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Abstract

Background: Inhaled corticosteroids (ICS) are the primary treatment for persistent asthma. Currently available 1CS
have differing particle size due to both formulation and propellant, and it has been postulated that this may impact
patient outcomes. This structured literature review and meta-analysis compared the effect of small and standard
particle size ICS on lung function, symptoms, rescue use (when available) and safety in patients with asthma as
assessed in head-to-head randomized controlled trials (RCTs).

Methods: A systematic literature search of MEDLINE was performed to identify RCTs (1998-2014) evaluating standard
size (fluticasone propionate-containing medications) versus small particle size ICS medication in adults and children
with asthma. Efficacy outcomes included forced expiratory volume in 1's (FEV,), morning peak expiratory flow (PEF),
symptom scores, % predicted forced expiratory flow between 25 and 75% of forced vital capacity (FEF,s 75¢,) and
rescue medication use. Safety outcomes were also evaluated when available.

Results: Twenty-three independent trials that met the eligibility criteria were identified. Benefit-risk plots did not
demonstrate any clinically meaningful differences across the five efficacy endpoints considered and no appreciable
differences were noted for most safety endpoints. Meta-analysis results, using a random-effects model, demonstrated
no significant difference between standard and small size particle ICS medications in terms of effects on mean change
from baseline FEV; (L) (=0.011, 95% confidence interval [Cl]: =0.037, 0.014 [N = 3524]), morning PEF (L/min) (medium/
low doses: —3.874, 95% Cl: —10.915, 3.166 [N = 1911]; high/high-medium doses: 5.551, 95% Cl: —1.948, 13.049 [N = 749])
and FEF5s_7506 prediced (—2.418, 95% Cl: —6.400; 1.564 [N = 115]).

Conclusions: Based on the available literature, no clinically significant differences in efficacy or safety were observed
comparing small and standard particle size ICS medications for the treatment of asthma.

Trial registration: GSK Clinical Study Register No: 202012.
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Background

Asthma is a common chronic lung condition characterized
by inflammation of the airways, and defined by episodes of
wheezing, chest tightness, shortness of breath, and
coughing [1]. Treatment with regular daily inhaled corti-
costeroids (ICS) is highly effective at reducing symptoms
and the risk of asthma exacerbation and is the primary
therapy for control of chronic asthma in both adults and
children [1]. The clinical effects of daily ICS are recog-
nized in national and international guidelines as they
eliminate or reduce chronic symptoms of asthma, pre-
vent exacerbations, maximize lung function, reduce the
need for rescue P,-agonist treatment, and enable nor-
mal activity with few side effects at low and medium
dose [1, 2].

Delivery of drug to the lungs is influenced by a num-
ber of factors including inspiratory flow and particle size.
Current aerosol delivery systems generally deliver poly-
dispersed aerosols with the majority of particles in the
range 1-5 pm in diameter [3]. Particles <1 pm are
generally exhaled while most particles >5 um are usually
deposited in the upper airways. However, altering the
characteristics of the aerosol even within this narrow win-
dow of 1-5 pm can alter the pattern of deposition within
the lungs. As control of asthma by ICS requires delivery
to both small and large airways, the differing particle
size of ICS medications could potentially impact both
efficacy and safety outcomes [4, 5]. Traditional chloro-
fluorocarbon (CFC) pressurized metered dose inhalers
(pMDIs) were all suspension-based formulations but
following the CFC transition and the advent of hydro-
fluoroalkane (HFA) propellants, a variety of new
suspension-based and solution-based formulations have
been developed. Solution-based pMDIs differ from
traditional suspension-based pMDIs in that the respirable
particles are only generated after actuation as the propel-
lant evaporates from the liquid plume [6, 7]. The charac-
teristics of the particles generated with solution-based
pMDIs vary from formulation to formulation, with some
generating extra-fine particles with mass median aero-
dynamic diameter (MMADs) of <2 pum while others
generate particles with MMADs more comparable with
traditional HFA-suspension pMDIs (MMADs of 2—5 pm).

Two of the most widely prescribed ICS treatments are flu-
ticasone propionate (FP) and beclometasone dipropionate
(BDP), which are chemically and structurally similar but dif-
fer in their pharmacodynamic properties [5]. For patients
not controlled on ICS alone, both the United States and
European guidelines recommend the additional use of a
long-acting B,-agonist (e.g. salmeterol, formoterol, etc.) in
a fixed-dose combination device. FP and FP/salmeterol
(FP/SAL) are formulated as HFA-suspensions, while
BDP, BDP-formoterol (BDP-F), and a more recent ICS,
ciclesonide (CIC) are formulated as HFA-solutions
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which generate extra-fine aerosols [5]. Thus, FP and
FP/SAL are considered standard particle size ICS
(2-5 pm), while BDP, BDP-F and CIC are considered
small particle ICS (<2 um).

It has been postulated that the use of ICS medica-
tions with a smaller particle size may confer additional
clinical benefits to patients with asthma compared with
medications with particles of a standard size as they are
able to access the smaller airways resulting in increased
efficacy [8].

The objective of this systematic literature review and
meta-analysis was to evaluate the impact of particle size
on clinical outcomes of patients with asthma by comparing
the effect of small and standard size particle ICS on
lung function, symptoms, rescue use (when available)
and safety as assessed in head-to-head randomized con-
trolled trials (RCTs).

Methods

Details on the methods of the analysis and inclusion cri-
teria were specified in advance and documented in a
protocol (GSK Clinical Study Register ID: 202012, data
on file), and are summarized below.

Inclusion criteria, information source, search and study
selection

Studies eligible for inclusion in the systematic review
were published RCTs comparing FP-containing therapy
(standard particle size) with ICS preparations of small par-
ticle size in adults and children with asthma. Specifically,
treatments evaluated included FP and FP/SAL versus ICS
small particle size comparators (BDP, BDP-F or CIC).
Abstracts for potential inclusion in the systematic re-
view were identified from the MEDLINE database using
the following search terms in PubMed: disease: asthma;
exposure: fluticasone, Flovent®, Flixotide®, Advair®, Seretide®.
Abstracts in English published between January 1, 1998
and January 13, 2014 were considered.

All identified citations were downloaded and duplicate
citations were removed to yield a number of unique hits.
Citations were assessed in a multi-stage screening
process as outlined in Fig. 1. During Screening Stage
One, studies/abstracts were excluded if they included
only patients with allergic rhinitis, compared ICS medi-
cations other than FP or FP/SAL versus BDP, BDP-F, or
CIC, were placebo-controlled, were not a primary epide-
miologic/clinical study or were considered ‘gray litera-
ture’ (meeting abstracts, letters, websites). Other
exclusion criteria included: restricted population (e.g.
pregnant women); comparisons of the same ICS at dif-
ferent dosages; no efficacy or safety data. Citations were
designated as ‘Exclude; ‘Include’ or ‘Doubt’ and a record
of these decisions was maintained. Abstracts marked as
‘Doubt’ were cross-reviewed by a second epidemiologist.
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N = 1,655

Records identified in database search

Excluded: N = 1,567

J

Allergic rhinitis (N = 182)

SCREENING STAGE ONE: abstracts reviewed

Not ICS of interest (N = 168)
Placebo-controlled (N = 262)

N = 1,655 Review/editorial (N = 139)
I Grey literature (N = 108)
N Other (N = 708)
SCREENING STAGE TWO: full-text reviewed
N =288
| Excluded: N = 61
v Allergic rhinitis (N = 1)
Unique studies Not ICS of interest (N = 27)
N=27 Placebo-controlled (N = 1)
Review/editorial (N = 11)
[ Gray literature (N =11)
v No efficacy/safety data (N = 9)
Randomized controlled studies included in Table 1 Restricted population (N = 1)
N=23
\l/ \[/ | \J/ \l/ Excluded: N =4
Real-world studies (N = 4)
FP vs BDP FP vs CIC FP/SAL vs BDP| |FP/SALvs BDP-F
N=8 N=11 N=1 N=3

corticosteroid

Fig. 1 Flow diagram showing implementation of search and screening strategies. BDP, beclometasone dipropionate, BDP-F, beclometasone
dipropionate/formoterol fumarate; CIC, ciclesonide; FP, fluticasone propionate; FP/SAL, fluticasone propionate/salmeterol; ICS, inhaled

In Screening Stage Two, full text articles of the titles
identified as ‘Include’ in Screening Stage One were
reviewed and screened against the exclusion criteria
listed above. The remaining studies were utilized for
extraction.

