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ABSTRACT

Background

Inhaled beclomethasone dipropionate (BDP) has been, together with inhaled budesonide, the mainstay of anti-inflammatory therapy for
asthma for many years. A range of new prophylactic therapies for asthma is becoming available and BDP has been reformulated using a
hydrofluoroalkane-134a (HFA) propellant which is free from chlorofluorocarbon (CFC).

Objectives

The objectives of this review were to:

(1) Compare the efficacy of BDP with placebo with both CFC and HFA propellants in the treatment of chronic asthma.
(2) Explore the possibility that a dose response relationship exists for BDP in the treatment of chronic asthma.

(3) To provide the best estimate of the efficacy of BDP as a benchmark for evaluation of newer asthma therapies.

Search methods

Electronic searches were current as of January 2003.

Selection criteria

Randomised parallel group design trials for a minimum period of four weeks, in children and adults comparing CFC-BDP or HFA-BDP with
placebo in the treatment of chronic asthma. Two reviewers independently assessed articles for inclusion and methodological quality.

Data collection and analysis

One reviewer extracted data; authors were contacted to clarify missing information. We analysed data with RevMan Analyses 1.0.2.

Main results

60 studies recruiting 6542 participants met the inclusion criteria. CFC-BDP (57 studies): In non-oral steroid treated patients, at doses of
400mcg/day or less CFC-BDP produced significant improvements from baseline in a number of efficacy measures compared with placebo,
including forced expiratory volume in one second (FEV1) 360 ml (95% CI 260 to 460); FEV1 (% predicted) WMD 12.41% (95% CI 8.18 to 16.64)
and morning peak expiratory flow rate (am PEF) WMD 35.95 L/min (95% CI 27.85 to 44.04). BDP also led to reductions in rescue beta-2
agonist use compared with placebo of -2.32 puffs/d (95% ClI -2.55 to -2.09) and reduced the relative risk (RR) of trial withdrawal due to
an asthma exacerbation 0.25 (95% CI 0.12 to 0.51). Subgroup analyses based on treatment duration provide support to the proposal that
a treatment period of greater than four weeks is required to realise a fuller treatment effect. In oral steroid treated patients BDP led to
significantly greater reductionsin oral prednisolone use WMD -4.91 mg/d (95% CI -5.88 to -3.94 mg/d) and greater likelihood of withdrawing

Beclomethasone versus placebo for chronic asthma (Review) 1
Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


mailto:Nick.Adams@wash.nhs.uk
mailto:nadams2002@btinternet.com
https://doi.org/10.1002%2F14651858.CD002738.pub2

: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

oral steroid treatment RR 8.02 (95% Cl 3.23 to 19.92). HFA-BDP (3 studies): In non-oral steroid-treated patients, HFA-BDP was significantly
more effective than placebo in improving FEV1, morning and evening PEF, FEF25 to 75%, reduced asthma symptoms and beta2-agonists
daily consumption. Significant effects for such outcomes were apparent after six weeks of treatment. In oral steroid treated patients, HFA-
BDP improved significantly FEV1 and am PEF. The summary estimates for these outcomes suggested a high level of heterogeneity, and
divergent aims of the studies may contribute to the variation we observed. Limited data on adverse events were reported.

Authors' conclusions

This review has quantified the efficacy of CFC-BDP and HFA-BDP in the treatment of chronic asthma and strongly supports its use. Current
asthma guidelines recommend titration of dose to individual patient response, but the published data provide little support for dose
titration above 400 mcg/d in patients with mild to moderate asthma. There are insufficient data to draw any conclusions concerning dose-
response in people with severe asthma.

PLAIN LANGUAGE SUMMARY

Inhaled beclomethasone compared with placebo for chronic asthma

During an asthma attack, the airways narrow, causing breathing problems, wheezing and coughing. Inhaled corticosteroids (ICS) are used
to reduce swelling of the airways. Inhaled beclomethasone dipropionate (BDP) is commonly used. There is now a new formulation of the
drug which uses a new propellant (HFA-BDP). This review of trials found that BDP delivered with the old and new propellant is effective in
helping people with chronic asthma. BDP at all doses improves airflow, reduces symptoms and the need for rescue bronchodilators. The
review only included studies conducted for more than 4 weeks. The drug was well tolerated and the safety profile was comparable with
placebo. The findings apply to both children and adults. The effects of the new propellant suggest that it could be more effective than the
older version, although a different review will address that particular question.

Beclomethasone versus placebo for chronic asthma (Review) 2
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BACKGROUND

Inhaled corticosteroids (ICS) have been available for the treatment
of asthma for over 40 years, and are recommended at an early
stage in national and international management guidelines (BTS
2003). Greatest experience has been gained with beclomethasone
dipropionate (BDP) which has been available since the early 1970's.
Many controlled and uncontrolled studies assessing the clinical
effectiveness and safety of the drug have been conducted and
there is a consensus opinion that BDP has a favourable clinical
therapeutic index (i.e. effective with low risk of side effects) when
treating chronic asthma. A number of issues remain to be clarified
however. These include the extent to which the size of clinical
response is influenced by treatment dose, patient age, asthma
severity and treatment duration.

There has been a recent drive to produce aerosol consumables,
including pressurised metered dose inhalers (pMDIs) that are free
of chlorofluorocarbon (CFC) propellants. CFCs are being phased out
in all manufactured products because of environmental concerns.
Therefore BDP delivered via pMDI has been reformulated using a
hydrofluoroalkane-134a (HFA) propellant. In this formulation BDP
is delivered in a solution, rather than in suspension as is the case
with conventional CFC-BDP. HFA-BDP with its small particle size
allows a higher proportion of the drug to deposit in the lung small
airways. The changeover policy from CFC-BDP into HFA-BDP has
been established in many countries.

This review aims to synthesise the findings from studies that have
compared BDP, with it's two different propellants, HFA and CFC, to
placebo in the treatment of chronic asthma.

OBJECTIVES
The objectives of this review were to:

(1) Compare the efficacy of inhaled beclomethasone dipropionate
(CFC-BDP) with placebo in the treatment of chronic asthma.

(2) Compare the efficacy of inhaled beclomethasone dipropionate
(HFA-BDP) with placebo in the treatment of chronic asthma.

(3) Explore whether a dose response relationship exists for BDP in
the treatment of chronic asthma.

(4) Provide the best estimate of efficacy of BDP as a benchmark for
evaluation of newer asthma therapies.

METHODS

Criteria for considering studies for this review
Types of studies

Studies were selected for this review if they were randomised
double, single or unblinded controlled studies. We made an
amendment to the entry criteria for this review. One reviewer
felt that study design was an important factor in affecting the
validity of pooled effect estimates from individual studies. In view
of the uncertainty surrounding the influence of carryover effects
in studies of crossover design, whereby effect estimates may
be affected by an inadequate washout phase, we have retained
crossover studies previously included, but switched off pooled

totals. We restricted the inclusion of new studies to those with a
parallel group design.

Types of participants

We included studies recruiting children and adults. To be eligible
participants had to have a clinical diagnosis of chronic asthma. We
included trials in which the diagnosis was based upon physician
opinion only, as well as those in which further clinical, physiological
and/or immunological features in keeping with asthma were
stated as inclusion criteria. Only patients over the age of two
years were included. We included studies involving patients with
both asthma and chronic obstructive pulmonary disease (COPD)
provided that the data for asthmatic patients were available
separately. We considered studies conducted in a primary care,
hospital outpatient and institutional care setting.

Types of interventions

BDP delivered by mouth inhalation versus placebo. Any dose of
beclomethasone was considered, but nominal daily dose had to
be stated. Nominal daily dose is calculated as valve dose (UK,
Europe) or the actuator dose (USA) multiplied by the number of
actuations per day. In the initial version of the review treatment
needed to be for at least one week. Subsequent to the initial
version of this review, one reviewer felt that studies of too short
a duration would not provide accurate effect estimates. Findings
from a recent individual prospective controlled trial comparing
BDP at different doses were that the peak effect for a number of
outcome measures had plateaued after around six weeks (Busse
1999). For the update of this review, discussions between the
reviewers led to a compromise on excluding data from studies of
shorterthan 4 weeks duration. We would only prospectively include
studies that were of at least 4 weeks duration. However, we have
retained studies of less than four weeks previously 'included' in
the review, but we have removed the data that they contribute
from pooled analyses. Delivery could be by pressurised metered
doseinhaler (MDI) with or without holding chamber/spacer, breath-
actuated MDI or dry powder inhaler (DPI). Any co-intervention was
acceptable, including the use of oral corticosteroids. We excluded
studies concerned with treatment delivered by nebuliser. Since this
review was first published there has been considerable research
and development concerning CFC-free pMDI formulations. We have
opted not to pool studies in which different propellants were
used. For the purposes of continuity and to avoid potentially
heterogeneous findings, this review will consider HFA-BDP and
CFC-BDP separately when compared with placebo. Equivalence
between CFC and HFA preparations will not be considered in this
review.

Types of outcome measures

We considered all outcome measures. We assessed results reported
as both absolute values and change compared to baseline.
Outcomes of particular interest considered to be important a priori
were as follows:

Primary outcomes:

The Outcomes reflecting airway calibre were the main outcomes of
interest:

(1)-Forced expiratory volume in one second (FEV1).

(2)-Morning and evening diary card peak expiratory flow rate
(PEFR).

(3)-Diurnal variability in diary card PEFR, clinic PEFR

Beclomethasone versus placebo for chronic asthma (Review)
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Secondary outcomes:

(1) Symptoms: daytime and night-time symptom score, percentage
of symptom free days and nights

(2) Rescue bronchodilator use: puffs beta2 agonist/day, puffs beta2
agonist/night

(3) Bronchial hyper-responsiveness (BHR): methacholine challenge
(PC20 FEV1, PD20 FEV1); histamine challenge (PC20 FEV1, PD20
FEV1)

(4) Health-related quality of life

(5) Asthma exacerbations: hospital admission rates, days off work
or school, unscheduled doctor visits due to exacerbation.

(6) Safety outcomes: hypothalamo-pituitary-adrenal (HPA) axis
function reflected in serum and urinary cortisol measures

(7) Oropharyngeal side-effects: hoarseness, sore throat,
oropharyngeal Candidiasis

We did not consider measures of growth and bone turnover.

Search methods for identification of studies

Electronic searches

Stage 1
We initially searched the Cochrane Airways Group trial register

(March 1999). The following search terms were applied:

steroid* OR glucocorticoid* OR corticosteroid* OR beclomethasone
OR budesonide OR fluticasone OR triamcinolone OR flunisolide OR
Becotide OR Becloforte OR Pulmicort OR Flixotide

Weimported the electronic abstracts of citations resulting from this
search into a bibliographic database termed the Inhaled Steroid
Register (ISR). Two reviewers (NPA and JB) hand-searched this. We
removed duplicate publications.

Stage 2
We searched the ISR using the following terms:

beclomethasone OR Becotide OR Becloforte

Electronic abstracts were exported to a new database and termed
the Beclomethasone Register. Citations were initially excluded if it
was clear that the study:

(a) Was not concerned with treatment of chronic asthmain humans
(b) Was not an RCT
(c) Did not include a treatment arm with an inhaled corticosteroid

Where uncertainty existed, we retrieved the publication in full text
version.

Stage 3
Subsequent annual update searches were run on the Cochrane

Airways Group trial register using the search terms listed under
stage 1. Authors were approached when necessary for additional
data. These searches were current as of January 2004.

