonist; Respiratory function
tests; Tiotropium bromide

Key Summary Points

Spirometry outcomes in patients with
asthma are influenced by severity of
disease and lung function, and also by
age, technical ability to perform the test
and measurement frequency.

Given the differential changes between
different lung function parameters
according to age and severity of disease,
we investigated the comparative responses
of several measures of lung function
[forced expiratory volume in 1 s (FEVy);
forced vital capacity (FVC); peak
expiratory flow (PEF)] following treatment
with tiotropium Respimat®.

All lung function measures improved in all
studies with tiotropium S pg (mean
change from baseline versus placebo),
including peak FEV;, peak FVC and
morning PEF, although changes in
adolescents were smaller than those in
adults, and were statistically significant
primarily for FEV; and PEF, but not for
FVC.

Consistent improvements were seen across
all lung function measures with the
addition of tiotropium to other asthma
treatments in adults across all severities,
whereas the improvements with
tiotropium in adolescents primarily
impacted measures of flow rather than
lung volume.

This may reflect less pronounced airway
remodelling and air trapping in
adolescents with asthma versus adults.

INTRODUCTION

Variable expiratory airflow limitation is a key
diagnostic feature of asthma. It is confirmed
using various tests that measure different
aspects of lung function, including expiratory
air volume, such as forced vital capacity (FVC)
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and forced expiratory volume in 1s (FEV,), or
flow, such as peak expiratory flow (PEF) [1, 2].
However, such measures have limitations,
including relative insensitivity and variability of
results, with FVC being more sensitive to small
airway obstruction than FEV; and PEF, which
are more reflective of large airway function
[2, 3]. Spirometry outcomes in patients with
asthma are further influenced by severity of
disease and lung function, and also by age,
technical ability to perform the test and mea-
surement frequency [4].

Once-daily tiotropium Respimat®, a long-
acting muscarinic antagonist, is a well-tolerated
and efficacious treatment for children
(6-11 years) [5, 6], adolescents (12-17 years)
[7, 8] and adults (> 18 years) [9-11] who have
symptomatic asthma despite maintenance
treatment with inhaled corticosteroids (ICS)
with or without additional controllers across a
range of asthma severities. Given the differen-
tial changes between different lung function
parameters according to age and severity of
disease, we investigated the comparative
responses of several measures of lung function
following treatment with tiotropium Respimat.

METHODS

This was a post hoc analysis of data from six
randomised, double-blind, placebo-controlled,
parallel-group phase III trials, which have been
previously described: the replicate PrimoTinA-
asthma® [10] and MezzoTinA-asthma® trials [9]
and the GraziaTinA-asthma® trial [11], all in
adults (aged > 18 years) with symptomatic sev-
ere, moderate and mild asthma; and the Ruba-
TinA-asthma® trial [7] in adolescents aged
12-17 years with symptomatic moderate
asthma, allowing comparison of data from the
adult and adolescent studies at the same time
point (week 24) (Table 1). Data from partici-
pants aged < 12 years were excluded due to
potential confounding factors such as physio-
logical or anatomical differences, and a child’s
ability to perform effective spirometry proce-
dures [4]. Data from a trial lasting only 12 weeks
in adolescents with symptomatic severe asthma
were excluded, as direct comparisons could not

be drawn with the corresponding trial in
symptomatic severe adult patients lasting
24 weeks [8]. All studies were conducted in full
conformance with the Guidelines for Good
Clinical Practice and the principles of the Dec-
laration of Helsinki. Approval was obtained
from all ethics committees/independent review
boards at each study site. All patients provided
written informed consent.

Participants received at least stable-dose ICS
for a minimum of 4 weeks prior to screening:
PrimoTinA-asthma: > 800 pg budesonide/
equivalent + a long-acting B,-agonist + addi-

tional controller medications; MezzoTinA-
asthma and RubaTinA-asthma: 400-800 pg
budesonide/equivalent in participants

aged > 15 years, 200-800 pug budesonide/equiv-
alent in those aged < 15 years £+ additional
leukotriene receptor antagonist; GraziaTinA-
asthma: 200-400 pg budesonide/equivalent
without additional controller. All participants
received tiotropium 5 pg or 2.5 pg, administered
as two puffs once daily via the Respimat inhaler,
apart from participants in PrimoTinA-asthma,
who received only tiotropium 5 pg once daily
via the Respimat inhaler.