Data extraction and data items

Study/patient characteristics and interventions were
abstracted from the selected studies. Information on
the following efficacy outcome measures were also
extracted: forced expiratory volume in 1 s (FEVy),
morning peak expiratory flow (PEF), asthma symptom
scores (on 4—9-point scale where a lower score corre-
sponded to fewer symptoms), % predicted forced ex-
piratory flow between 25 and 75% of forced vital
capacity (FVC; FEFy5_75¢) and rescue medication use
per day. In addition to the common lung function
measure in asthma studies (FEV; and PEF), FEFy5_75¢
was chosen as an efficacy measure as it is a more sensitive
indicator for small airway obstruction than FEV; [9], and
thus more likely to demonstrate variations in efficacy if
the smaller particles were meeting the small airways.
To characterize available safety data, the following end-
points were considered: any adverse events (AEs; at
least one), local steroid effects (oral candidiasis, hoarse-
ness), upper respiratory tract infections, growth and
bone metabolism, and serum cortisol levels to assess
adrenal suppression.

Assessment of risk of bias
Funnel plots were used to detect biases in the identifica-
tion and selection of studies. The funnel plot is a

technique used to investigate the possibility of biases in
the identification and selection phases. In a funnel plot,
the estimated effect size of the intervention from indi-
vidual studies (mean difference) is plotted on the hori-
zontal axis against the standard error of the intervention
effect estimate or sample size on the vertical axis. If
there are no biases, the graph will tend to have a sym-
metrical funnel shape centered on the average effect of
the studies. All studies were included and additional
sources of bias were not formally assessed.

Planned analysis and statistical methods

Aggregated clinical data from the completed systematic
review were summarized in standardized electronic ex-
traction forms, with comparative data also entered into
spreadsheets. Clinical statisticians transferred relevant
extracted data into SAS (Statistical Analysis Software,
Cary, NC) or R (R Foundation for Statistical Computing,
Vienna, Austria) for calculation of appropriate statistics
and data displays.

The objective of this analysis was to determine if there
were any clinically significant differences in the com-
parative efficacy or safety of FP-containing medications
with smaller particle ICS-containing comparators; this
was evaluated in the form of a benefit-risk interval plot
and/or meta-analysis, when appropriate. The data were
extracted on the intent-to-treat (ITT) population as de-
fined in each individual trial. The original publications
gave treatment doses as either emitted or delivered;
these same doses were reported within this manuscript
for consistency.
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Treatment comparisons were made using absolute
treatment differences between FP-containing formula-
tions and small particle ICS, including 95% confidence
intervals (CI). For continuous measures, adjusted mean
differences were used, when available. When standard
errors (SE) and/or ClIs were not directly available, they
were estimated using available data [10]. For binary mea-
sures, the absolute risk difference and its 95% CI were cal-
culated using the normal approximation to the binomial
distribution.

Formal meta-analysis was conducted for efficacy end-
points when there was sufficient sample size and homo-
geneity across trials. Due to this approach, there was no
adjustment for multiple testing. If there was no signifi-
cant evidence of heterogeneity across the studies, both
fixed and random effects models were performed. The
statistical heterogeneity of the meta-analysis was
assessed by means of the Cochran Q, chi-square test and
the 12 statistic with 95% CI. When the assessments such
as Cochran Q or chi-square test showed that heterogeneity
existed, the results of the random effects model were
selected. Results in children (12 years and younger) and
adolescents/adults were analyzed separately. Meta regres-
sion was used to adjust for differences across studies as ap-
propriate. Additional sensitivity analyses were performed
when appropriate.

Where meta-analysis was not feasible, benefit-risk
interval plots were produced to visually display the esti-
mated differences between treatments and their 95% Cls
for different endpoints on the same graph across studies;
irrespective of differences in study designs, endpoints
and units.

Results

The search of the PubMed database identified 1655 po-
tentially relevant articles: 1567 were excluded, mainly
because they were placebo-controlled, evaluated allergic
rhinitis or did not evaluate an ICS of interest; 88 full-
text articles were reviewed and 23 RCTs were included
in the final analysis (Fig. 1) [4, 11-32].

Eight studies evaluated FP versus BDP, 11 evaluated
EP versus CIC, one evaluated FP/SAL versus BDP and
three evaluated FP/SAL versus BDP-F (Table 1). No
studies evaluating FP versus BDP-F and FP/SAL versus
BDP or CIC were identified. Information for children (6
to 15 years in age) was only available in four studies
[15, 18, 26, 27]; one of which utilized a spacer in each
arm [18]. No other studies (adults or children) were
found to use a spacer.

The main efficacy endpoints evaluated in the studies
were FEV; and PEF (Table 1). The predominant safety
endpoints were overall incidence of AEs and urinary cor-
tisol levels.
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Fluticasone propionate versus beclometasone
dipropionate

In the eight identified trials comparing conventional
suspension-based FP pMDIs with the ‘ultra fine’ solution-
based BDP formulations similar doses have been used in
each arm (Table 1). This is in accordance with GINA
guidelines reporting the clinically comparable doses of
HFA-FP and HFA-BDP [1]. Hence these comparisons will
address the issue of whether differences in particle size
results in a change in the efficacy or safety profile.

The majority of the RCTs reported no significant dif-
ference in efficacy outcome measures between FP and
BDP. Two of the eight RCTs reported significant differ-
ences in FEF,5 54 between FP and BDP; one demon-
strating improvement with FP [18] and the other with
BDP [16] (Table 1).

The majority of RCTs reported no significant differ-
ence in AEs or other safety markers between the two
treatments. Overnight urinary cortisol/creatinine pro-
duction was suppressed more in patients using BDP
compared with patients on FP (1000 pg/day FP versus
BDP: geometric mean fold difference 1.97 [95% CI:
1.28, 3.02]; p <0.05) [12]. No significant difference was
found in cortisol levels in three studies, either in levels
at the end of the treatment period or in change from
baseline [11, 13, 14].

Fluticasone propionate versus ciclesonide

With few exceptions in 10 identified RCTs, CIC was
found to be non-inferior or not statistically different
from FP for numerous efficacy endpoints (Table 1).
Notably, in a trial by Pedersen et al. in children aged 6-11
years, non-inferiority of CIC to FP (88 pg twice daily) was
observed with regard to change in FEV; from baseline
over 12 weeks of treatment with 160 pg but not 80 pg
once daily [27]. A similar trial in children aged 6—15 years
comparing the same doses found that CIC did not show
non-inferiority in the change from baseline in morning or
afternoon PEF following 12 weeks of treatment [26]. One
trial of adult patients, by Cohen et al., found greater
improvement in lung function among patients receiving
FP compared with patients receiving CIC, specifically in
mean + SD % predicted FEV; (0.5 + 4.3 versus -3.0 + 4.6,
respectively; p=0.021) and FEF,5 54 (0.6 £5.6 ver-
sus -3.6 + 6.0, respectively; p = 0.034) [4].