Searching other resources

We searched the bibliographies of all papers retrieved in full text
form and relevant narrative reviews for additional publications.
We handsearched the British Journal of Clinical Research and the
European Journal of Clinical Research, which are not electronically
indexed on MEDLINE or EMBASE, for relevant studies. We contacted
authors of included studies and asked if they were aware of further

studies missed by searching electronic sources. We also contacted
the UK headquarters of Glaxo Wellcome manufacturers of Becotide
and Becloforte to find details of studies sponsored by them which
may have been missed. Finally, we searched the proceedings of
meetings of the European Respiratory Society (1997 to 1999),
British Thoracic Society (1997/1998) and American Thoracic Society
(1997 to 1999) for relevant trials.

Data collection and analysis
Selection of studies

The decision to exclude studies prior to full paper retrieval
was made by one author (NPA). The full text papers retrieved
were reviewed independently by two authors (NPA and JB).
Disagreement as to which papers to include was resolved by
consensus. The reviewers who were blinded to the authors
names, institution and funding sources, independently assessed
the methodological quality of each study. Abstracts from the
new search were read and selected for retrieval by the reviewers
independently. Trials thought to be eligible for inclusion were
retrieved and any disagreements were resolved by discussion in
order to arrive at the final list of included studies.

Data extraction and management

One reviewer (NPA) extracted data for each outcome from the
published results of included trials. In the case of continuous
outcomes such as spirometry:

(1) Where outcomes were evaluated at a number of time points, we
only used data from the last time point.

(2) We extracted data from graphical plots when presented in this
form; attempt was made to verify such data by contacting authors.
(3) If an intention-to-treat analysis (ITT) was not used by the
investigators, and it was not explicit in the presentation of results
how many subjects (N) were in each group at the time of last
evaluation of that outcome, we calculated the appropriate N value
for each intervention group by subtracting the number of patients
who withdrew in each intervention group from those randomised
to each intervention group.

It should be noted that in the graphical displays of this review
continuous outcome data such as spirometry and PEFR are
displayed using negative figures because the sign convention built
into the software interprets smaller numbers as favourable (as is
usually the case for dichotomous outcomes such as withdrawal
rates). This ensures that results favouring BDP are consistently
displayed to the left of the vertical line on the graphical meta-
analysis display.

We contacted authors (by mail, fax and/or electronic mail) on
at least two occasions to clarify details of randomisation and/
or request missing outcome data. An attempt was made to send
requests to correct current addresses by searching MEDLINE,
EMBASE and hospital World Wide Web (WWW) sites for up-to-date
contact details. We approached Glaxo Wellcome for data for those
trials in which the contact authors did not initially reply or when
authors suggested doing so and which had been sponsored by the
company.

Data for outcomes reported but which could not be included in the
meta-analysis have been listed in Table 1.
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Assessment of asthma severity is a problematic area. The biological
mechanisms of disease are incompletely understood and no
molecular or genetic markers of disease severity have been
identified. At the current time, severity can only be defined in
terms of either (a) the frequency of symptoms, exacerbations and/
or the degree of reduction in airway calibre, or (b) the amount
of medication required to maintain a given level of control.
For the purposes of this review we had originally planned to
classify studies according to baseline FEV1 (% predicted) alone.
However, we found this measurement was reported inconsistently.
An attempt was therefore made to classify asthma severity using
current criteria (GINA 1995; NHLBI 1997). This classification of
severity is based upon FEV1 (% predicted), frequency of symptoms
and exacerbations and diurnal PEFR variability. Four grades of
severity are defined: severe, moderate, mild persistent and mild
intermittent. However, this classification only applies to untreated
patients. The guidelines also recommend a range of daily doses of
ICS for disease at each severity grade. For example, BUD 200 to 400
mcg/d for mild persistent disease, 400 to 600 mcg/d for moderate
disease, > 600 mcg/d for severe disease in adult patients. Therefore
in the case of studies in which patients were using an ICS at the
time of enrolment, we attempted to classify severity according to
baseline ICS use using these ranges.

Assessment of risk of bias in included studies

The trials were scored using the Cochrane approach:
Grade A: adequate allocation concealment

Grade B: unclear allocation concealment

Grade C: clearly inadequate concealment

We also assessed the studies using a five point scoring instrument
(Jadad 1996):

(a) Was the study described as randomised? (yes =1 no =0)

(b) Was the study described as double blind? (yes =1 no=0)

(c) Was there a description of withdrawals and dropouts? (yes = 1
no=0)

(d) Was the method of randomisation well described and
appropriate? (yes=1no=0)

(e) Was the method of double blinding well described and
appropriate? (yes=1no=0)

(f) Deduct 1 point if method of randomisation or blinding
inappropriate

We measured inter-rater agreement using the kappa statistic.
Disagreement was resolved by consensus.

Measures of treatment effect

For each outcome for continuous data the mean, the standard
deviation, and the number of the patients were required for each
assessment. For binary data, such as clinical improvement or no
clinical improvement, the relative risk was used to express the
treatment effect. For this type of data the numberin each group and
the numbers experiencing the outcome were sought. Where the
mean and standard deviation were not reported for each treatment
group they were extracted if available. Data prior the randomisation
phase were not used to assess safety or efficacy.

Data synthesis

We calculated a weighted treatment effect across trials using
the Cochrane statistical package RevMan Analyses 4.2.6. For
continuous outcomes, we calculated a weighted mean difference

(WMD) or standardised mean difference (SMD) as appropriate. For
binary/dichotomous outcomes, we calculated a relative risk (RR).
We assessed heterogeneity with the I-square statistic as described
in Higgins 2003. We used a fixed effect model when homogenous
treatment effects were present (I square 0%). We applied a Random
Effects model when heterogeneity was present (I square >0%),
but we have reported the results of Random Effects modelling
where this has resulted in a significant pooled effect estimate
becoming non-significant, or where | square is greater than 25%.
We expressed pooled treatments effects with 95% confidence
intervals (95% Cl).

A number of a priori conditions were established regarding the
comparisons made:

(1) Studies were distinguished as those in which patients were (a)
not treated with regular oral steroids (OCS), (b) dependent upon
regular OCS prior to study. It was recognised a priori that trials
assessing the efficacy of ICS in OCS dependent patients may have
an 'oral steroid down-titration' design. In other words they may use
reduction in OCS use as an outcome measure, whilst attempting to
maintain asthma control. On the other hand studies recruiting non-
OCS treated asthmatics are more likely to have a design aimed at
detecting improvements in asthma control. It was inappropriate to
combine trials with these different designs and objectives.

(2) It was anticipated that measures of bronchial hyper-
responsiveness (PD20 FEV;, PC20 FEV;) would often be reported
as geometric means. Presentation of results in this way indicates
that data has been logarithmically transformed prior to analysis
by investigators to take account of a skewed distribution. Data for
such outcomes was only pooled across studies where the mean and
standard deviation of logged values (from which geometric means
are derived) could be calculated.

(3) Data from studies that employed pMDI using a CFC propellant
were not pooled with those using an HFA propellant. The similarity
or otherwise of effects between these two preparations has not
been sufficiently established, and there is some evidence from a
large prospective study that a dose of 400mcg/d of HFA-BDP may
be equivalent to 800mcg/d of CFC-BDP (Gross 1999). Although the
dose response may be more pronounced at lower doses of HFA-BDP
than at equivalentincrementsin CFC, we have opted to pool studies
assessing the effects of HFA-BDP in the same categories, performing
subgroup analyses where possible. This review is not primarily
concerned with dose response, except as a possible explanation of
heterogeneity, as we are focusing on efficacy in the first instance.

Sensitivity analysis

We performed sensitivity analyses on the basis of methodological
quality. Results were re-analysed using studies of only the highest
quality scores (Jadad 3 to 5). We undertook subgroup analyses
based upon patient age, BDP dose, delivery device, study duration
and asthma severity where appropriate.

RESULTS
Description of studies

Results of the search

SEARCH - March 1999

Beclomethasone versus placebo for chronic asthma (Review)
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Stage 1 electronic search (ISR): 6494 citations retrieved, 2162
original citations

Stage 2 electronic search (BDP Register): 1149 citations retrieved:
379 not RCT; 190 not chronic asthma in humans; 177 no ICS
treatment arm; 113 no placebo group comparison (other comp,
not review); 290 papers retrieved in full text form; 94 not RCT;
126 no placebo arm; 3 infants; 2 treatment period of less than 1
week; 2 nebuliser delivery device; 4 other reasons (see Excluded
study characteristics); 8 awaiting translation; 51 included studies.
Additional sources: one study was excluded as a result of contact
with authors (Turner 1998).

Agreement between the two independent assessments of study
quality were as follows: Randomisation: kappa = 1; Double-
blind: kappa = 0.9; Withdrawals/dropouts: kappa = 0.3; Method of
randomisation: kappa = 0.3; Method of blinding: kappa = 0.4. Any
disagreement we had was resolved by consensus.

UPDATE - January 2003

Eight studies met the inclusion criteria. Five studies (Gross 1999;
Hampel 2000; Hoshino 2001; Laviolette 1999; Malmstrom 1999),
assessed the efficacy of CFC-BDP, and three studies(Gross 1999;
Hampel 2000; Nayak 2002) assessed the efficacy of HFA-BDP. All
studies specified race, duration of asthma diagnosis and number
of randomised participants. They all used broadly similar inclusion
and exclusion criteria, according to smoking, comorbid medical
conditions and concomitant medications. Some studies reported
previous use of inhaled corticosteroids but the doses and types
were not specified in all of the trials.

The language of publication of the great majority of studies was
English; one study (Fournier 1990) was translated from French. No
studies were excluded on the basis of language.

Seven additional publications require translation and are awaiting
assessment. One study (Shen 1991) appears from the English
language abstract to be a randomised controlled trial. Two trials
(Kudo 1995; Rozniecki 1988) are placebo controlled trials, but it
is unclear from the English language abstracts whether subjects
were randomised to intervention groups. Four further studies
(Boszormeny-Nagy 1980; Chonabayashi 1986; lwata 1995; Muittari
1974) were retrieved by the search. Titles of these articles suggest
that they may be relevant to this review, but no English language
abstract was available.

Included studies

POPULATIONS

The studies came from all around the world including the USA,
Canada, UK, central Europe, Japan, New Zealand and Australia.
Eleven studies were multi centre trials (Berkowitz 1998; Bronsky
1998; Simons 1997; Matthys 1998; Lacronique 1991; Salmeron 1989;
Gross 1999; Hampel 2000; Malmstrom 1999; Nathan 2001; Nayak
2002). The great majority of studies were carried out in a secondary
care, recruiting participants from hospital outpatient clinics.

Five studies were conducted in children, 33 in adult participants.
Eight studies (Bergmann 1990; Radha 1975; Riordan 1974; Vogt
1976), recruited participants from a wider age group including
children, adolescents and adults. In two studies (Cameron 1973;
Hodson 1974), the age range of participants recruited was not
stated, however it is likely that only adult participants were
recruited to these trials given the institutions to which the

investigators were affiliated. These studies have been classified as
'adult’ for the purposes of subgroup analysis.

One study recruited participants with asthma caused by
exposure to specific occupational allergens (Maestrelli 1993); one
study (Vatrella 1996) recruited participants with asthma caused
specifically by seasonal exposure to allergen.

One study (Kerstjens 1994) recruited participants with both
chronic obstructive airways disease and asthma. However data
concerning the asthmatic participants alone were obtained from
the investigators.