FEV;, FVC and PEF were analysed at week 24
in all trials except GraziaTinA-asthma, in which
pulmonary function endpoints were analysed at
week 12. FEV,/FVC ratio was analysed at week
24 in MezzoTinA-asthma and RubaTinA-
asthma.

RESULTS

Participant baseline demographics and disease
characteristics were generally similar, although
there were differences in baseline lung function
and medication use according to asthma sever-
ity (Table 1).

In adults with asthma, treatment with tio-
tropium (5 pg and 2.5 pg) significantly increased
FEV; (peak and trough, absolute and percent
predicted) and PEF (morning and evening)
across all severities versus placebo. FVC (peak
and trough) was significantly increased follow-
ing treatment with tiotropium (5 pg and 2.5 pg)
versus placebo in adults with symptomatic sev-
ere and moderate asthma. However, in adults
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Table 1 Bascline demographics and disease characteristics

Adults Adolescents
PrimoTinA- MezzoTinA- GraziaTinA- RubaTinA-
asthma® (severe  asthma™® asthma (mild asthma (moderate
asthma) (moderate asthma) asthma) asthma)
Baseline characteristics
Total participants, N 912 2100 464 397
Age, years 53.0 £ 124 43.1 £ 129 429 + 13.0 143 £ 1.7
Sex, female, 7 (%) 551 (60.4) 1239 (59.0) 281 (60.6) 139 (35.0)
Height, cm® 167.0 £ 10.1 1654 £ 9.8 1674 £ 10.2 166.1 £ 11.0
BMI, kg/m* 282 % 6.0 268 + 6.2 264+ 5.2 213 £ 43
Never smoked, 7 (%) 692 (75.9) 1756 (83.6) 382 (82.3) 396 (99.7)
Duration of asthma, years* 30.3 £+ 13.9 21.8 4+ 14.3 162 + 119 79 £ 4.1
ICS dose of stable maintenance 1198.1 + 5389  659.6 £ 212.9 381.4 + 77.8 539.4 + 292.7
treatment, [1g°” budesonide equivalent
at baseline
LABA use at baseline, % 97.9 0.1 0.0 0.3
LTRA use at baseline, % 219 8.7 0.2 83
Disease characteristics at randomisation (visit 2)
FEV,, mLed 1603 £+ 540 2267 + 654 2420 + 711 2747 + 662
FVC, mL*¢ 2774 £+ 900 3458 + 945 3542 + 929 3559 + 863
FEV), percent predictedc’d 56.0 £+ 13.1 75.1 £ 115 777 £ 11.9 82.8 £+ 10.6
EVC, percent pl‘CdiCthC’d 80.2 £+ 17.01 96.7 + 13.8 96.6 + 14.5 937 + 13.3
FEV,/FVC ratio, %4 58.4 £+ 10.1 66.1 £ 10.5 68.5 £+ 10.5 779 + 104
PEF,.,, L/min® 270.7 £ 111.1 333.6 + 1152 355.8 £ 114.5 339.7 £ 91.5
PEF;n, L/min® 279.8 £ 114.2 349.6 £ 117.2 369.8 + 114.9 360.0 £+ 91.1

BMI body mass index, FEV; forced expiratory volume in 1s, FVC forced vital capacity, ICS inhaled corticosteroids,
LABA long—acting Bz—agonist, LTRA leukotriene receptor antagonist, PEF,, morning peak expiratory flow, PEFPm evening

peak expiratory flow

* All data are pooled from the two replicate trials unless otherwise stated

> Tncludes 541 participants within the salmeterol arm of the trial, results of which are not included in this post hoc analysis

¢ Values are mean = standard deviation
d .
Pre-bronchodilator

with symptomatic mild asthma, tiotropium
5ug provided a non-significant numerical
improvement versus placebo (Table 2).