Results for differences in urinary cortisol levels (ad-
justed for creatinine) were variable, with greater adrenal
suppression among patients receiving FP (compared
with CIC) reported in an ITT analysis restricted to pa-
tients with normal creatinine levels (p = 0.006) [26]. In a
small crossover study, patients on FP 2000 pg/day had
significantly lower mean overnight 10-h urinary cortisol
than patients on CIC (CIC versus FP: geometric mean
fold difference 1.5 [95% CI: 1.1, 2.0]; p <0.05) [24]. One



Page 5 of 16

El Baou et al. BMC Pulmonary Medicine (2017) 17:31

43d WY 404 (pamipaid o)
G— <D JaMO] :IOLJUILON

SUON

asn |oJang|e pue wbajyd

DAND “AD (pardipaid %)
9%SL7SC434 Ul JUSWAoId W]
19bue| pRY SIaSN 4Ag

SUON

SUON

UIW/T SZF UIYIM D d43d WY
104 PaYRASUOWSP DUSeAINDT

SUON

SUON

UIW/T GZF LM D H3d IV
10} PRJRASUOWSP SOU3|eAINDT

SdueqUNISIP doss Inoyum s1ybiu (o)
sAep oauj-woiduwAs ‘(paioipaid 9 |e)
54758434 DN ""A34 '93d Wd '43d WV

(pandipaid 9 |e)
%5475 434 pue %5434 ‘A1/ A
DA/'A34 DAF-DAS DAS DA AT

(Kep/synd) asn

josaing|e ‘(Aep/swoidwiAs |je) wbsjyd
‘'ybnod ‘Buizesym ‘ssauIybdIil 159Yd
‘yiealq Jo ssaunoys ‘Bujusseme
SWI-IYBIU ‘43d WY ‘(Pa121paid 9 |je)
%S75E 434 DA TATH AY ADL DL
Jo1eipoyouoig-asod DAAD ‘(1) AD
(pa1d1paid 9 [le) *<4 4434 DA AT

(%) D\/'A34
‘(pa101paid 9% |B) 943N DAL AT
Jusuiieal) JO pus 1e Seinses 9INjosqy

(5/7) %4434 '(5/7) *°°434
(P2121paid % [le)
43d ‘44T "TAI4 DAS DA

() 'A34 (Ww/1) 443d

(Uw/7) 43d WY
‘(pa101paid %) 'AJ4 '(qdd) ON [epn
pajeyxa ‘(brl) °°qq suljoydeyia

(uw/7) 43d WY
‘(paroipaid %) 'A34 (dd) ON [epn
pajeyxa ‘(brl) ©°qq suljoydeyia

(96) UonEDIPaW B3NS YaYS

Buisn syusned ‘() swoidwAs ewyise
Ajiep wioly 9314 syusned ‘() LA3S
‘(Wwi/) 43d Wd ‘(Uw/) 43d Wy

(Ll ovL =)
Iawd-24D
eIn p/6rl 007 d4

9SOP WINIPAN
(dd v =)
snsig

ein p/br 005 d4

9SOP WINIPay
(LLI oL =u)
Iawd-24D
eIn p/brl 0gg d4

9SOP MO
(0e=u)
1dQ e p/6r 007 d4

(re=u)

IaWd-v4H

BIA ‘dd

Se 9sop awes 4ag

9SOP WINIPay
(LU +8)
IawWd-24D

ein p/br 0ot d4

asop YbiH
(LLI 0z =U)
IQWd-v4H
ein p/bri 0001 dagd

9SOP WNIps|N
(L1l 0z =U)
IaWd-v4H

ein p/brl 005 dad

3sop YbIH
(LUl £6=U)
IaWd-y4H
ein 611 0001 d4

meU MO
(Ll 6€L =U)
|awd-v4H ein p/brl 0oz dag

S0P WINIPa
(dd L1 =U)
|awWd-v4H ein p/brl 0ot dag

9S0P WNIPSA
(LLI 0z =W)

|awd-v4H ein p/brl oze dag
9S0P MO

(0e=u)

|awd-v4H ein p/brl 00z dag

(Sz=u)
SnysIg el ‘qusned
uo JuspuUadap 350p d4

950p WNIPAN
(Ll 88=U)
Iawd-v4H ein p/brl 0ot dag

asop YbiH
(Ll oz =Uu)
IAWd-v4H ein p/6r 0001 d4

9SOP WINIP3A
(Ll 0z =U)
IAWd-Y4H ein p/6r 005 dd

3sop YbIH
(LLl oL =U)
|aWd-v4H ein Aep/brl 008 dag

SUS 9

WoJ) SYIUOW € Z Xp ewyise

Uim (s1eah 71-6) siuaned

ewy1se 91elopoul
10 P Y1M S3udied

BLUYISE JO AIOISIY YIUOW-9

Yum (s1eak g1 2) siuaned

o1l 1uanedino woly

eulyise 1uaisisiad sielspowl
UHm (s1eak 1-9) ua1p|iyd

SUYIUOW 95 10}
STSIA dd Yim Pajjouod

ewyise sisiad olelopowl

01 pjiw yum (L'el
F6'/9 :9b6e uesw dnoib

dag ¥/ F0'19 (s1eak) sbe

ueaw dnoib 44) siuaned

S311s 2onoeld
[PIBUSH OF WO BUIYISE
pasoubelp Ajjesiuld Jo

Koy 1sed Yoam- e 1ses)| 1e

YUM SIeRA GO-8| S1udlled

ewyise aleispowl 01 pjiwd
UM (sieak ] ge = abe
[3S] ueaw) siuslied

SI191Uad |eDIPpaW | ¢ WOl

PUWIYISE 249ASS 01 91eI9pOoW
4O AIOISIY [BDIUID HRoM-HZ

UM (s1eak 6/-81) synpy

S9IM 9
dnoib-9|jesed ‘Awwinp
-9|gnop ‘puljg-sjqnod

skep g
dnoub-9|jesed ‘uadp

sLpuow €
|o9gej-uadp

X] Jad syuow ¢
19A0SS01D)

x] Jad syuow ¢
(Apnis Jo abe1s 1si1) Jo
sisAjeue dnoib-|ajjesed

wou} paruasald synsal)
19A0S5010-9|gNoQ

SEEIe
dnoib-|9|jesed ‘Awwinp
-9|qnop ‘pulg-s|qnod

pouad x| 1ad syeam ¢
J9A0SS0ID ‘pul|g-3buIs

Syoam g dnoib
-|19|jesed ‘|aqej-uado

41£007 'Ua1apley
uep

,1L00Z "®1e]
-op-uoun|.