ORAL STEROID TREATMENT

In fifteen studies (BTTA 1976; Brompton/MRC 1974; Cameron 1973;
Davies 1977; Harvey 1976; Hodson 1974; Kerigan 1977; Lacronique
1991; Webb 1977, Hampel 2000; Hoshino 2001; Laviolette 1999;
Malmstrom 1999; Nathan 2001; Nayak 2002) the dependence on
treatment with regular oral prednisolone for asthma control was
an inclusion criterion. In three studies a proportion of enrolled
participants were receiving oral steroid treatment but this was
not an inclusion criterion. No attempt was made to reduce daily
prednisolone dose in these studies. In one study (Kerrebijn 1976) a
proportion of participants were receiving oral steroids at enrolment
and attempt was made to withdraw oral prednisolone in these
participants.

Treatment with oral corticosteroids at the time of enrolment was
an exclusion criterion for all included studies except Gross 1999.
In this study a seven to 12 day course of oral steroid treatment
(prednisolone 30 mg/d) was followed during the run in period and
prior to randomisation. In one study (Malmstrom 1999) oral steroids
were permitted for asthma exacerbation episodes but patients who
suffered from more than two episodes were withdrawn. In contrast,
maintenance treatment with an inhaled corticosteroid prior to the
screening visit was an entry criterion in four trials (Bernstein 1999;
Laviolette 1999; Nathan 2001; Gross 1999). In two studies (Bernstein
1999; Nathan 2001) patients must have been on a stable daily dose
of inhaled corticosterioid prior the run-in period for two and four
weeks respectively.

DIAGNOSIS OF ASTHMA

In 16 studies (28%) there was no clear indication of the criteria
upon which a diagnosis of asthma was made and appears to have
been at the discretion of the investigator. All except one of these
(Katsunuma 1993) were published in or prior to 1976. In seven
studies a diagnosis of asthma was made of the basis of American
Thoracic Society criteria, either by 1962 standards (Boner 1991;
Fanelli 1993; Salmeron 1989) or 1987 standards (Kerstjens 1994;
Lacronique 1991; Laviolette 1994; Hoshino 1998, Hoshino 2001).
In two studies, (Matthys 1998, Hampel 2000) diagnosis was made
on the basis of current GINA standards. In 14 studies, diagnosis
was supported by either demonstrable variability of FEV1 or PEFR
over time, or reversibility following inhalation of beta2 agonist.
In five studies, diagnosis was supported by the demonstration of
bronchial hyper-responsiveness to histamine (Trigg 1994; Wang
1994, Wiebicke 1990), methacholine (Fahy 1998; Wiebicke 1990)
or propranolol (Carpentiere 1990). In three studies the diagnosis
was supported by intermittent symptoms of wheeze and/or cough
and breathlessness with bronchial hyper-responsiveness (BHR) to
methacholine (Bel 1990) or histamine (Chan 1993; Pennings 1997).
In one study a diagnosis of seasonal asthma was made on the
basis of positive skin prick tests for Parietaria with a recognised
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seasonal increase in asthma symptoms (Vatrella 1996). In two
studies a diagnosis of occupational asthma was made on the
basis of hyper-responsiveness to occupational allergens (De Marzo
1988; Maestrelli 1993). Skin-prick test was performed in two papers
(Hoshino 2001; Nathan 2001), and tested different allergens.

SEVERITY OF ASTHMA: STUDIES RECRUITING NON-OCS TREATED
PATIENTS

(1)MILD

In six studies, investigators stated that the severity of asthma was
mild. A baseline FEV1 > 60 % predicted was an inclusion criterion
in two studies (Wang 1994; Trigg 1994); FEV1 > 80% in one study
(Vatrella 1996); > 90% one study (Pennings 1997). No information
was given regarding the baseline frequency of asthma symptoms in
these studies.

In a further three studies the authors did not give an opinion as
to the severity of disease in the participants recruited, or provide
information on the frequency of asthma symptoms in subjects at
enrolment. However, baseline FEV1 was > 70 % predicted (Boner
1991), > 75% (Maestrelli 1993; Vatrella 1996). In one study (Fanelli
1993) subjects were enrolled who had baseline FEV1 > 90 (%
predicted) and who were asymptomatic.

In all of these studies participants were not receiving a regular
inhaled steroid at the time of enrolment.

(2) MILD TO MODERATE

In nine studies, investigators classed the severity of asthma of
enrolled participants as mild to moderate. In one study (Simons
1997) an inclusion criterion was a baseline FEV1 > 70 (% predicted).
In the remaining eight studies (Berkowitz 1998; Bronsky 1998; Fahy
1998; Hoshino 1998, Malmstrom 1999; Laviolette 1999; Bernstein
1999; Hampel 2000), participants were recruited with baseline FEV1
of between 50 and 90 (% predicted). In one further study (Bel 1990),
investigators did not give an opinion as to the severity of disease,
however the range of baseline FEV1 was 54 to 123 (% predicted)
suggests participants in this trial had mild to moderate asthma.

Requirement for BDP 336 mcg/d for asthma control was an
inclusion criterion for two studies (Berkowitz 1998; Bronsky 1998).
In all other studies participants were not receiving a regular inhaled
steroid at the time of enrolment.

(3) MODERATELY SEVERE

In five studies, asthma severity was classed as moderate by the
investigators. In Nathan 1997, baseline FEV1 was between 50 and
80 (% predicted). In the study by Matthys 1998, participants fulfilled
the criteria for moderate severity asthma according to the GINA
1995 criteria. In Salmeron 1989, the mean FEV1 of participants at
baseline was 50 (% predicted), and it was stated that symptoms
were poorly controlled at baseline. In two studies (Gaddie 1973,
Messerli 1975), there was no indication of baseline spirometry or
frequency of symptoms.

In Nathan 1997 participants were receiving a regular inhaled steroid
at the time of enrolment.

In two studies (Nathan 2001; Nayak 2002), investigators ranked
the severity of asthma as moderate. In Nathan 2001, the baseline
FEV1 value was between 60 and 90 (% predicted). The mean value
recorded for baseline FEV1 in Nayak 2002 was 71.70 (% predicted).

(4) MODERATE TO SEVERE

In Vogt 1976, investigators considered participants to have

moderate to severe asthma. Baseline FEV1 ranged from 20 to
80 (% predicted). No indication was given as to frequency of
asthma symptoms. In Radha 1975, the investigators did not give
an opinion as to the severity asthma of participants in the trial,
however baseline FEV1 ranged from 35 to 75 (% predicted). In Gross
1999, the global Initiative for asthma classification was used, and
participants with at least moderate severity asthma were enrolled.

(5) SEVERE

In one study (Klein 1977), the investigators considered their

patients to have severe asthma, but no information was given
as to baseline spirometry or symptom frequency. In one study
(Lovera 1975) the investigators considered their patients to have
asthma severe enough to warrant consideration of treatment with
oral steroids but again no information was given as to baseline
spirometry or symptom frequency

(6) MILD TO SEVERE

In two studies (Bergmann 1990; Kerstjens 1994), participants were
recruited with a spectrum of disease severity, from mild to severe.
Baseline FEV1 ranged between 10 and 120 (% predicted).

(7) NO CLEAR INDICATION OF SEVERITY

In three studies (Bennati 1989; Fournier 1990; Kraemer 1987)
the investigators did not give an opinion as to the severity of
asthma of participants. No description of baseline spirometry or the
frequency of asthma symptoms was given.

INTERVENTIONS

DAILY DOSE OF CFC-BDP

32 studies assessed the effects of a daily nominal dose of BDP of 400
mcg or less versus placebo. Nine studies (21%) assessed the effects
of 500 to 800 mcg/d of BDP, whilst 16 (28%) assessed the effects
of 1000 mcg/d or greater. Four studies (Brompton/MRC 1974; BTTA
1976; Kerrebijn 1976; Nathan 1997) included a comparison of two or
more doses of beclomethasone to placebo within the same study.

Seven studies (Bel 1990; Kraemer 1987; Simons 1997, Bernstein
1999, Gross 1999, Laviolette 1999; Malmstrom 1999), included a
treatment arm of nedocromil, sodium cromoglycate, salmeterol,
montelukast, theophylline, mometasone furate and HFA-BDP
respectively. These treatment arms were not considered in this
review

Three studies included a group of participants treated with
additional inhaled corticosteroid. Two studies (Berkowitz 1998;
Bronsky 1998) included a triamcinolone acetonide treated group
and one (BTTA 1976) included a group treated with betamethasone
valerate. These interventions have not been evaluated in this
review.

DAILY DOSE OF HFA-BDP

Three studies (Gross 1999; Hampel 2000; Nayak 2002), evaluated
the effect of HFA-BDP versus placebo. In Hampel 2000, two different
doses of BDP-HFA (100 mcg/day, 200 mcg/day) were compared
to placebo. In Nayak 2002, a daily dose of 80 mcg/day and 160/
day mcg versus placebo were tested in asthmatic children. The
comparable efficacy of 400 HFA-BDP mcg/day and 800 mcg/day
BDP-CFC was assessed in one study and compared to placebo
(Gross 1999). The two propellants were not compared directly in
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this review, but will be the subject of a separate review (Malouf
2004).

DELIVERY DEVICE

33 studies used a pMDI to deliver study medication. Two studies
used a MDI with spacer device. In two studies the Diskhaler (Simons
1997) and the Rotahaler (Kraemer 1987) were used. Aerochamber
Spacer device was used in one study, (Malmstrom 1999). In a single
study, (Nayak 2002) undertaken in children the Autohaler breath-
actuated device was employed. Beclomethasone and placebo was
delivered using the same device in all conducted studies except in
(Nathan 2001), where DPI was used to deliver placebo.

LENGTH OF INTERVENTION PERIOD

Four studies used a treatment period of four weeks. 30 studies had
a treatment period between one to six months. Six studies had a
treatment period of six months or longer. Two studies (BTTA 1976;
Cameron 1973) used an intervention period of variable length.

OUTCOMES ASSESSED

A large number of outcome measures were reported, often using
different metrics of measurement. All outcomes were considered
except the following:

(1) A number of studies included outcomes related directly to the
biological basis of airway inflammation in asthma. These included
inflammatory cell profiles in bronchial epithelium (Hoshino 1998;
Wang 1994), bronchoalveolar lavage fluid (Trigg 1994) and induced
sputum (Fahy 1998). The expression of pro-inflammatory cytokines
in bronchoalveolar lavage fluid (Trigg 1994) and bronchial wall
epithelium (Hoshino 1998; Wang 1994) has also been assessed.
In Hoshino 2001 changes in airway mucosal vascularity were
estimated. These outcomes involve invasive or semi-invasive
tissue/fluid sampling and are not generally regarded as useful
outcome measures to assess the clinical efficacy of ICS in asthma.
These outcomes have not been considered in this review.

(2) A number of studies examined detailed lung mechanics in
response to bronchial inhalation challenge. One study (Fanelli
1993) assessed minute ventilation, tidal volume, respiratory
frequency, inspiratory and expiratory time and mean inspiratory
flow rates following inhaled histamine challenge. A further study
(Pennings 1997) assessed the change in various parameters related
to airway impedance and reactance following isocapnic cold air
bronchial challenge measured by a forced oscillation technique.
At the current time these outcome measures are not widely used,
and because of the uncertainty as to their value in guiding clinical
practice they have not been included in this review.

All other efficacy and safety outcomes were considered. A
significant amount of outcome data could not be included in
the meta-analysis, usually because standard deviation values for
means were not reported. This is listed in Table 1.