In adolescents with symptomatic moderate
asthma, treatment with tiotropium 5 pg resul-
ted in significant increases in FEV; (peak and

trough, absolute and percent predicted) and PEF
(morning and evening). However, unlike in
adults with symptomatic moderate asthma, the
improvements in FEV; for adolescents receiving
tiotropium 2.5 pg were only significant for peak
FEV; (absolute and percent predicted), and the

A\ Adis



135

Pulm Ther (2020) 6:131-140

6%20°0 10000 > “(2€'L gt
S690°0 (€6'S ‘€T0—) LST F S8T 6IT *(L8F ‘€€0) 9T'T F 09C 1ISI YLY) 990 F €09 T6H AN AN wnidonorJ,
10000 10000 > (26°S 10000 > ‘(8%% 8¢
19€0°0 ‘(029 “TZ0) €ST F I17€ T1€T (899 %17 91'T F 1¥¥% TSI ‘€€°€) 990 F €9F% 18% ‘6CT) SLO F I0€ 1w wnidonjory,
Am& TAT] Lm:ourﬁ
82000 100070 > (12 ¢z
LOET'0 (F61 ‘ST—) 9S F #8 611 (781 ‘8€) LE F OIT 1SIT ‘8€T) 1T F 081 6% AN NN wnidoxor T,
01000 1000°0 > (881 100070 > *(L£T 8¢
07€0°0 *(€2C O1) ¥S F LIT I€I ‘F61 ‘6%) LE F TTT TSI ‘SOT) 12 F 9%1  18% ‘0S) TT F €6 1TH wnidonory,
(Tw) TAF] ySnoag,
7000°0 10000 > $(99'8 3¢z
$S00°0 (269 ‘1TT) 9%'T F L0% 021 (8€9 %0°7) IT'T F 1T¥% 1SIT 1€°9) 090 F 8%'L 6% AIN AN wnidonory,
100070 > (89 10000 > (002 100070 > £(ST°S 8¢
L1000 {(6TL0LT) TFT F 6¥%  1€1 167) O1'T F 89% TSI 19%) 090 F 08'S  18% TUT) LLO F €9€ TTH wnidonjory,
(dd) TATA yeoq
100070 > £(0€T 1000°0 >4(29¢ gt
$800°0 ‘(¥€T ¥€) IS F ¥€I 0TI ‘88) 9¢ F 651 IST ‘68T) 0T F €T T6% AN N wnidonor ,
S000°0 1000°0 > (€2T¢ 1000°0 > (8ST 8¢
S000°0 *(TLT “9L) 0S F ¥LI 1€IT (661 °LS) 9¢€ F 871 TSI ‘9%1) 0T F <81 18% ‘€9) ¥T F 011 TTF wnidonor g,
(Tw) TATI Yeod
anjes g {(ID %S6) anpeA 7 (1D %S6) aneA 7 {(ID %S6)
anyea g (1D %S6) qS F DUIIp qS F dudIpy1p AS F DUIJJIp
S F 22UdIaJIp ueow pasnlpy ueow pasnfpy ueowr pasnfpy uedow parsnfpy
.OJOU@~Q SA ®>muu< v>~ .Oﬁ—uu@—& SA u>muu< 02 .OJOUG—Q SA 0>muu< u>N .Onﬁuum—& SA 0>_uu< 92
«waa—umm