9,500¢
‘wiebubuoy|

<8007
'$¥20100Y

18007
‘IyseAeqyo

£,100T xeyiieq

1200 ‘31nD

. 100z
peYehalY

(dag) =1euoidoidip 2UOSEIDWIORA] SNSIAA (d4) 91euoidoid suosednn|4

(uospedwod
SNSI9A JusWieall) sdnolb
U93aM13qg S3nsal Juedyiubis

(P21eDIPUl SSIMIDUIO SS3|UN USRS}
JO pu3 1e dulsseq woly abueyd se)
S2INSEaW W00 AdeD1Yg

dnoib uosuedwod)

dnoJb Jusuneal |

uopneindod Apnig

UoleINp JusWieal}
pue ubissp Apnis

ERVEICICH]

sisAjeue ayi Ul papnpaul s1OY JO Solsuaideieyd | ajqel



/synd) spaw andsai |\ d pue Ay ‘210s
woydUIAs BLIYISE [N PUB Y ‘(UI,/T)

Page 6 of 16

43d Wd ‘(Uiw/1) 43d WY ‘(paoipaid 9) 350p YbIH Syuow ¢ 4oy x| Jad sypam ¢
9%5.75¢ 434 (s/7) %SL75¢ 434 rL=u) asop ybiH 3|gels eulyise uaisisiad
‘(pa1paid 9) A3 ‘(7) 'AFH JuSwi1eas [aWd-v4H L =u) ‘S1eIopOoW Yum (sieak /i 19A0S501D ‘AN

SUON JO pus 1e saInseawl aIn|osqy eIA p/6ri 000z d4  IAWd-V4H Bia p/6ri o9l DD 9be uesw) siusned ynpy  -9|gNop ‘pulig-3|gnog 42500C 997
(Aep/synd) asn UoNEIIPaWI SNDSU
Nd PUB |\ 21025 WoldwAs ewiyise
Wd pue Wy ‘(qdd) ON ‘(uiw/1)
43d Wd ‘(Uiw/7) 43d Wy ‘(u/bw) SS0p WNIpay
0234 auljoydeylaw ‘(pa1oipaid o) 6L=U) asop ybiH euyise X] 12d s3oam 1
96SL75C434 '(5/7) #S£5¢434 ‘(pardipaid |aWd-v4H (6L =U) IusISISd 218I9POWI-01-P|IL 19A0S501D ‘AN
SUON %) 'A34 ‘() 'A34 (qdd) ON ein p/6r 005 dd IAWd-v4H eia p/6r 00F DD Yum siudnied Bupiows-uoN  -3|gnop ‘pul|g-3|gnog /700C 997
(%) x| buninbal
43d WY JOj UlW/7 GZ-  SUOIIBGISIEXD BUIYISE ‘(96) |0JIUOD 9S0P MO A||lPUORBUIIUI $12)UD 8 WO SEEI N4
9A0QE 7D J9MO] HJOLISJUIUON BWIYISE Ylm sAeQ uswieal (L1 ovZ =) 350p MO PWIUISE 91RISPOW O} pjiw dnoib-js|jesed
‘DA4 pue 'A34 10} 7 20- JO PU3 1@ Sainseaw ain|osqy [anWd-v4H (L1 oz =U)  yum (sieak g/-¢|) swuaned ‘Wie-g ‘Alwinp
9A0GE T3 JOMO] JOUSJUIUON (uw/7) 43d Wy ‘(1) DA4 (1) 'A34 ein p/6rt 00z dd Iawd-y4H eia p/6ri 08 DD JUads9|0pe pUe 3npy -9|gnop ‘puljg-a|gnod +2010C 'lyed

SpuepayIaN Y} Ul

El Baou et al. BMC Pulmonary Medicine (2017) 17:31

S0P MO Syuswiedap Abojouow|nd sAep g9
(PR1IPaId 0p) %SL5C47Y (pa101pa1d 9) QL=u) 950p MO JO SDIUID JuS11edINO WOoJ dnoib-||jesed
pue 'A34 uluswaAoIdu  %ELTSE434 (5/7) %0543 /(1) DAS/DAS IQNG-V4H 6L=U) pa1nIdal (s1eak 09-g1) “Awwinp-s|gnop

1910216 pey s1asn d4 ‘(1) DAS ‘(1) DA4 ‘(padipaid %) ‘A3 ein p/6ri 00z d4 IAWd-y4H eia p/Bri g9l DD ewiyise yum spuaned ynpy ‘Pulig-s|gnoQ L1107 'usyod
(Rep/synd) asn uonesipaw
43d WY Joj ulw/7 sz- 9Ndsal ‘(21025 1YbIU + Aep) 2102S 950P MO SH9IM 7|
9A0QE 1D J9MO] HJOUJUIUON  WOIAWAS BUILISE P10} ‘91005 WOIdWIAS (L1l €9z =U) 9SOP MO SI91U3D X /G WOI) ewylse dnoub-|o|jesed
OAd pue ‘A4 10} 770~ dwn-1ybiu ‘21035 woidwAs auwnkep IaWd-v4H (111 99z =U)  yum syuaned (sieak G/-71) ‘Awuinp-ajgnop ‘pullq
9AOQE D JOMO] -JOUSJUIUON ‘(Uw/1) 43d WY ‘() DA4 ‘(D) A3 ein p/bri o/ dd p/6ri 091 DD JUSDS9|0PE pue NPy -9|gnop JL1uadNINA 129002 ‘lung
43d Wd
pue 434 WY 404 Ui/ 52—
9A0Q 1D J9MO] :JOLJUIUON (Aep/synd) asn uoNEIIPaW NS
DA 10} 10— ‘21035 woldwAs ewiyise [e10} ‘91005
9A0QE 1D J9MO] JOLIBJUIUON woydwiAs ewyise awinAep ‘(uiw,/7) 350p WNIP3N 3SOP WNIP3AN  SISIUD X| S WO} BLIYISE SHPaM 7|
'A34 10) TW 00— 43d W ‘(Uiw/1) 43d WY ‘(1) DAS ‘(1) (LLl 6T =U) (Ll €€2=U)  yum syuaned (sieek 5/-71) dnoif-3|jesed 02£00¢
SAOQER 7D JOMO] :JOUSJUIUON DA4 ‘(paripaud %) 'A34 ‘(W) 'AT4 1da eA p/Brt 0ot dd Iaw e p/Bri oze DD JU=SDS9|0pE pue NPy ‘l2qe-usdo 19|nog
sAep 99Jj-UoedIpaul
oNndsal pue woldwiAs euyise
43d WY pue 43d Jo} 'sKep 93.4-UoIeIIPaW aNdsal ‘sAep
UlW/7 GZ- SAOQR D) JaMO| 92.}-WOIdWAS BUIYISY JUDUIIESI]
JOLRJUIUON ‘DA 10} 7 70— JO pUS 1€ $aINSEaW IN|OSAY 9s0p YbiH
9AOQR D JOMO] :JOLIJUIUON (Aep/synd) asn UONLIIPIWI SNDSU (LUl €22 =U) asop ybiH 2doin3 ul ewyise yum D EEINE 74
'A34 10§ W 007~ '2102s WoydWIAS ewuise ‘(uiui/7) 43d IQWd-v4H (Ll S5z =U)  (s1edk G/~ 1) SIuIs3|ope dnoif-3)jesed

9A0QR 1D JOMO| HOUJUILON Y ‘(UIw/T) 43d ‘(1) DAS ‘(Tw) ‘A3 ein p/6r 099 d4 IAWd-y4H e p/Brl ov9 DD pue synpe 1usiedinQ ‘l9geruadQO 8007 Uewleg

(DID) 2PIUOSI|DID DUL-LIIXD SNSIDA d1euoldoid suosednn|q

(pa121p21d %)
9SL=S2434 Ul JuswaAoldwl
1910216 pey siasn 44

(Kep/synd) uesw

‘Adesayy 1sjuobe-¢g (94) 950p MO

(panuiuod) sishleue ayy Ul pspnppul S|y JO SdisUaIeIRY) | alqel



Page 7 of 16

El Baou et al. BMC Pulmonary Medicine (2017) 17:31

43d Wd/WY

Apnis-1sod ‘(paidipaid
%) 'A34 () A3 °ad
auljoydeyaw Apnis-1sod
13YBIY pey siasn 1yS/dd

wiNs 9102s WOoldWwAS ewiyise
104 Q€0 UrY) SS3| 1D Joddn
“JOURJUIUON ‘43d WV 104
ulw/7 67 L— ueyl Jarealb
7D Jamo] :JoLBJUIUON