Risk of bias in included studies

All studies were randomised and placebo controlled design, and all
were double blind with the exception of three single-blind studies
(Bergmann 1990; Fanelli 1993; Gross 1999). The overall quality of
studies was high as assessed by the Jadad method, two studies
achieved a score of five (Bennati 1989; Pennings 1997). 13 studies
achieved a score of four, 21 achieved a score of three. Only 4
had a Jadad score of two or less. Of the 60 included studies 21

described adequate allocation concealment, i.e. Cochrane score
A (Davies 1977; Hodson 1974; Holst 1974; Martin 1974; Messerli
1975; De Marzo 1988; Hoshino 1998; Kerstjens 1994; Kraemer 1987;
Chan 1993; Maestrelli 1993; Laviolette 1994; Pennings 1997; Simons
1997; Turner 1998; Nathan 2001; Bernstein 1999; Malmstrom 1999;
Laviolette 1999; Hampel 2000; Nayak 2002). In 39 studies allocation
concealment was unclear.

Effects of interventions

Results from the meta-analysis are reported by outcome. All
comparisons concern BDP versus placebo.

This complex review required a structured approach to reporting
the results, therefore a hierarchy of result reporting was
established:

A) Study medication: CFC-BDP or HFA-BDP

) Background therapy: with or without oral corticosteroids (OCS)
) Outcome measurement unit: FEV1, PEFR etc.
) Unit of measurement: i.e. absolute, % predicted or change
compared to baseline

(
(B
(C
(D

Within each component subgroup analysis by age group, BDP
daily dose, asthma severity, delivery device, length of intervention
period and study quality are reported, where the data permit. This
was structured in the following way:

(a) Comparisons 1 to 3 consider each outcome according to CFC-
BDP dose (400 mcg/d or less, 500 to 800 mcg/d, 1000 mcg/d or
greater). The results for these comparisons are discussed in the text
of the results first for each outcome.

(b) Comparisons 12 to 14 consider each outcome according to HFA-
BDP dose (100 mcg/day or less, 160-200 mcg/day and 400 mcg/
day).

(c) Studies were pooled, irrespective of CFC-BDP or HFA-BDP
dose. This allowed an overall effect size to be calculated for each
outcome. It also permitted an exploration of whether the effect size
varied in a consistent manner according to dose. Because studies
were divided into subgroups according to daily dose, it allowed
an impression to be gained of any dose response relationship by
comparing the 95% confidence intervals around the mean effect
size for each dose subgroup. These results are also discussed in the
text.

(d) The findings of subgroup analyses based on delivery device,
study duration and asthma severity are reported (Comparisons 4 to
7).

Comparisons of CFC-BDP and HFA-BDP versus placebo were
analysed separately. They were also stratified on the basis of
duration: i) data at four weeks and ii) data at greater than four
weeks depending on the duration of follow-up in the studies. In
all outcomes the overall estimate from a Fixed Effect model was
presented and a test for heterogeneity using a standard chi-square
was performed. Where there was evidence of heterogeneity of
treatment effect between trials Random Effects (RE) modelling was
applied and we report differences between the two models.

ASTHMATICS NOT TREATED WITH ORAL CORTICOSTEROIDS
ocCs

Beclomethasone versus placebo for chronic asthma (Review)

Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

(1) SPIROMETRY

(a) FEV1 and FEV1 (Litres and % predicted combined):

Eleven studies assessed three dose levels in adults (400 mcg/d or
less, 500 to 800 mcg/d and 1000 mcg/d or greater). Two studies
recruited adults and children (Radha 1975; Vogt 1976). There was
a significant difference in FEV1 (expressed either as litres or %
predicted) compared with placebo. The mean effect size for each of
the three doses were:

« 400 mcg/d or less: SMD 0.38 (95%Cl 0.63 to 0.14), 4 studies. This
translates to a difference of around 0.3L

« 500 to 800 mcg/d SMD 0.62 (95% Cl 0.32 to 0.93), 4 studies. This
translates to a difference of around 0.5L

« 1000 mcg/d or greater SMD 0.33 (95% Cl 0.02 to 0.64), 5 studies.
This translates to a difference of around 0.2L

No significant heterogeneity was found for any of these
comparisons. A sensitivity analysis based on methodological
quality was undertaken. Two studies with Jadad scores of two were
excluded from the analyses (Fanelli 1993; Radha 1975), however
this did not significantly alter the direction or size of effect.

(b) FEV1 (Litres/min):

Data from six studies were available (Fahy 1998; Bronsky 1998;
Vogt 1976; Gross 1999; Pennings 1997; Salmeron 1989). Within each
steroid dose range, there was a significant effect in favour of CFC-
BDP compared with placebo (<400: 0.34 litres (95% C1 0.11 to 0.56);
5-800: 0.33 (95% Cl 0.14 to 0.52); greater than 800: 0.48 (95% Cl 0.15
to 0.82)). When pooled across these doses, there was a significant
effect in favour of BDP of 0.36 litres (95% CI 0.22 to 0.49). No
significant heterogeneity was observed within each dose group, or
across the six studies when they were pooled.

(c) Change in FEV1 (Litres):

There was a significant difference in change from baseline in favour
of BDP of 0.36 litres (95% CI 0.20 to 0.53 litres). The 95% confidence
intervals for each dose subgroup overlapped widely and there was
no significant difference between the results from trials of more or
less than 4 weeks duration. Additional subgroup analyses based on
delivery device and asthma severity did not identify any particular
group of studies showing a greater benefit.

(d) FEV1 (% predicted):

There was no significant difference between BDP and placebo:
WMD: 5.36% (95% CI -0.88 to 11.60%). There was significant
heterogeneity between studies (I square 61.3%). A sensitivity
analysis based on methodological quality resulted in the removal
of one low quality study (Fanelli 1993) but did not reduce the
heterogeneity. The subgroup analysis based upon asthma severity
resulted in the exclusion of Kerstjens 1994, because participants
with a very wide range of asthma severity from mild to severe
were recruited. Although heterogeneity resolved completely, the
effect remained non-significant (WMD 1.88% (95% CI -2.11 to
5.8%)). It would appear that the Kerstjens 1994study contributes
significantly to the overall treatment effect (which disappears when
we removed the study) but also to the level heterogeneity, although
the reasons for this are not clear.

(e) Change in FEV1 (%):

Two studies (Malmstrom 1999; Laviolette 1999), reported the
changes in FEV1% from baseline. The difference in FEV1% between
active treatment groups and placebo was significant (WMD 12.41%

(95%Cl 8.18 to 16.64)). A small study (Trigg 1994), (25 participants)
assessing BDP 1000 mcg/d versus placebo did not show any
difference between treatment groups.

(f) FVC (Litres)

Two studies (Radha 1975; Vogt 1976), assessing BDP 400 and
800 mcg/d versus placebo, respectively. No significant difference
between treatment groups was apparent. Radha 1975, comprised
only 28 participants and was of weak methodological quality
(Jadad score 2). One low quality (Jadad score 2) study (Fanelli
1993) evaluating BDP 2000 mcg/d versus placebo reported FVC, no
significant difference between treatment groups was apparent.

Asingle study (Nathan 2001) reported changes in FVC compared to
baseline. There was a significant improvement in favour of BDP 400
mcg/d compared with PLA (CFC-BDP 0.17, SD 0.45 compared with
placebo -0.22 SD 0.45).

(g) Expiratory flow at low lung volume (FEF 25% to 75% of FEV1)
Two studies (Fahy 1998, Vogt 1976), assessed FEF 25% to 75% of
FEV1. There was a significant effectimprovement in this measure in
favour of BDP at doses of 400 and 800 mcg/d versus placebo, WMD
0.93 L/second (95% Cl 0.58 to 1.28). A subgroup analysis based on
treatment duration did not reveal any differences between groups.
It is noteworthy that these two studies had treatment periods of
four weeks only.

(h) Change in FEF 25% to 75% FEV1 compared with baseline
One study which assessed BDP at a daily dose of 400mcg (Nathan
2001) reported change in FEF 25-75% FEV1 from baseline. A
significant effect was seen in favour of BDP over placebo (0.08, SD
0.60 compared with -0.22, SD 0.60) L/second.

(2) Peak expiratory flow (PEF)

(a) Morning PEF (L/MIN)

Two studies undertaken in adults, presented data for home diary
card recorded morning PEFR in a form suitable for meta-analysis
(Fahy 1998; Kerstjens 1994). No significant treatment advantage of
BDP over placebo was demonstrated for individual doses. When
studies were pooled across dose and duration, no significant
overall effect in favour of BDP was evident.

(b) Change in morning PEF compared with baseline (L/MIN)
Four studies (Gross 1999; Matthys 1998; Malmstrom 1999; Nathan
2001), provided data for the change in PEFR compared with
baseline. A pooled estimate was derived for two dose categories
(<400mcg/d and 500-800mcg/d). When data from these two dose
categories were pooled there was a significant effect in favour of
CFC-BDP of 39.05 L/min (95% CI 31.95 to 46.15). There was a very
low level of heterogeneity (Chi2 3.5, df: 3; 12 14%).

(c) Evening PEF (L/min)

Two studies (Kerstjens 1994; Malmstrom 1999), presented diary
card evening PEFR data in a form suitable for analysis. Both
assessed adult subjects. Kerstjens 1994, compared BDP 800 mcg/
d versus placebo, no difference between treatment groups was
found. Malmstrom 1999, reported the changes of evening PEFR
from baseline. This study tested the efficacy of BDP 400 mcg/
day versus placebo. The data presented a significant benefit of
BDP over placebo, (32.10 L/min, SD 63.45 compared with 0.30 L/
min SD 62.52). Subgroup analyses based upon delivery device,
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study duration and asthma severity were undertaken for diary card
morning and evening PEFR but did not identify any groups who
appeared to preferentially benefit from treatment with BDP.

(c) PEF: other measures

One study (Hoshino 1998) reported diary card daily average PEFR.
No difference between BDP 800 mcg/d and placebo treatment
groups was seen. However, this study did demonstrate a significant
effect in favour of BDP for diurnal variability in PEFR, mean
difference 11% (95% CI 5 to 18%)).

(2) RESCUE BETA2 AGONIST USE

(a) Absolute rescue beta2 agonist use

Daily rescue beta2 agonist use was reported with data suitable for
analysis in three studies, all of which were in adults (Hoshino 1998;
Matthys 1998; Vatrella 1996). There was significantly lower beta2
agonist use for low dose BDP compared to placebo: WMD 0.9 puffs/
d (95% CI 0.4 to 1.2). One study assessed BDP 800 mcg/d versus
placebo (Hoshino 1998) that was undertaken in 171 asthmatic
adults and demonstrated significantly lower beta2 agonist use for
BDP, mean difference -1.80 puffs/d (95%CI -2.21 to -1.38). One study
(Vatrella 1996) with a small sample size of 20 asthmatics assessed
BDP 1000 mcg/d versus placebo and showed significantly lower
beta2 agonist use in the BDP treated group, WMD -2.9 puffs/d (95%
Cl-3.5t0-2.4).

When studies were pooled across all doses, an overall effect in
favour of BDP was apparent: WMD -1.98 puffs/d (95% Cl -2.34 to
-1.62). There was a high degree of heterogeneity when studies were
pooled (I square 94%) and therefore a Random Effect model was
applied. The resultant pooled effect estimate remained significant
(-2.39 puffs/d (95% CI -4.02 to -0.75). The 95% confidence intervals
for the pooled treatment effect for medium (500-800 mcg/d) and
high dose BDP (1000 mcg/d or greater) did not overlap those of
low dose (400 mcg/d or less) BDP, giving the impression of a dose
response effect. However this observation needs to be viewed with
caution since it is based on only three studies with relatively small
numbers of participants in the medium and higher dose range
(38/294 participants overall) and is not a randomised comparison.
Subgroup analyses based on delivery device, study duration and
asthma severity could not account for the heterogeneity.