euryise gerdopow d>newordwAig

QEyIse pru snewordwisg

sjeropour snewoidwAg

Jeuryase a1949s snewoydwAg

anseawr

muﬁUUmO—O—U<

SOpY

asuodsoy

(Svd) sautodpus £oedsypo Lo g 9IqeL

I\ Adis



Pulm Ther (2020) 6:131-140

136

100070 > (08¢

100070 > (62

100070 > *(L7T¢

¢

LETO0 (0°0€ F€) 89 F L9T I€I ‘TLY) €S F 9LT TSI 691) TS F TET Uy ‘T07) TE€ F %97 80% wnidonor g,
(urw/T) A
10000 > (6'9¢ 10000 > (£1€ 3¢z
9/91°0 {(S°€T T'%—) 0L F L6 OIT LST) V'S F €97 081 ‘061) €€ F¥ST S8% AN AN wnidonory,
10000 > (T9¢ 10000 > f(£'0¢ 10000 > (8'8¢ 8¢
Y1200 (€67 ‘€T) 69 F §ST ¥ 6¥1) ¥'S F 96T TSI ‘6LY) €€ F €Y UY ‘€91) TE F 97T 1% wnidonor,
(urwy/1) “*39d
9€70°0 100070 > (ST gt
12620 ‘(181 ‘SS—) 09 F €9 611 ‘(€81 €T) €% F 86 191 29) €T F LOT T6% AN AN wnidomnorJ,
0621°0 S000°0 100070 > (ST 8¢
S6%S°0 f(0ST ‘08—) 65 F S€  I€1 (1ST ‘61—) €% F 99 TSI (STT ‘S€) €T F 08 18% 79) 6T F 811 1H wnidonjory,
(Tw) DAJ ysSnoag,
611070 100070 > (€81 ¢z
1€21°0 (00T %T-) LS F 88 0TI (88T ‘€7) T F 901 1SI ‘86) TT F VI T6¥ AN NN wnidonor],
YILT°0 100070 > *(8€1 05000 8¢
0S6T°0 (78T “LE—) 95 F TL I€1 S0¥1 ‘ST—) T F LS TST ‘€S) TC F S6 18% (8%1 97) 1€ F L8 T» wnidonorJ,
(Tw) DAJ Yed
anpea g (1D anpea g (1D anpea g (1D
%S6)dS F dudIPIp %S6)dS F IIUIYJIp %S6)AS F UIYIP
anpes g {(ID %S6) S F OUIYIp ueow parsnfpyroqaserd ueow passnfpyroqaserd ueow parsnfpyroqaserd
ueow passnfpyoqaseld sa samdy N SA 2AIDY N SA 2AIDY N SA 2AIDY N
amaauma

euryise 2erdpowr >newoidwig

qeuyIse ppru snewordwig

sreropowr snewordwig

Leuyase 91949s onewoydwAg

anseawr

SIUISI[oPY

sImpy

asuodsay

penunuod 7 Jqe],

A\ Adis



137

Pulm Ther (2020) 6:131-140

Jpam 2A1392dsar 38 suoneAtasqo yum siuaned jo rdaquiny
21s1A £q JUIEsEq puE JUT[ASEq IISTA AQ JUSWIEII UISIA OIIUDD IUIWILATI J0J passnipe ANJININ q

SIA Aq durpaseq pue durseq AsIa AQ JudwIEoN) AISIA ‘Apnas QuowIesn 1o paisnlpe AWJNIN

10115 prepuels gg ‘pa1o1paid 1uniad dd ‘mop Arorendxs yead Suruans “Cyg mop Arorendxs yead Suruzow “ygg parsodar z0u Yy

‘soxnseawr pareadal YaIm [opowr $190JJe-paxtw AR “hadedes [eaa pas1oy 1,47 s 1 ur swnjoa A101exidxd padIoy ! 1.y 99s SISA[eUR [N §F [EAIDIUT 2OUIPYUOD [
[EUTWOU PaIapISUOD Ik SIN[eA g ‘Sis[eue 50y 1sod & sem STY1 Sy "109JJ9 WOPURI € St PIPN[IUI SeM JUDNE], ‘[PPOW dY2 UT PIPN[IUT JI9M ‘UONILIINUT
A1s1A-£q-ONTeA JUI[ASE], PUE INJeA JUIPSE], JO SIILLILAOD PIXY SNONUNUOD Y3 03 UOHIPPE UT  UOHDLINUI IISIA-AQ-1UIUNERON PUE ITSIA. “(RWYISE-YUL] 0ZZIJA
pue euwyase-yuI ] owli Jo sasd[eue pojood 10y pasn sem Apnis, pue ‘ewWyise-yuL] Bqmy 10 Pasn sem AIIUNOD, WA OY3) QIIUID, ‘JUSWIIELAI, JO $109]J0 [ed1103078d
PoXY oy L, "(JAINAL) S2Inseswr pareadal Yiim [9powr $3199JJo-paxXIul paseq-pOOYI[ayI] WNWIXeWw paidmsal  Juisn paskeue a1om syutodpus uonouny Arevowynd [y

10000 > (8'C¢
€9/0°0 (85T ‘€1—) 69 F ¢TI 611 6'11) €S F¥TT 6¥1

10000 > (¥'8¢
‘Q°CT) TE F 1T €8%

Sge
N N wnidonorg,

anpea g (1D
%S6)dS F 2ouIYIIP

anpea g (1D
%S$6)dS F dUILIP

anyea g (1D
%S6)dS F OUIYIIP

anfes g {(ID %S6) AS F U ueow parsnfpyroqaserd ueow passnfpyroqaserd ueow parsnfpyroqaserd
ueow passnfpyoqaseld sa samdy N SA 2AIDY N SA 2AIDY N SA 2AIDY N
Jewrygise
euryase 2erdpowr >newoidwAg qeuyIse ppu snewordwig sreropowr onewoldwig  ewryise 23949s >uewordwig S
SIUIISIA[OPY sinpy asuodsay

penunuod g Iqe],

I\ Adis



138

Pulm Ther (2020) 6:131-140

improvements in PEF (morning and evening)
for adolescents receiving tiotropium 2.5 pg were
non-significant (Table 2).