‘'A34 10} 7 10— Uey) Ja1ealb
7D Jamo] :JoLBJUIUON

wins 21005 WodwiAs ewyise
104 0€°0 UeYl SS9 1D

Jaddn :JouayuluoN ‘434 WV
10} UIW/T G71— UBYY SS9
7D Jamo] olsjuIuoU 10N
"'A34 404 7 1'0— ueyy

1912316 7D JOMO] IOLUJUIUON

43d Wd Pue 43d WY '43d
10} UIW/T §71— Ueyl ss9)|
7D J9MOJ JOLRUIUOU 10N
'A34 1047 1'0— UBYY

1910316 1D JOMO] JOLJUIUON

43d pue DA4

10} YN HWi| JJOLSJUIUON
"'A34 1o} W 002~

9AOQE D J9MO] :JOLBJUILUON

43d pue DA4

10§ YN HWI| :IOLSJUIUON
"'A34 Joj W 002~

®>Oﬂm D) E>>O, :Otmu_c_COZ

"(Uw/) 43d W4 ‘(Uw/1) 43d Wy

‘(pa1o1paid 96) %9475¢434 ‘(5/7)

%5475 34 “(pa1o1paid %) 'A34 ‘(1) 'A34
‘(brl) 92qd suljoydeYISA USR]

JO PuUo 1k Sainseall 21N|0sqQy

9|ge|leAR S9WODINO

A19Jes AJUo ‘sawiodino Adediya oN

(96) SUOIILCURIEXD BLULISY JUSWIRIY

4O PUS 1B S2INSeaW 3IN|0SqY
3N uonedIpawl
9NS31 ‘WNS 91025 WOoldWAS

ewLse ‘(uiw/7) 43d Wy ‘(1) 'A34

sAep 9a1j-UoNedIPaU dNdsal ‘sAep
93.) WOIdWAS PWIYISE ‘WNS 910DS
woidwAs ewyise ‘(uiw/7) 43d Wd
(UIwi/7) 43d Wy ‘(Uiw/1) 434 () A3

(Kep/synd) asn uonedipaw

9N253l ‘21035 WOIdWAS awi-1ybiu
pue awnAep ‘2102s WoydwAs ewyise

‘(Uw/7) 43d ‘() DA () A3

(Repysynd) asn uonedipawl

9N253l ‘21025 WOIdWAS awn-1ybiu
pue swnAep ‘21005 WOIdWAS PwyIse
‘(Uwi/7) 43d ‘(1) A4 (W) 'A3S

(qu/Bul) 9254 auljoydeyIaW
(qdd) spixo Suu pajeyxa ‘(P

3SOP MO
6L=u)
1dQ eI
p/6M 001/00Z VS/d4

3s0p YbIH

(LLI £E2 =)
Iawd

ein p/bri 000l d4

3s0p YbIH

(LUl Sz =U)
Iawd

ein p/brl 05/ d

9SOP WINIPay
(L1 gzz=U)
Idd e p/brl 00t dd

9SOP MO

(LUl Shz=U)

Iawd

“v4H e p/bri g/ 1 d4

9S0P MO
(LUl SPT=U)

Iawd

“V4H e p/bri g1 dd

mmOU MO

(L1l /ST =)

Iawd

-v4H e p/brl g1 dd

S0P MO
(L1l 657 =)

|awd

V4H e p/brl g1 dd

9S0P MO
(L1 65 =)

|awd

“V4H e p/bri g/1 dd

9SOP WINIP3A
(Oc=u)
|awd-v4H eia p/brl oot dag

sleak 0/-91
pabe euyiISe YlIM Sjualled

oM g
dnoub-9|jesed ‘Awwinp
-3|qnop ‘puljg-s|gnog

:000T "13|M0 ]

mecoWQOLQ_U 2UOSEIaWO|39(] aulj-RIIXa SNSI9A _O\_wuwﬁc_mm\wmeO_QOLQ Quoseonn|4

9sop ybIH
(LLI 05T =U)
lawd e p/6rt or9 DD

9sop ybIH

(Ll ¥P =U)

lawd e p/6rt or9 DD
9SOP WINIP3A

(LLI ¥ZT =U)

lawd e p/6ri oze DD

950p MO
(LLl zeg=U)
IAWd-y4H eia p/Bri 091 DD

9SOP MO
(LUl PEz =)
IaWd-y4H e p/Brl 08 DD

9SOP MO
(LLI ¥ST =U)
IAQWd-v4H eia p/Bri 091 DD

9SOP MO
(LI 0ZT=U)
IQWA-Y4H eia p/Bri 091 DD

9SOP MO
(1Ll 8/z =)
IaWd-y4H e p/Brl 08 DD

sieak /-7 | pabe
JeuyISe Yim
syuaned yijesH

SlolusD
[euonewsiul 0§ Wolj ewyise
Uim (s1eak | 1-9) uaip|iyDd

S91IS |G WUy ewiyise
UM (s1eak G |-9) ualpliyD

SIS 16
W4} eulyise yum obe Jo
SieaA 7| 15e9) 1B Sjusiled

REEUIR7ard!
(sa1pnis € Jo saus) dnoub
-19||eJed Js3udnINN

SHOOM 7|
dnoib-|ajjesed

‘Wwle-¢ ‘Alwnp
-3|gnop ‘puljg-sjgnod

SHIM 7|
dnoib-jajjesed ‘wie

-¢ "Awwnp-ajgnop ‘pul|q
-3|gnop “123uadnNIA

SHIM 7|
dnoib-jajjesed

‘wJe-¢ ‘Alwinp
-9|gnop ‘puljg-sjqnod

0107
"USJOW 3P UeA

££600C 'U3s19pad

;9007 'Ua519pad

/00T
‘uassnubepy

(panuuod) sisAjeue ay3 Uj PPNl DY JO sdiska1deIey) | ajqel



Page 8 of 16

El Baou et al. BMC Pulmonary Medicine (2017) 17:31

juswieasl ‘x; ‘Aypeded Bun| [L103 ‘D71 ‘DwnjoA seb dpeioyl ‘Ao ‘Audeded [elA MO|S ‘DAS ‘sisluobe elaqg Bulide-1uoys ‘Ygys DwnjoA [enpisal ‘AY ‘uoljjiq Jad yed ‘gdd ‘jod03oid Jad ‘dd
‘BuludAd ‘W ‘9184 moyy A1o1eaidxa yead ‘Y434 ‘paydeal 10U ‘YN PPIXO dLUU ‘ON ‘1ea11-01-1udul ‘] |/ {Sjeyul 9SOp palaldw paziinssaid-sueyjeolon|joipAy ‘Jgwd-y4H ‘Audeded [elA padioy ‘DA4 D3S | ul dwnjoA Aiojelidxd
padi0y “'A34 Moy Kioresidxa padioy ‘434 ‘woos Adusbiraws ‘Y7 ‘sisoubelp ‘xp ‘sjeyul sopmod Aip ‘Id@ ‘Audeded [ela/awnjoA BUIsO|d ‘DA-AD ‘@dueles|d ‘7 {[eAISIUl SDUSPIUOD ‘D {U0GIed0ION|JOIOIYD ‘D4D Buluiow Uy

SUON

J3d WY 10§ Ulw/1 02+ 01 07
— UIyuM sjje} [ 2uafeAInb3

A4 Ul JuswiaAosduwl
1918316 pey siasn 4-4dg ‘43d
asop-aid Y 10} Ui/ 0Z-
9A0QE D JOMO] :JOLJUIUON