(b) Change in rescue beta2 agonist use

Three studies from different dose ranges (400mcg/d and
500-800mcg/d) reported data on change in rescue medication
usage (400mcg/d: Malmstrom 1999; Nathan 2001; 500-800 mcg/d:
Gross 1999). There was a significant reduction in daily beta agonist
use at a dose of 400 mcg/d of -2.32 puffs/d (95% CI -2.55 to -2.09).
When pooled with the Gross 1999study there was a significant
degree of heterogeneity (72.9%). This may be both a reflection of
the pre-dosing OCS schedule, and the higher dose of CFC-BDP given
to participants in Gross 1999. However, the pooled effect estimate
for the subgroups was significantly in favour of CFC-BDP with both
Fixed Effect and Random Effects modelling: FE: -2.18 puffs/day
(95% Cl -2.38 to -1.97); RE: -2.07 puffs/day (95% Cl -2.60 to -1.54).

(3) ASTHMA SYMPTOMS

(a) Absolute symptom scores

The reporting of symptom scores was disparate and the pooled

estimates and we have analysed data as SMDs due to the different
scales employed. Two small studies reported symptom scores as

absolute values (Hoshino 1998; Vatrella 1996), and when pooled
there was significant difference of -2.81 standard deviations (95%
Cl-3.77 to -1.86).

(b) Change in symptom scores

Kerstjens 1994 and Malmstrom 1999 reported change in asthma
symptom score from baseline. When pooled, BDP led to a
significant improvement compared to placebo of SMD 0.19 (95%(Cl
0.35 to 0.03). However, there was a high level of heterogeneity
(I square 72%) which is difficult to interpret given the number
of studies and the differences in their characteristics (including
sample size, sensitivity of symptom scale used and dose of BDP
used in the studies). Further studies would elucidate whether
the differences in symptoms are related to the characteristics of
the studies described above, or whether additional factors may
contribute to different responses such as baseline symptoms.

(4) BRONCHIAL HYPER-RESPONSIVENESS (BHR)

BHR to a number of pharmacological stimuli was assessed. Five
studies reported data on methacholine challenge. When studies
were pooled across all doses an overall effect in favour of treatment
with BDP was apparent (SMD: 0.53 (95% CI 0.10 to 0.96)). We
performed a subgroup analysis based on duration of treatment.
The single study that assessed treatment over a period of four
weeks did not demonstrate a significant difference in methacholine
BHR between active treatment and placebo groups. However,
there was a significantly lower methacholine BHR in the BDP
treatment group when the three studies with treatment periods
of greater than four weeks were pooled SMD 0.53 (95% CI 0.10
to 0.96). This lends some support to the notion that duration of
treatment may be a significant factor modulating the treatment
effect of BDP. However, this must be viewed with caution due
to the small number of studies and participants included in this
analysis. No trend in keeping with a dose response effect was
present. Subgroup analyses based upon BDP dose, delivery device,
and asthma severity did not identify any groups that appeared to
benefit preferentially.

Histamine PC20 FEV1 was significantly greater in BDP 800 mcg/
d treated participants compared to placebo in the single study
in adults (Kerstjens 1994), that reported this outcome: mean
difference log 10 values 1.19 (95% CI 0.66 to 1.71).

One study (Pennings 1997), assessed high dose BDP (1000 mcg/d or
greater) used other provoking stimuli. This study evaluated BHR to
inhalational cold air challenge (IHCA), assessed by post challenge
FEV1 (litres). There was no significant difference between treatment
groups. It should be noted however, that within the same study,
BHR to IHCA as measured using a forced oscillation technique
found a statistically significant improvement in the BDP treated
participants compared to placebo (data not shown).

(5) ASTHMA EXACERBATIONS

No studies reported hospital admission rates or emergency
department attendance rates due to asthma exacerbation.
Likewise, no studies assessed days missed from work or school due
to asthma exacerbations.

Nine studies (1071 participants) assessed BDP 400 mcg/d
compared to placebo (Bel 1990; Bennati 1989; Bergmann 1990;
Berkowitz 1998; Boner 1991; Fahy 1998; Matthys 1998; Simons
1997,Nathan 2001). BDP resulted in significantly fewer asthma
exacerbation-related withdrawals than placebo RR 0.29 (95% ClI
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0.18t0 0.48). This result was not significantly altered by a sensitivity
analysis that excluded the single low quality study (Bergmann
1990). Three studies were in children (Bennati 1989; Boner 1991;
Simons 1997), four in adults (Bel 1990; Berkowitz 1998; Fahy 1998;
Matthys 1998) and two in children and adults (Bergmann 1990;
Nathan 2001): there was no heterogeneity in effect size across
studies. In only two studies (Berkowitz 1998; Simons 1997) was it
clear from the study protocol that a criterion for withdrawal due
to asthma exacerbation had been set a priori (see Included Study
Characteristics).

Two studies (Hoshino 1998; Vogt 1976) with 117 participants, both
in adults compared BDP 800 mcg/d to placebo. No significant
difference in withdrawal rates due to exacerbations were apparent
between treatment groups, RR 0.34 (95% Cl 0.09 to 1.30).

Treatment with BDP 1000 mcg/d or greater resulted in significantly
fewer asthma exacerbation-related withdrawals compared to
placebo RR 0.08 (95% CI 0.02 to 0.41). This analysis included three
studies in adults (Pennings 1997; Salmeron 1989; Trigg 1994) and
one study in children and adults (Fanelli 1993) with a total of
159 subjects. A sensitivity analysis that excluded the single low
quality study (Fanelli 1993) produced a similar result. In one study
(Salmeron 1989) criteria for exacerbation-related withdrawal were
pre-defined (see Characteristics of Included Studies).

When all 10 studies, (1185 participants) were pooled irrespective
of BDP dose a significant effect in favour of BDP was apparent, RR
0.25 (95% Cl 0.16 to 0.39). There was no heterogeneity between
studies and the 95% confidence intervals for treatment effect for
each dose overlapped, no trend suggesting a dose response effect
was seen. Subgroup analyses based upon delivery device, study
duration and asthma severity did not demonstrate any groups
who appeared to benefit preferentially. However, it is noteworthy
that when trials were analysed according to treatment duration, a
significant effect in favour of BDP was only seen for the subgroup
of studies incorporating a treatment period in excess of four weeks.
This raises the possibility that treatment duration may have an
important influence on effect size for this outcome.

SIDE EFFECTS
(1) OROPHARYNGEAL SIDE EFFECTS

(a) Sore throat and voice change

The incidence of sore/dry mouth, throat, hoarseness, dysphonia
was reported in five studies, all in adults (Bel 1990; Matthys 1998;
Nathan 1997; Pennings 1997; Vogt 1976, Bernstein 1999, Nathan
2001). No significant difference between BDP and placebo was
apparent for any of the three dose ranges. Four studies (Bel 1990;
Matthys 1998; Nathan 1997, Malmstrom 1999) with a total of 997
subjects assessed BDP 400 mcg/d versus placebo RR 1.44 (95%Cl
0.81 to 2.66); one study (Vogt 1976) of 327 subjects assessed 800
mcg/d versus placebo RR 1.58 (95%Cl 0.75 to 3.34); two studies
(Nathan 1997; Pennings 1997) with 254 subjects assessed BDP
1000 mcg/d or greater versus placebo RR 1.71 (95% Cl 0.88 to
3.35). No heterogeneity was present for any comparison. When
studies were pooled across all doses no difference between BDP
and placebo groups was seen, RR 1.30 (95% Cl 0.73 to 2.33). No
significant difference in pharyngitis was observed when data from
three studies assessing 400mcg/d BDP were pooled (Laviolette
1999, Malmstrom 1999, Nathan 2001): RR 1.27 (95%CI 0.48 to 3.37).

(b) Oral candidiasis

Two studies (Bernstein 1999, Nathan 2001) evaluated the effect
of BDP 400 mcg/d on the incidence of oral candidiasis. There
was no significant difference presented between BDP and placebo,
RR 3.75 (95% CI 0.62 to 22.57). One high dose study (Pennings
1997) assessed the effects of 1000 mcg/d on the incidence of
oral candidiasis. In this study, diagnosis was based on clinical
impression and was not confirmed by swab culture. When studies
were pooled across doses, no difference between BDP and placebo
was apparent RR 3.56 (95%Cl 0.75 to 16.90).

(2) HYPOTHALAMO-PITUITARY-ADRENAL (HPA) FUNCTION

In a single study of 11 subjects (Maestrelli 1993) no difference
in morning plasma cortisol or plasma cortisol levels was found
following an insulin tolerance test, when BDP 2000 mcg/d was
compared to placebo.

(3) OTHER OUTCOMES

One study of 44 subjects (Vatrella 1996) assessed BDP 1000 mcg/
d and demonstrated significantly lower serum eosinophil cationic
protein (ECP) levels in the BDP group compared to placebo, 285
+ 126 compared with 475 + 95 %. The change in peripheral
blood eosinophil count from baseline was assessed in one study
(Malmstrom 1999). No differences were observed between CFC-
BDP 400 mcg/d and placebo (CFC-BDP: -0.07, SD 3.96 cells x 10 3
mic/L versus placebo: -0.02, SD 4.01 cells x 10 3 mic/L).

ASTHMATICS TREATED WITH OCS: OCS-SPARING STUDY DESIGN

(1) DOSE OF ORAL STEROIDS

(a) Absolute dose of oral steroids

BDP 400 mcg/d resulted in a significantly lower daily maintenance
dose of oral prednisolone compared to placebo: WMD 6.3 mg/
d (95% Cl 3.9 to 8.7 mg/d). No heterogeneity in effect size was
apparent. The adult patients in the two studies contributing to this
analysis (Davies 1977; Webb 1977) had similar baseline oral steroid
requirements (mean daily dose 9 to 15 mg).

One study also in adults (Lacronique 1991) demonstrated a
significant advantage of BDP 1000 mcg/d compared to placebo:
mean difference 6.0 mg/d (95% CI 2.5 to 9.5 mg/d).

When studies were pooled across all doses, a significant effect in
favour of BDP was found: WMD 6.2 mg/d (95% Cl 4.3 to 8.2 mg/d).
The 95% confidence intervals for the dose subgroups overlapped
widely. There did not appear to be any trend to suggest a dose
response effect.

Allstudies employed a pMDI and were between one and five months
duration. Hence subgroup analyses based on delivery device and
study duration were not possible.

(b) Change in dose of oral steroids

In two OCS sparing studies (Cameron 1973; Kerigan 1977),
assessing BDP 400 mcg/d data were reported as the reduction in
daily dose of prednisolone. BDP 400 mcg/d resulted in significant
reductions in the daily dose of maintenance oral prednisolone
compared to placebo WMD 4.91 mg/d (95% Cl 5.9 to 3.9 mg/
d). Although both studies reported a significant reduction in
prednisolone use there was significant heterogeneity (I square
T77%). A sensitivity analysis based on methodological quality
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resulted in the exclusion of one study (Kerigan 1977), but made no
difference to the overall conclusion.

(c) Discontinuation of oral steroids

BDP 400 mcg/d resulted in a significantly greater likelihood of
discontinuing oral steroids compared to placebo (RR 3.43 (95%
Cl 2.39 to 4.92). Five studies (174 participants) contributed to
this analysis and although significant heterogeneity was apparent
(I square 59.1%), Random Effects modelling did not alter the
significance of the result.