In contrast to the adult studies, the
improvements in FVC (peak and trough) pro-
vided by tiotropium (both 5pg and 2.5pg)
versus placebo in the adolescent study were not
statistically significant. The spread of values for
FVC in the adolescent group was much larger
than that seen for the adults following treat-
ment with tiotropium 5 pg, as demonstrated by
the standard errors (SEs) and width of confi-
dence intervals (CIs) (peak FVC adjusted mean
difference versus placebo: adults 95 mlL; SE +
22; 95% CI 53, 138; adolescents 72 mL; SE +
56; 95% CI —37, 182) (Table 2).

In adults across all severities receiving tio-
tropium 5 pg and 2.5 pug, the mean change in
pre-bronchodilator FEV,/FVC ratio improved by
2.8% and 2.3%, respectively, but decreased by
0.2% in adults receiving placebo at week 24.

In adolescents, the FEV/FVC ratio improved
in all three treatment groups (3.0%, 1.6% and
2.0% in tiotropium 5 pg, 2.5 pg and placebo,
respectively) at week 24. The improvements in
FEV{/FVC ratio with tiotropium 5 pg versus
placebo were statistically significant in both
adults and adolescents.

DISCUSSION

In this post hoc analysis, greater improvements
in all lung function measures were seen in
studies of tiotropium versus placebo in adults
compared with those in adolescents. The vari-
ability in response assessed using the different
measures should be considered when selecting
lung function endpoints in clinical trials or
when assessing response to treatment.
Tiotropium significantly improved measures
of large airway obstruction, namely FEV; and
PEF, in both adults and adolescents versus pla-
cebo. Measures of small airway obstruction,
namely FVC, also significantly improved in
adults with symptomatic asthma receiving tio-
tropium. However, the improvements in ado-
lescents were smaller and did not reach
statistical significance. This may reflect that the
baseline FVC for adolescents was in the normal

range, possibly reflecting the shorter mean
duration of asthma and less pronounced airway
remodelling and air trapping than in the adult
patients, allowing less room for improvement
(12, 13].

Despite the Global Initiative for Asthma
combining adolescents aged > 12 years with
adults (> 18 years) in their treatment recom-
mendations, the results here suggest that the
two age groups may not be similar.

A potential limitation of the study is that, for
the comparison across severities, there were
fewer adults with mild and severe asthma than
with moderate asthma. Furthermore, for the
comparison across ages, there were fewer ado-
lescents than adults.

A strength of this analysis is that it included
data from a large clinical trial programme (full
analysis set, N = 3873) with a wide age range
(12-75 years), and comprised placebo-con-
trolled trials with comparable design, offering a
high degree of consistency.

Previous reviews of tiotropium efficacy as
add-on treatment have looked at differences
across asthma severities in adults [14, 15], or at
differences between measures of lung function
in adolescents [16]. This is the first post hoc
analysis that compares the effect of tiotropium
add-on therapy on pulmonary function in
adults with asthma across a wide range of
severities, and differences in measures of lung
function between adults and adolescents with
symptomatic moderate asthma. The results
could assist clinical decision-making and
designing of future clinical trials by providing
further information on the most appropriate
measures of lung function for specific patient

subgroups when assessing response to
treatment.
CONCLUSION

Consistent improvements were seen across all
lung function measures with the addition of
tiotropium to other asthma treatments in
adults. In contrast, the improvements with tio-
tropium in adolescents primarily impacted
measures of flow rather than lung volume,
which may reflect less pronounced airway
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remodelling and air trapping in adolescents
with asthma versus adults. When assessing lung
function changes in asthma trials in adults, and
especially in adolescents, a spectrum of mea-
sures should be used to gain a comprehensive
picture of the effects of interventions.
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