(6r1) dujoydeyoW A34 %°Qd
(s/7) %#5475¢434 ‘(1) 'A34 9sop-aud
Uswileall

JO PUS 1e SaINSseaw a1N|osqy

(% |[B) SUONIBQIIIEXD PUIYISE DIDADS
pUE SUOIIBCIIIEXD PUIYISE ‘BUIYISE
P3)]|0AU0D YuM suuaned ‘(9p) skep
23u)-woidwAs ‘21025 wodwiAs awin
-1ybiu pue swnfep ‘(paidipaid %)
43d ‘(Uiw/1) 43d ‘(pa121paid %) ‘A3
‘(1 'A34 “(Uiw/) 43d Wy Huswiesn
JO PUS 1 $2INSEIW 2IN|0SqY

(synd) uonedIpaWw aNdsal JO s Wil
Kep ‘(%) sAep 9a1)-woidwiAs ‘2103
woldwiAs awn-1ybiu pue swinfeq

RICIVGEET

JO PUS 1 $3INSEAW 3IN[OSqY

‘(1 A4 (1) 'A34 ‘(Wi 1B) 43d
d pue 43d WY '43d asop-a1d Wy

(p/sgnd) asn Jansljal ‘91005
woldwiAs ‘(qdd) ON pajeyxe |epix

9SOP WINIPay
(SL=u)

lawd e

p/6r 001/005 SO

9SO WINIPIN
(LLI9lz=U)

1d@ snsiqg e

p/61 001/00S 1VS/dA

9SOP WINIPay
(gL =u)

|gwd e

p/61 001/00S VS/d4

950p WNIPaN

(SL=u) SPeM 1
IawWd-v4H Aey| Ul (siesh 0s—g1)  dnoub-|9|jesed ‘Awiwinp ~010C
ein p/Brl $2/007 4-d0g  ewiyise yum susied ynpy  -s|gnop ‘pulig-ajgnod 'aUo[IY210S
9sop wnipayy  adoing ul soiulp Aloelidsal SEEN 74
(L1 90z = U) /9 Woly s1edk G9-g| dnoib-|a|jesed wie-z
lawd ein p/6rl yz/00v 4-d08  pabe ewyise Yum siusied  p3||oauod ‘aAi1d3dsold e 10T ded

adoin3 ul iUl

950p WNIP3N Alojesidsal qusiedino SHIM 7|
(L1 SLL=U) 71 wolyy sleak 69-g| dnoib-j3jjesed
Iawd ein p/br ¥z/00% 4-dag  pabe ewyise yum siusiied wie-g ‘puljg-a|gnod 0££00€ "'ded

S1ejewiny |01310UlI0)/a1euoldoidIp SUOSEISUIOPS UI-RIIXS SNSIaA [0la1awjes/areuoidold auosednn|4

(panuuod) sisAjeue ay3 Uj PPNl S1DY JO sdisLadeIeY)) | ajqel



El Baou et al. BMC Pulmonary Medicine (2017) 17:31

trial assessed side effect perception using a 100-point
scale, and observed that patients on CIC had either a
smaller increase in perceived side effects or a decrease
over the treatment period from baseline compared with
patients receiving FP (between-treatment least squares
mean (+SE) in total Inhaled Corticosteroid Question-
naire Scores: CIC 320 pg once-daily versus FP 200 pg
twice-daily (12 weeks): -2.52+0.82, p=0.0011; CIC
320 pg twice-daily versus FP 500 pg twice-daily
(24 weeks): -2.05 + 0.79, p = 0.0047 [28].

Fluticasone propionate/salmeterol versus beclometasone
dipropionate

One trial was identified that compared the efficacy of
BDP (400 pg/day) and FP/SAL (200 pg/100 pg/day) as a
step-down therapy after high-dose ICS (dry powder in-
haler [DPI]-BDP 2000 pg/day) (Table 1) [29]. Lung func-
tion measures were compared between treatment groups
at the end of the 8-week treatment period instead of
comparing the change from baseline in each group.
Methacholine PD,,, post-study FEV; (measured and %
of predicted), morning and afternoon PEF were all sig-
nificantly greater in patients on FP/SAL than in patients
on BDP (methacholine PD,j (pg): 149.9 [95% CI: 114.3,
196.5] versus 71.2 (95% CI: 54.7, 92.8]; FEV; (L): 2.46
[95% CIL: 2.39, 2.53] versus 2.26 [95% CIL: 2.20, 2.33],
p<0.05; FEV; (% predicted): 77 [95% CI: 75, 79] ver-
sus 70 (95% CI: 68, 72], p <0.05; morning PEF (L/min):
434 [95% CI: 424, 445] versus 402 [95% CI: 391, 411],
p <0.05; evening PEF (L/min): 436 [95% CI: 425, 446]
versus 408 [95% CI: 398, 418]; p <0.05). No differences
were found in FEF,5 754, symptom scores, or reliever
medication use [29]. No significant differences were found
between treatment groups for serum cortisol levels,
urinary cortisol/creatinine ratio, or serum osteocalcin [29].

Fluticasone propionate/salmeterol versus beclometasone

dipropionate-formoterol

Three RCTs compared the efficacy of FP/SAL with BDP-F
(Table 1) [30-32]. One trial in adults with asthma found
significantly greater improvement in FVC in patients
receiving BDP-F than in those receiving FP/SAL (0.46
+0.51 L versus 0.34+0.44 L, respectively; p =0.040);
however, no differences were found for any other effi-
cacy parameters [30].

Two RCTs were identified that compared the safety of
BDP-F with FP/SAL; no differences in AEs or urinary
cortisol/creatinine ratio were observed between the two
treatments [30, 31].

Meta-analysis

Meta-analysis methods could only be applied for the effi-
cacy endpoints of FEV;, PEF, and FEF,s5 ;54 (Fig. 2).
Other efficacy and safety endpoints were not considered

Page 9 of 16

for the meta-analysis due to heterogeneity, potential
publication bias, and disparity of endpoint definitions
and/or timing of collection. In adults, the random effects
models showed no significant differences between small
and standard size particle ICS for change in FEV;
(-0.011 L, 95% CI: -0.037, 0.014; p = 0.394), or FEFy5_75¢
(-2.418, 95% CI: —6.400, 1.564; p = 0.234) (Figs. 2a and c).

Meta-regression analysis showed that the only treat-
ment effect modifier present for morning PEF was dose
level (high versus low); however, high dose versus
medium dose or high hose versus high-medium dose did
not show a statistically significant difference. This sug-
gested that it may not be appropriate to use either meta-
regression or meta-analysis with all of the data in the
final model. Instead, the morning PEF endpoint was ana-
lyzed as two separate subgroups (high/high-medium
doses and medium/low doses). The random effects
models showed no significant differences between small
and standard size particle ICS for change in morning
PEF (medium/low doses: -3.874 L/min, 95% CI
-10.915, 3.166; high/high-medium doses: 5.551 L/min,
95% CI: -1.948, 13.049) (Figs. 2bi and ii).

For each endpoint, the heterogeneity test showed that
there was no between-study variation, suggesting that
fixed effects models were also appropriate. The random
effects models, which provide a more conservative ap-
proach, were retained as primary models. Similar to the
random effects model, no significant differences were
observed for change in FEV; and morning PEF using a
fixed effects model (p = 0.394 and p = 0.097, respectively).
Even though the analysis of both data subgroups for the
morning PEF data led to the same conclusion, the results
for the mean differences between medium/low
(-4.223 L/min) and high/high-medium (5.551 L/min)
dose levels appeared to be in opposite directions
(Figs. 2bi and ii). Treatment differences in FEFy5_-5¢
were found to be significantly in favor of FP using a
fixed effects model (-2.853 L/min; 95% CI -5.579,
-0.127; p =0.040), though not in the random effects
model (-2.418, 95% CIL -6.400, 1.564; p=0.234)
(Fig. 2c). The heterogeneity test and I* (p-value = 0.174
and 1> =39.6%) showed no significant between-study-
variation. However, definitive conclusions could not be
drawn from these treatment differences due to the
small number of studies (N =4) evaluated, which also
explains the wider Cls for the results of the random ef-
fects model. In children, the small number of studies
with disparate endpoints and results did not allow for
meta-analysis.