(2) SPIROMETRY, PEFR AND SYMPTOMS

Spirometry, PEFR and symptom scores were reported rarely. Only
two studiesin oral steroid treated subjects reported numerical data
for these outcomes.

A single study in adults over 12 weeks (Davies 1977) that assessed
the effect of BDP 400 mcg/d on FEV1 (% predicted) found no
advantage of active treatment over placebo.

A single study in adults over 12 weeks (Lacronique 1991) assessed
the effects of BDP 1000 mcg/d versus placebo on percentage
change in FEV1 compared to baseline. A significant effect in favour
of active treatment was found, mean difference 13% (95% Cl 5 to
21). The same study also demonstrated a significant advantage
of BDP 1000 mcg/d over placebo for clinic measured PEFR, mean
difference (95% ClI) 8 % predicted (95% Cl 2 to 14 % predicted). A
significant advantage of BDP over placebo was also apparent for
daily asthma symptom score, mean difference 0.7 (95% Cl 0.3 to
1.1).

(3) LOCAL SIDE EFFECTS

The incidence of oropharyngeal side effects (sore or dry mouth/
throat, hoarseness) and oropharyngeal Candidiasis were reported
rarely. A single study in adults (BTTA 1976) assessed the effects of
both low dose (400 mcg/d) and medium dose (800 mcg/d) BDP
versus placebo on the incidence of hoarseness and did not find a
significant difference between active intervention and placebo for
either dose.

A single study in adults (Brompton/MRC 1974) also assessing low
dose (400 mcg/d) and medium dose (800 mcg/d) BDP found a
significantly lower likelihood of oral Candidiasis in placebo treated
participants compared to those who received both doses: BDP 400
mcg/d RR4.7(95% Cl 1.5 to 14.8); BDP 800 mcg/d RR 8 (95% Cl 2.7 to
24.0). Diagnosis was based upon a combination of clinical features
(erythema associated with discrete or confluent white patches),
and throat swab culture.

ASTHMATICS TREATED WITH OCS: NON-OCS SPARING STUDY
DESIGN

One study (Kerrebijn 1976), undertaken in the early years following
the introduction of inhaled BDP for the treatment of chronic
asthma. The results from these study had not been included in the
meta-analysis for a number of reasons:

a) there was no attempt to taper OCS use during the treatment
period of the trial so the minimum effective dose of OCS was not
established.

b) Numerical data in a form suitable for meta-analysis were not
reported in the published papers. The author responded to letters

for data requests (Kerrebijn 1976) but were unable to provide
missing data.

The characteristics of this study and a description of results were
outlined in the Characteristics of Included Studies section, however
the reader was referred to the original publications for further
details.

ASTHMATICS NOT TREATED WITH ORAL CORTICOSTEROIDS
(OCS): HFA-BDP - doses of 100-400mcg/day.

Three studies (Gross 1999; Hampel 2000; Nayak 2002) were
identified for inclusion. There was an important difference in the
design of the Gross 1999 study compared with Hampel 2000 and
Nayak 2002. Gross 1999 administered a course of oral steroids to
participants, and subsequently maintained participants on a dose
of HFA-BDP that was higher than the dosage used in Hampel 2000
and Nayak 2002. When data were pooled for outcomes such as
beta-agonist use and PEF, the level of heterogeneity was very high.
We therefore report the pooled effects of these studies with and
without the Gross 1999 data.

We have only performed subgroup analyses according to age. In
order to prevent double-counting participants we have pooled data
separately from the lowest dose arms of Hampel 2000 and Nayak
2002 (100mcg - see comparison 12) and from the moderate dose
arms (160/200mcg - see comparison 13).

(1) SPIROMETRY

(a) Change in FEV1 (% predicted)

HFA-BDP led to significant improvements in FEV1 (% predicted)
from baseline when compared to placebo, for both BDP at a daily
dose of 160-200 mcg (6.36% (95%CI 3.94 t0 8.78)) and at a daily dose
of 100 mcg/d (5.9% (95% Cl 3.40 to 8.78)).

(b) FEV1 (L/min)

Gross 1999 reported that both groups improved in FEV1 post-OCS
treatment, and that in participants subsequently given HFA-BDP
this improvement was maintained more successfully compared
with placebo-treated participants (P value of the HFA-BDP and CFC-
BDP groups versus placebo: </=0.003).

(c) Change in peak expiratory flow (L/min)

am PEF

Hampel 2000 and Gross 1999 reported significant differences in
favour of BDP, but when pooled, there was significant heterogeneity
(comparison 12: | square: 90%; comparison 13: | square: 86.4%).
As there were only two studies, any exploration of heterogeneity
would only serve to highlight differences at trial level. The
differences do not simply encompass pre-treatment with oral
steroids or dose of inhaled steroid, but also extend to severity and
study duration. Both Fixed Effect and Random Effects modelling
gave significant effects. However, the Random Effects model
gave a confidence interval that was considerably wider than
that generated by the Fixed Effect model for both comparisons:
Comparison 12 FE: 40.49 L/min (95% CI 30.09 to 50.89); RE: 41.22 L/
min (95% Cl 8.29 to 74.15); comparison 13: FE: 43.21 L/min (95% CI
32.64 to 53.79), RE: 43.42 L/min (95% Cl 14.70 to 72.13).

pm PEF
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Hampel 2000 reported that HFA-BDP at both daily doses led to a
significant improvement compared to placebo; HFA-BDP 100 mcg/
d 22.7 L/min SD 41.54 L/min versus placebo 6.3 L/min, SD 49.36 L/
min; HFA-BDP 200 mcg/d 22.1 L/min SD 48.06 L/min versus placebo
6.3 L/min, SD 49.36 L/min

(d) FEF25-75%

Hampel 2000 reported a significant improvement in FEF25 to 75%
from baseline for active treatment groups (HFA 100 or 200 mcg/d)
compared to placebo, HFA-BDP 100mcg/d 22.7% SD 41.54% versus
placebo 6.3% SD 49.36%; HFA-BDP 200 22.1% SD 48.06% versus
placebo 6.3% SD 49.36%).

(2) RESCUE BETA-2 AGONIST USE

(a) Change in rescue-beta2 agonist use

There was a high level of heterogeneity when the studies were
pooled (comparison 12: | square: 86.6%; comparison 13: | square:
76.7%). Data pooled with a Fixed Effect model from the three
studies indicated that there was a significant reduction in rescue
medication by -0.64 puffs/day (95% CI -0.87 to -0.41, comparison
12) or -0.81 puffs/day (95% Cl -1.01 to -0.61, comparison 13). With
Random Effects modelling the difference remained significant in
both instances, but the confidence intervals widened considerably
(comparison 12: -0.78 puffs/day (-1.43 to -0.13); comparison 13:
-0.88 puffs/day (-1.34 to -0.41)). In the outcome data assessed
under comparison 12, the pooled subgroup effect estimates did not
overlap when a Fixed Effect model was applied, which suggested
that there may have been a different response in adults in children.
However, there was an overlap in comparison 13.

(3) ASTHMA SYMPTOM SCORE

(a) Change in symptoms

Asthma symptoms recorded using a daily diary card were
reported in two studies (Hampel 2000; Nayak 2002), although
we were unable to pool data due to different measurement of
outcome. Hampel 2000 adopted a six point scoring system from
zero (no symptoms present) to 5 (symptoms prevented normal
activities). Nayak 2002 used a four point system, 0=none and 3=
severe symptoms. Symptoms were assessed across four domains:
Wheezing, cough, shortness of breath and chest tightness.
HFA-BDP for all doses was better than placebo in controlling
asthma symptoms. Each individual study reported significant
improvements in most domains for both lower and higher dose
range comparisons with placebo.

(4) ADVERSE EVENTS

Various adverse events were reported. Individual studies reported
no significant differences in the numbers of participants reporting
side effects between HFA-BDP treatment groups and placebo for all
doses.

DISCUSSION

This review compared the efficacy and safety of HFA-BDP and
CFC-BDP with placebo in patients with persistent asthma. 60
randomised trials recruiting 6542 adults and children with asthma
were included, and the overall methodological quality of studies
was high. 57 trials compared CFC-BDP at varied doses with placebo,
and three studies assessed the efficacy of HFA-BDP compared
with placebo. The studies varied in terms of BDP dose, treatment
duration, delivery device and outcome measures reported.

Asthmatics not treated with oral steroids

The majority of studies contributing to the meta-analysis were
in adult participants. CFC-BDP resulted in statistically significant
improvements in FEV1 compared to placebo. The observed
differences may be of clinical significance, although the level of
clinically significant change for these measures has never been
formally established in asthma.

CFC-BDP treatment led to significantly greater morning PEFR
compared to placebo of 46.52 L/min (95% CI 15.1 to 108.21).
No active treatment advantage was apparent for evening PEFR
or diurnal variability in PEFR. Significantly less rescue beta2
agonist was required in BDP treated patients: 1.98 puffs/d (95%
Cl 1.62 to 2.34 puffs/day). A wide variety of scales were used
to assess symptoms, and the quality of reporting was poor
with a substantial number of trials failing to provide standard
deviation values for mean treatment effects. The data for daily
asthma symptoms, where available, suggest that BDP results
in significantly less symptoms. However, because no validated
symptom scores were used (with clinically worthwhile thresholds
established) and treatment effects had to be expressed using a
unitless standardised mean difference, the treatment differences
between BDP and placebo are difficult to translate into a clinically
meaningful measures.

Methacholine and histamine BHR, which are surrogate markers for
the degree of airway inflammation, were significantly improved in
BDP treated participants compared to placebo.

Important outcome measures such as hospital admission rates, GP
attendance rates and days lost from school/work due to asthma
exacerbations were not reported. Withdrawal rates in the context
of a clinical trial cannot be considered equivalent to hospital
admission rates or GP attendance rates due to exacerbation but
may be a surrogate marker for these. The likelihood of withdrawal
from study due to asthma exacerbation was significantly lessin BDP
treated participants compared to placebo; RR 0. 25(95% CI 0.16 to
0.39). However, it is not appropriate to calculate numbers needed
to treat as studies contributing to the analysis had widely varying
treatment periods and criteria for withdrawal.

Subgroup analyses based on treatment duration raise the
possibility that this is an important determinant of overall
treatment response. When studies reporting FEV1 and trial
withdrawal due to exacerbation were pooled according to
treatment period of four weeks or treatment period greater than
four weeks, a significant effect in favour of BDP was only seen for
studies of longer duration.

No differences in the incidence of local side effects in the form
of sore throat, hoarseness or oral candidiasis were apparent. The
effects on HPA function were rarely reported. No two studies
reported the same outcome measure and conflicting results were
found. The studies assessing HPA function by insulin and synthetic
ACTH stress testing did not demonstrate a significant difference in
response between BDP and placebo treated participants. Too few
studies reported such outcomes to draw meaningful conclusions.