Sensitivity analyses were performed for FEV), the
high/high-medium dose subgroup data for morning PEF,
and FEF,5_75¢, by excluding trials with crossover design
[23] or with multiple arms (only in the case of FEV;)
[25]. The results of the sensitivity analyses for FEV; and
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a) FEV, (L) change from baseline between treatments

Study N Comparator Mean difference (95% CI)
Aubier, 2001 198 BDP vs FP s 0.040  [-0.022, 0.102]
Papi, 2007 228 BDP-F vs FP/SAL —E-—'— 0.070  [-0.043, 0.183]
Bateman, 2008 528 CIC vs FP — -0.013  [-0.070, 0.044]
Boulet, 2007 472 CIC vs FP —IF’— -0.015  [-0.093, 0.063]
Buhl, 2006 529 CIC vs FP —:l— -0.010  [-0.086, 0.066]
Dahl, 2010 480 CIC vs FP —-—:-— -0.050  [-0.128, 0.028]
Lee, 2004 23 CIC vs FP —-—:— -0.040  [-0.144, 0.064]
Magnussen, 2007 529 CIC (160) vs FP —.—:-- -0.059  [-0.140, 0.022]
Magnussen, 2007 537 CIC (80)vs FP —|+— -0.025  [-0.106, 0.056]
Fixed effect model ! -0.011  [-0.037, 0.014]

Random effects model ;
Heterogeneity: I-squared=0%, tau—squared=0, p =0.5048 !

-0.011  [-0.037, 0.014]

-03-02-01 0 01 02 03
Favors standard particle Favors small particle

b) Morning PEF (L/min) change from baseline between treatments
i) Medium/low dose levels

Study N Comparator Mean difference (95% ClI)
Fairfax, 2001 172 BDP vs FP —= -11.500 [-26.480, 3.480]
Thongngarm, 2005 30 BDP vs FP —:-—-— 29.050 [-14.291,72.391]
Papi, 2007 228 BDP-F vs FP/SAL —|I-— -3.850 [-19.726, 12.026]
Boulet, 2007 472 CIC vs FP -:--— 4900 [-5.357,15.157]
Buhl, 2006 529 CIC vs FP - -3.000 [-12.977,6.977]
Dahl, 2010 480 CIC vs FP —-—: -11.500 [-20.712, -2.288]

1
Fixed effect model ! -4.223  [-9.205, 0.759]

Random effects model
Heterogeneity: I-squared=42.3%, tau-squared=30.58, p=0.1231

-3.874 [-10.915, 3.166]

|
!

—-60 40 -20 0 20 40 60 80
Favors standard particle Favors small particle

ii) High/high-medium dose levels

Study N Comparator Mean difference (95% Cl)
Aubier, 2001 198 BDP vs FP : 12.460 [-2.282, 27.202]
Bateman, 2008 528 CIC vs FP S — 5.300 [-7.048, 17.648]
Lee, 2004 23 CIC vs FP —-—:— 1.000 [-11.286, 13.286]

Fixed effect model
Random effects model
Heterogeneity: I-squared=0%, tau—squared=0, p = 0.5035

5.551 [-1.948, 13.049]
5.551 [-1.948, 13.049]

| "
| 1
0 10 20 30

-20 -10
Favors standard particle Favors small particle
C) FEF,,, ;s (% predicted) change from baseline between treatments
Study N Comparator Mean difference (95% ClI)
Thongngarm, 2005 30 BDP vs FP ——— -0.100  [-5.263, 5.063]
Tunon-de-Lara, 2007 25 BDP vs FP —:-—u— 15.300 [-5.352, 35.952]
Cohen, 2011 37 CIC vs FP 1 —4.200 [-7.931,-0.469]
Lee, 2004 23 CIC vs FP —-:-- -5.000 [-11.616, 1.616]
1
Fixed effect model ' -2.853 [-5.579, -0.127]
Random effects model -2.418 [-6.400, 1.564]

Heterogeneity: I-squared=39.6%, tau—squared=6.254, p=0.1743
-30 =20 <10 0 10 20 30 40
Favors standard particle Favors small particle

Fig. 2 (See legend on next page.)
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(See figure on previous page.)

Fig. 2 Pooled effects for efficacy endpoints with 95% Cl of eligible studies comparing small versus standard size particle ICS medications. Mean
difference in change from baseline between treatments for (a) FEV;, (b) morning PEF and (c) FEF;se 750, BDP, beclometasone dipropionate, BDP-F,
beclometasone dipropionate/formoterol fumarate; Cl, confidence interval; CIC, ciclesonide; FEF ;s 50, % predicted forced expiratory flow between 25%
and 75% of forced vital capacity; FEV;, forced expiratory volume in 1 s; FP, fluticasone propionate; FP/SAL, fluticasone propionate/salmeterol; PEF, peak

expiratory flow

the morning PEF were similar to the results of the final
model. However, the results of the sensitivity analysis for
FEF,5_754 (excluding Lee et al. [22]), were found to differ
from the final model. There was a statistically significant
treatment difference between standard size and small
size particles on FEF,5_7s5 in the final fixed effect model
(-2.853 L/min; 95% CI -5.579, -0.127; p =0.040) but
not in the sensitivity analysis (-2.414 L/min; 95% CI
-5.406, 0.578; p=0.114). These conflicting conclusions
may be due to small patient sample sizes.

Benefit-risk plots

The benefit-risk plots included effect estimates from all in-
dividual studies included in the analysis of each efficacy and
safety endpoint. For adult/adolescent patients (aged
>12 years), the effect on total asthma symptom score and

rescue medication use was only assessed for FP versus CIC.
No clinically meaningful differences were noted across the
five efficacy endpoints considered (FEV}, morning PEF, and
FEF»5_754, asthma symptoms and rescue medication use)
in both adults (Fig. 3) and children (Fig. 4).

No appreciable differences were noted for most safety
endpoints (AEs, local steroid effects, upper respiratory
tract infections, growth and bone metabolism, and adrenal
suppression) in both adults and children (Figs. 3 and 4);
most studies though were not designed to test treatment
differences for safety endpoints. Patients receiving FP ex-
perienced more local steroid effects at the upper airways
than those receiving CIC; this was likely due to the fact
that CIC is administered as a pro-drug which is only acti-
vated in the lower airways. The cortisol levels data were
variable, with no clear differentiation between treatments.
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Publication bias Based on the funnel plots and the test
of asymmetry (p-values ranging from 0.225-0.822)
(Fig. 5), the FEV;, morning PEF and PEF,5_754, data did
not exhibit asymmetry, which suggests that there is nei-
ther publication bias nor a systematic difference between
smaller and larger studies (‘small study effects’).

Discussion

Summary

In this meta-analysis of studies in adults and adoles-
cents, no significant differences were observed be-
tween standard size (FP and FP/SAL) and small size
(BDP, CIC and BDP-F) particles ICS for change in

FEV), morning PEF or FEF,5 ;54 using the random
effects model. Similarly, no significant differences
were observed between standard size and small size
particles ICS in the subgroup analysis according to
dose for morning PEF. However, it was observed that
the result of the medium/low dose analysis for morn-
ing PEF was slightly in favor of standard particles (i.e.
standard size particles ICS demonstrated better
efficacy) versus small particles while the converse was
true for high/high-medium dose analysis. This
observed difference in the subgroup analyses suggests
that dose level may be the effect modifier for morn-
ing PEF.
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FEF,5_754, was chosen as an efficacy endpoint as it is a
more sensitive indicator for disease in the small airways
than FEV; [9], and thus more likely to demonstrate vari-
ations in efficacy if the smaller particles were meeting
the small airways. However, there is ongoing debate as
to the role of FEV,5_75, values in assessing asthma con-
trol and phenotype-driven treatment [33, 34]. Although
there were no significant differences in FEF,5_5,, for dif-
ferent particle sizes using the random effect model
(mostly due to the small number of studies), a statisti-
cally significant difference in favor of standard particles

was seen when the fixed effects model was used because
the heterogeneity tests were not significant. However,
this statistical difference was not clinically significant.

In terms of specific treatment comparisons, little or no
differences in (FEV; and PEF) were reported for FP ver-
sus CIC, FP/SAL versus BDP-F, and FP versus BDP.
There were no significant differences in FEF,5_750, for FP
versus CIC; however, evidence of increased efficacy in
FEF,5_75¢ was demonstrated in one trial with FP versus
BDP [18] while the opposite was shown in another [16].
The results of this study also showed no significant
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differences in asthma symptoms and use of rescue medi-
cations between small and standard size ICS. However,
these results should be treated with caution as these pa-
rameters were only evaluated between FP and CIC and
not for FP versus BDP.

For the safety endpoints considered, no appreciable
differences were observed for most endpoints though it
should be noted that the majority of studies were not
designed to test treatment differences for safety end-
points. Adult/adolescent patients experienced more local
steroid effects with standard particles than small parti-
cles. The observation that the local steroid effects at the
upper airways favored small particles was likely due to
the fact that CIC is administered as a pro-drug which is
only activated in the lower airways. Overall, the cortisol
data were variable with no clear differentiations between
particle sizes.

Particle size, lung deposition, and clinical outcomes
Although there is a relationship between smaller particle
size and increased delivery to the distal lung [35, 36], the
current study demonstrated that increased deposition in
the distal lung does not appear to translate into im-
proved clinical outcomes for patients with asthma.
These results are unsurprising for a number of reasons,
not least because an increased proportion of the inhaled
dose is likely to deposit in the distal respiratory compart-
ment beyond the conducting airways. Based on current
understanding, the effect of using an aerosol with
smaller particle size or a ‘finer’ aerosol is both to
increase the dose reaching the lungs by reducing the
oropharyngeal deposition and to increase the proportion
of that dose depositing distally. While simplistically this
increased distal deposition might be considered to result
in increased deposition in the ‘small airways, it is im-
portant to recognize the increased deposition in fact
occurs in the respiratory compartment beyond the con-
ducting airways.

In considering the impact of ICS with different particle
sizes it is important to understand the factors influen-
cing the pattern of deposition of an aerosol in the com-
plex 3D structure formed by the conducting airways
(large and small) and pulmonary/alveolar compartments
of the lung. Current mathematical modeling methods
combined with 3D imaging suggest that the vast major-
ity of inhaled aerosol (>90%) inhaled during tidal breath-
ing is delivered to the pulmonary/alveolar compartment
beyond the conducting airways, and this will increase with
the modified inspiratory breath when using a pMDI (with
or without a holding chamber) [37, 38]. Hence for a given
dose administered to the conducting airways (large,
medium, and small), the dose delivered more distally will
be relatively greater with the ‘finer’ aerosol. With such a
small proportion of the aerosol depositing in the
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conducting airways it is unlikely that there will be a major
change in the concentration of aerosol at the epithelial
surface of the conducting airways. This is particularly true
of the small conducting airways which have a much
greater relative surface area than the more central airways.

Another point of consideration is the conjecture that ‘finer’
aerosols will penetrate more effectively in the face of airways
narrowing. However, any perceived advantage of finer aero-
sols in accessing the blocked/narrowed airways would be
transient in nature as it has been shown that the blockage is
resolved very rapidly in the vast majority of patients with
asthma when they commence ICS treatment [39].

Based on the results of this study and discussions
above, it is evident that the key issue should be the
evaluation of the ‘therapeutic index’ of different drug-
device combinations rather than a comparison of aerosol
particle sizes for controlling asthma. Unfortunately, there
is no robust method for assessing this. As previously men-
tioned, apart from particle size, drug deposition within the
lung is dependent on other factors such as inhaler device
and inhalation technique, which varies between patients
[36, 40, 41]. Thus, these factors make it impossible to
know what lung doses will be achieved when an individual
patient uses a particular drug-device combination, even
under controlled conditions [42]. Consequently current
guidelines advocate titration of ICS dosages against symp-
toms and spirometric data [2]. Using the lowest effective
dose ensures maximum efficacy and minimizes the risk of
side effects. The guidelines do not distinguish between
corticosteroids formulations and this approach is sup-
ported by this systematic review.

A number of observational studies and historical
matched cohort analyses have recently been published
comparing the outcomes and cost of treatment with small
versus standard size particle ICS in patients with asthma
[43-46]. In general, the studies found that asthma treat-
ment outcomes were similar or better with small size par-
ticle ICS (BDP) compared with standard size particle ICS
(FP). However, such studies are usually confounded by
variables that are not present in RCTs. For example, ob-
servational studies often rely on prescription data (which
does not necessarily translate to actual dosage taken) or
are not able to quantify past exposure of some drugs. Fur-
thermore, control for asthma severity in these studies was
often indirect via rescue medication and hospitalizations.
Another factor that might confound the results of these
studies is the lack of patient randomization.

Most of the individual clinical studies included in this
review may not have been powered to detect clinically
meaningful differences but statistically significant differ-
ences. This meta-analysis offered the opportunity to
increase the sample size and power to calculate pooled es-
timates for treatment differences. Despite this increased
power to detect statistical differences, the relevance and
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clinical meaningfulness of these results must be deter-
mined beyond the results showing statistical significance.

A potential limitation of literature reviews/meta-ana-
lyses pertains to publication bias. Searches of databases
such as PubMed or EMBASE yield long lists of studies
that have been published. Such searches are unlikely to
yield a representative sample because studies that show
a ‘positive’ result are more likely to be published than
those that do not. However, based on the funnel plots
and the test of asymmetry, the FEV;, morning PEF and
FEF,5_754, data did not exhibit asymmetry, which sug-
gests that publication bias is not likely to be a limiting
factor in this study.

Another potential limitation is that the present study
did not explore whether other parameters of inflammation
such as fractional exhaled nitric oxide [47] were differen-
tially affected by particle size. Similarly, endpoints such as
asthma exacerbations, which together with lung function
and asthma symptoms indicate sub-optimal asthma con-
trol [1], was also not assessed in the present study.

Conclusion

In summary, the results of this systematic review do not
support the suggestion that smaller size particle ICS are
intrinsically more ‘effective’ than larger standard size
particle ICS on the endpoints of lung function, asthma
symptoms and rescue medication use. Markers of in-
flammation and asthma exacerbation were not assessed
in this meta-analysis and so the ability of small particle
treatments to differentially affect these outcomes were
not possible to ascertain. No study to date has clearly
addressed the key issue of the relative therapeutic index of
the different drug-delivery combinations though there are
robust data that regular (>80% of doses) use of these treat-
ments at licenced doses is effective and well tolerated.
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