Evidence in support of a dose response effect was not apparent
for any efficacy outcome. However, caution needs to be exercised
in interpreting this finding for two reasons. Firstly, dose response
effects are best assessed in the context of individual trials in
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which participants have been randomised to different doses of
active treatment, with comparisons made between treatments.
Secondly, it was only possible to include the results of two studies
judged to have recruited participants with moderate to severe
asthma in the meta-analysis (Radha 1975; Vogt 1976). A clinically
meaningful dose response effect is most likely to be seen in severe
asthmatics who will have the greatest margin for improvement in
outcomes reflecting the degree of asthma control. This group is
under-represented in this analysis. In the absence of trials, it is not
possible to predict whether or not a dose-response effect will be
seen in more severe disease. Although patients with severe asthma
have greater room for improvement, it should also be appreciated
that even in mild asthma, BDP only ameliorates and does not
abolish asthma effects. Another unknown variable is the level of
steroid responsiveness. Inadequate control of symptoms through
existing therapy is one marker used to define asthma severity. Thus
patients with 'severe' asthma have, by and large, failed to respond
adequately to inhaled steroids. Hence an alternative possibility
is that 'severe' patients may be selected by their lack steroid
responsiveness, so may not show a significant dose-response
effect. These possibilities need to be explored by future studies.

It is noteworthy that there were differing levels of heterogeneity
when data from CFC and HFA-BDP treatment arms in Gross 1999
were pooled in their respective analyses. It would be inaccurate
to conclude that at a dose ratio of 1:2, CFC and HFA-BDP are
equivalent for three reasons. Firstly, such an interpretation would
be based on a relatively weak comparison between heterogeneity
statistics. Secondly, we only have data that suggest this on
change in am PEF, but not on change in rescue medication use
as heterogeneity was high in both sets of analyses. Lastly this
interpretation assumes that the oral steroid pre-treatment phase in
Gross 1999 produced a similar baseline population to those in the
other trials. Findings from two large randomised studies indicate
that on certain outcomes such as beta-agonist use, HFA-BDP is
equivalent to CFC-BDP at half the dose (Gross 1999; Busse 1999).
Whilst this review has not examined head-to-head comparisons
between doses of BDP, the different levels of heterogeneity in the
CFC and HFA-BDP analyses may be explained in part by a steep
dose response curve to HFA-BDP on certain clinical outcomes. The
predosing schedule could also have contributed to the different
responses to treatment from this study. Systematic assessments of
the equivalence between doses of CFC and HFA-BDP in randomised
comparisons, and the 'optimisation' of oral steroid treatment prior
to randomisation are warranted before more comment can be
made on these results.

Both CFC-BDP and HFA-BDP were well tolerated and there were no
drug or propellant related safety concerns.

Oral steroid treated asthmatics

BDP treatment resulted in a clinically significant oral steroid
sparing effect compared to placebo. The end of trial mean daily
prednisolone dose was 6 mg/d (95% CI 4 to 8 mg/d) lower in
BDP treated participants compared to placebo. Reductions in daily
dose of 5 mg/d (95% CI 4 to 6 mg/d) in BDP treated participants
were achieved. The likelihood of discontinuing oral steroids was
significantly greater for BDP treated participants compared to
placebo RR 0.40 (95% Cl 0.23 to 0.70). It was not appropriate
to calculate numbers needed to treat as trials were of varying
duration.

The effects of BDP on measures of airway calibre (FEV1, PEFR),
symptoms and local side effects in OCS treated asthmatics were
assessed in one trial only. Three studies used different scales
reported such outcomes; and conflicting results were found (non-
significant differences or small effects in favour of BDP therapy). No
firm conclusions concerning the effects of treatment can be drawn
for these outcomes.

It should be noted that only studies conducted in adult patients
contributed to these analyses; generalisation to children with
oral steroid dependent asthma therefore needs to be made with
caution.

Methodological Limitations

(1) The possibility of bias related to missed published trials
occursin all systematic reviews. The initial search identified studies
conducted over the course of the last three decades (1973 to
1998). Given the wide time period, volume of literature and the
fact that eight foreign language publications are still awaiting
translation in order to assess their eligibility raises the possibility
that studies were missed despite a comprehensive search strategy.
This risk is somewhat offset by the fact that only one further
study was identified from correspondence with authors and that
GSK, sponsors of a large proportion of BDP related studies did not
identify any further trials from their own records.

(2) Bias related to missed unpublished 'negative' trials is a further
possibility. However, a funnel plot of withdrawal due to asthma
exacerbation in the non-OCS treated parallel group studies showed
spread of results to both sides of the overall relative risk. This
suggests that there was no major bias of this type.

(3) A large number of efficacy outcomes were reported, using a
range of different scales. This factor, combined with a significant
proportion of studies in which numerical data were either not
presented with standard deviations around mean scores or in
which authors were unable or unwilling to provide such data,
reduced the power of the analysis.

(4) The majority of studies were conducted in a secondary care
setting, with patients attending hospital outpatient clinics for
review. In most instances it was not clear how patients were
identified as potential recruits (e.g. patients already attending
hospital asthma clinics, primary care referrals, advertisement etc).
Only one study was carried out in a primary care. Study setting
may therefore have biased recruitment towards patients with more
symptoms, since they have been largely conducted in secondary
care.

(5) The identification of three ranges for nominal daily BDP dose
are arbitrary. However the range boundaries were felt to generally
reflect current dose distinctions made in clinical practice.

AUTHORS' CONCLUSIONS

Implications for practice

This review strongly supports the use of inhaled BDP in the
treatment of chronic asthma for at least 4 weeks duration. CFC-
BDP and HFA-BDP improve airflow limitation, reduce symptoms
and the need for rescue bronchodilators and reduce the likelihood
of exacerbations when compared to placebo. These findings apply
to children and adults, with all degrees of disease severity.
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In oral steroid treated patients, inhaled CFC-BDP had a clinically
significant oral steroid sparing effect. Although oral steroids are no
longer a first line therapy for asthma in developed countries it is
likely that in some areas of the world a substantial proportion of
asthmatics are receiving oral steroids who could be maintained on
inhaled BDP. This review supports a recommendation that all such
patients should receive a trial of inhaled BDP for asthma control, for
even in patients in whom oral steroids cannot be stopped entirely,
worthwhile reductions in dose are possible.

Implications for research

(1) Consistent methods of reporting symptoms aided by the
development of a validated questionnaire (with established
thresholds of clinical importance) would greatly assist in the
interpretation of symptom changes in response to therapy.

(2) Measurement of economically important outcomes such as
hospital admission rates, primary care attendance and days missed
from work/school due to asthma exacerbations are needed in any
future studies.

(3) Improved reporting of primary study methods (particularly
details of how patients are allocated to treatment groups) in
line with CONSORT 1996 recommendations would improve the
accuracy of systematic reviews.

(4) Assessment of any potential clinically relevant dose response
effect for BDP in the treatment of asthma will be best achieved by
a further systematic review assessing trials in which patients have
been randomised to low and high dose BDP within the same trial. It
is hoped that this will include trials recruiting subjects with severe
asthma as well as those with mild to moderate disease.

(5) Establish the minimum duration of treatment required for a
clinically meaningful treatment response for BDP.

(6) Head-to-head comparisons of low-moderate doses of HFA-BDP
would also help to establish the validity of pooling doses of less
than 400mcg/day.
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CHARACTERISTICS OF STUDIES

Characteristics of included studies [ordered by study ID]

Bel 1990

Methods

Setting: The Netherlands, hospital outpatient clinic
Length of intervention period: 4 months
Randomisation: yes, method not stated

Allocation concealment: unclear

Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable

Jadad score: 3

Participants

31 adults: 14M 17F

Age range: 17 to 73 years

Inclusion criteria:

History of episodic dyspnoea or wheezing either spontaneously or after exercise
Exclusion criteria:

Use of inhaled steroids or cromoglycate within six months of the study

Interventions

BDP: 50 mcg 2 pfs 4x daily (400 mcg/d)
Placebo:2 pfs 4xdaily

Delivery device: MDI+spacer

Outcomes

FEV1 (% predicted)

Methacholine BHR (PC20 FEV1)

Daily asthma symptom score

Withdrawal due to asthma exacerbation (number of patients)
Oro-pharyngeal side effects

Notes

Reply from author but unable to clarify whether allocation concealment was used or provide data for
asthma symptom score
The study also had a nedocromil arm: results not included
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Bel 1990 (continued)
Risk of bias

Bias

Authors' judgement Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Bennati 1989

Methods

Setting: Italy, paediatric outpatient clinic

Length of intervention period: 4 weeks
Randomisation: yes, computer generated sequence
Allocation concealment: unclear

Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable

Jadad score: 5

Participants

30 children: 24M 6F

Age range: 6 to 14 years

Inclusion criteria:

Patients with allergic asthma: either seasonal allergy to grass pollen or parietaria, or perennial allergy
to house dust mite

Exclusion criteria:

No respiratory infection in 2 months prior to study, no use of inhaled or oral steroids in 2 months prior
to study.

Interventions

BDP: 50 mcg 2 pfs 3x daily (300 mcg/d)
Placebo: 2 pfs 3xdaily

Delivery device: MDI

Outcomes Methacholine BHR (PC20 FEV1)
Withdrawal due to asthma exacerbation (number of patients)

Notes Reply from author clarifying method of random order generation, use of allocation concealment still
unclear.
Study also has a BDP + salbutamol arm: results not included
Patients were studied for one month during the maximal exposure period for their specific allergen: in
spring for grass pollen and parietaria, autumn-winter for house dust mite

Risk of bias

Bias Authors' judgement Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Bergmann 1990

Methods Setting: Germany, hospital outpatient clinic
Length of intervention period: 6 weeks
Randomisation: yes, method not stated
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Bergmann 1990 (Continued)

Allocation concealment: unclear
Design: parallel group

Masking: single blind

Excluded: stated

Withdrawals: stated

Baseline characteristics: comparable
Jadad score: 2

Participants

202 children and adults 124M 78F

Age range: 12 to 78 years

Inclusion criteria:

Patients with a history of asthma, at least 15% difference between morning and evening PEFR on at
least 7 days of run-in period

Exclusion criteria:

Pregnancy

Use of ICS or OCS, sodium cromoglycate or ketotifen.

Interventions

BDP: 100 mcg 4x daily (400 mcg/d)
Placebo: 4xdaily

Delivery device: MDI

Outcomes

FEV1

Specific airways resistance

Morning PEFR

Evening PEFR

Daily beta2 agonist use (puffs/day)

aytime/nighttime breathlessness, cough, morning tightness score
All outcomes expresses as change compared to baseline

Withdrawal due to asthma exacerbation (number of patients)

Notes

Reply from author: confirmed MDI delivery device used but unable to clarify details concerning the
method of randomisation.

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Berkowitz 1998

Methods

Setting: multicentre study, USA, hospital outpatient clinics
Length of intervention period: 8 weeks

Randomisation: yes, method not stated

Allocation concealment: unclear

Design: parallel group

Masking: double blind, double dummy

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable

Jadad score: 3

Participants

339 adults randomised, 274 completed study: 103M 171F
Age range: 18 to 65 years
Inclusion criteria:

Beclomethasone versus placebo for chronic asthma (Review)
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Berkowitz 1998 (continued)

Clinical diagnosis of asthma for at least 2 years

Requiring BDP 336 mcg/d or equivalent for control of symptoms

FEV1 (% predicted) 50 -90%

15% or greater improvement in FEV1 following inhaled beta2 agonist

Exclusion criteria:

Lung disease other than asthma or other significant disease

Frequent emergency dept visits or hospitalisations due to asthma exacerbations

Interventions

BDP: 42 mcg 4 pfs 2x daily (336 mcg/d)
Placebo: 4 pfs 2xdaily

Delivery device: MDI

Outcomes

% change in FEV1 compared to baseline (as percentage of baseline)
Change in FEV1 compared to baseline

Change in FEF25-75 compared to baseline

Change in FVC compared to baseline

Change in clinic PEFR compared to baseline

Daily asthma symptom score

Use of inhaled beta2 agonist

Withdrawal due to asthma exacerbation (number of patients)
Incidence of pharyngitis, dysphonia, dry throat, oral Candidiasis

Notes

No reply from author to clarify details of randomisation method.
Study also included a triamcinolone acetonate treatment arm: results not included

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Bernstein 1999

Methods

Setting: multicentre study, USA

Length of intervention period: 12 weeks
Randomisation: yes, using a computer-generated code
Allocation concealment: method was stated

Design:

Masking: double-blind, double-dummy

Excluded: Stated

Withdrawals: Stated

Baseline characteristics: Comparable

Jadad score: 4

Participants

365 children and adults 222 F 143 M

Age range: 12 to 74 years

Inclusion criteria: Patients with a history of asthma for at least 6 months,
Using an inhaled glucocorticoid daily for at least 30 days

Patients must have a stable of regimen of TAA, BDP or FP

None smokers or stopping in the last 6 months Any medication that interacts with the inhaled corticos-

teroids was not allowed Increase in the FEV1 >12% within 30 min after two puffs of albuterol

90>FEV1>60 of predicted normal value

Exclusion criteria: Pre-menarche Pregnancy Lactation
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Bernstein 1999 (continued)

Immunotherapy unless on a stable maintenance Treatment with oral corticosteroids for >14 days, in
the last 6 months Need of ventilator support in the previous 5 year Hospitalization for asthma in the
previous 3 months Requirement of >12 puffs a day of short acting B2-agonist on 2 consecutive days.

Interventions

1-MF 100 mcg bid (200 mcg/day)
2-MF 200 mcg bid (400 mcg/day)
3-MF 400 mcg bid (800 mcg/day)
4-BDP 168 mcg bid (336 mcg/day)
5-Placebo

Delivery device: MDI

Outcomes FEV1 (%), FEV1 (%) with FEV1<75% predicted, FEV1 (%) with FEV1 >75% predicted, FVC (%), FEF25-75%,
AM PEFR (%), PM PEFR (%), wheezing score, difficulty breathing scores, cough score, B2- agonist use,
number of nocturnal awakenings, response to therapy scores

Notes

Risk of bias

Bias Authors' judgement Support for judgement

Allocation concealment?

Low risk A - Adequate

Boner 1991

Methods

Setting: Italy, paediatric outpatient clinic
Length of intervention period: 8 weeks
Randomisation: yes, by tossing of coin
Allocation concealment: no

Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable
Jadad score: 4

Participants

20 children: 17M 3F

Age range: 6 to 12 years

Inclusion criteria:

Documented asthma as defined by ATS criteria with baseline FEV1 > 70 (% predicted)

Allergic to either seasonal allergens (grass pollen and parietaria) or perennial allergens (house dust
mite)

Exclusion criteria:

Not clearly stated, but from demographic data table of participants none receiving regular ICS prior to
study.

Interventions

BDP: 50 mcg 2 pfs 3x daily (300 mcg/d)
Placebo: 2 pfs 3xdaily

Delivery device: MDI

Outcomes Methacholine BHR (PC20 FEV1)
Withdrawal due to asthma exacerbation (number of patients)
Notes Reply from author clarifying method of random order generation and that allocation concealment was
not employed.
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Boner 1991 (Continued)

Antihistamines, short-acting theophyllines discontinued 48 hours prior to methacholine challenge,
long-acting theophylline and cromolyn preparations discontinued 1 week prior to challenge

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Brompton/MRC 1974

Methods

Setting: UK, hospital outpatient clinic
Length of intervention period: 7 months
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable
Jadad score: 4

Participants

108 adults

Inclusion criteria:

Asthma of sufficient severity to warrant treatment with oral steroids for at least 6 months prior to
study

Over 16 years of age

Mode dose prednisolone at least 5mg per day

Exclusion criteria:

Bronchopulmonary aspergillosis or positive for Aspergillus precipitins

Interventions

BDP
1. 50 mcg 2 pfs 4xdaily (400 mcg/d)
2.50 mcg 2 pfs 4xdaily (800 mcg/d)

Placebo: 2 or 4 puffs 4xdaily

Delivery device: MDI

Outcomes

Reduction in daily dose of oral prednisolone (number of patients)
Discontinuation of oral prednisolone (number of patients)
Incidence of oral Candidiasis (throat swab culture)

Notes

Reply from authors but unclear as to whether allocation concealment was employed.

4 week run in period to establish minimum dose oral prednisolone required to keep patients sympto-
matically stable.

Patients grouped according to daily dosage of prednisolone during the last 2 weeks of the run-in peri-
od (5 to 9 mg, 10 to 15 mg, 16 mg or more) before randomisation.

Risk of bias

Bias

Authors' judgement Support for judgement

Allocation concealment?

Unclear risk B - Unclear
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Bronsky 1998

Methods

Setting: multicentre study, USA, hospital outpatient clinics
Length of intervention period: 8 weeks

Randomisation: yes, method not stated

Allocation concealment: unclear

Design: parallel group

Masking: double blind, double dummy

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable

Jadad score: 3

Participants

328 adults randomised

Age range: 18 to 68 years

Inclusion criteria:

Clinical diagnosis of asthma for at least 2 years

Requiring BDP 336 mcg/d or equivalent for control of symptoms

FEV1 50 to 90 (% predicted)

15% or greater improvement in FEV1 following inhaled beta2 agonist

Exclusion criteria:

Lung disease other than asthma or other significant disease

Frequent emergency dept visits or hospitalisations due to asthma exacerbations

Interventions

BDP: 42 mcg 4 pfs 2x daily (336 mcg/d)
Placebo: 4 pfs 2xdaily

Delivery device: MDI

Outcomes

FEV1

Change in FEV1 compared to baseline

Change in FEF25-75 compared to baseline

Change in FVC compared to baseline

Change in morning PEFR compared to baseline

Change in evening PEFR compared to baseline

Change in daily asthma symptom score compared to baseline
Use of inhaled beta2 agonist

Incidence of pharyngitis, dysphonia, dry throat, thrush

Notes

Reply from author but did not clarify details of randomisation method.

Study also included a triamcinolone acetonate treatment arm: results not included

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

BTTA 1976

Methods

Setting: UK, hospital outpatient clinic
Length of intervention period: > 2 years
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group

Masking: double blind

Excluded: not stated
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BTTA 1976 (Continued)

Withdrawals: stated
Jadad score: 3

Participants 189 adults: 91M 67F
Mean age: 48.5 years
Inclusion criteria:
Adults > 16 years of age requiring oral prednisolone for asthma control for at least 1 year
Able to use pressurised MDI, willing to give up all bronchodilator therapy other than salbutamol
Exclusion criteria:
Pregnancy or malignant disease

Interventions BDP:
1. 50 mcg 2pfs 4xdaily (400 mcg/d)
2.100 mcg 2 pfs 4x daily (800 mcg/d)

Placebo: 2 pfs 4xdaily

Delivery device: MDI

Outcomes Reduction/cessation in use of oral prednisolone
Recovery of normal tetracosactrin test response
Oro-pharyngeal side effects

Notes No reply from author to clarify details of randomisation method.
Trial conducted in two phases
Phasel
First week: use of trial inhaler 4x daily, no change in dose of maintenance oral steroid, beta2 agonists
as required
Further weeks: (variable for each patient) stepwise reduction in daily dose of maintenance oral steroid
to minimal dose necessary to control symptoms

Phaselll

Continuation of treatment with trial inhaler, for further 24 week period during which time daily dose of
oral steroid was further reduced according to a priori criteria based on the number of "failure days" (i.e.
day on which patient needed to increase dose of oral steroid or take > 8 puffs of salbutamol), and clini-
cal judgement at clinic visit.

Study included a betamethasone valerate treatment arm: results not included

Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment? Unclear risk B - Unclear

Cameron 1973

Methods Setting: UK, hospital outpatient clinic
Length of intervention period: see notes
Randomised: yes, method not stated
Allocation concealment: unclear
Design: parallel group
Masking: double blind
Excluded: not stated
Withdrawals: not stated
Baseline characteristics: no separate baseline data
Jadad score: 3

Participants 20 patients
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Cameron 1973 (Continued)

Age range: not stated
No inclusion or exclusion criteria stated

Interventions

BDP: 50mcg 2 pfs 4xdaily (400mcg/d)
Placebo: 2 pfs 4x daily

Delivery device: MDI

Outcomes Reduction in daily dose oral prednisolone
Notes No reply from author to clarify details of randomisation method.
Length of study variable. Initial four week period, with daily OCS dose reduced at four week intervals.
Risk of bias
Bias Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Carpentiere 1990

Methods

Setting: Italy, hospital outpatient clinic
Length of intervention period: 4 weeks
Randomised: yes, method not stated
Allocation concealment: unclear

Design: crossover, 2 week washout
Masking: double blind

Excluded: not stated

Withdrawals: not stated

Baseline characteristics: FEV1 comparable
Jadad Score: 2

Participants

16 adults: 12M 4F

Age range: 20 to 48 years

Inclusion criteria:

FEV1>70 (% predicted)

Popranolol BHR (PC20 FEV1 <8mg/ml)

Exclusion criteria:

Use of oral steroids, theophylline, cromoglycate or anticholinergics

Interventions

BDP: 250 mcg 2pfs 2x daily (1000mcg/d)
Placebo: 2 pfs 2xdaily

Delivery device: MDI

Outcomes FEV1 (% predicted)
Propranolol BHR (PC20 FEV1)
Notes No reply from author to clarify details of randomisation method.
Risk of bias
Bias Authors' judgement Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Beclomethasone versus placebo for chronic asthma (Review)
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Chan 1993

Methods

Setting: UK, paediatric outpatient clinic

Length of intervention period: 4 weeks

Randomisation: yes, computer generated random number sequence
Allocation concealment: yes

Design: crossover, no washout

Masking: double blind

Excluded: stated

Withdrawals: stated

Baseline characteristics: comparable age and height

Jadad score: 5

Participants

18 children

Age range: 7.7 to 8.7 years

Inclusion criteria:

Low birth weight

Children symptomatic with wheeze or troublesome cough who had a positive airway responsiveness
to histamine.

Exclusion criteria:

Previous regular prophylactic therapy for asthma, course of oral steroids for any reason within last
three months

Interventions

BDP: 200 mcg 2x daily (400 mcg/d)
Placebo: 2xdaily

Delivery device: Diskhaler DPI

Outcomes FEV1
FvVC
Histamine BHR (PC20 FEV1)
Daily PEFR
Daily asthma symptom score
Notes Reply from author clarifying method of random order generation, that allocation concealment was em-
ployed, numerical data for spirometry and histamine challenge.
Risk of bias
Bias Authors' judgement  Support for judgement

Allocation concealment?

Low risk A - Adequate

Davies 1977

Methods

Setting: Canada, hospital outpatient clinic

Length of intervention period: 12 weeks
Randomisation: yes, computer generated sequence
Allocation concealment: yes

Design: parallel

Masking: double blind

Excluded: not stated

Withdrawals: not stated

Baseline characteristics: comparable

Jadad score: 4
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Davies 1977 (Continued)

Participants

33 adults: 15M 18F

Mean age: 55 (BDP group) 43 (placebo group)

Inclusion criteria:

Requiring oral steroid treatment for asthma control for 1 year or longer

15% or greater improvement in FEV1 after inhaled beta2 agonist

Exclusion criteria:

Chronic atopic eczema or a history of chronic bronchitis as defined by ATS criteria.

Interventions

BDP 50mcg 2 pfs 4x daily (400mcg/d)
Placebo 2 pfs 4xdaily

Delivery device: MDI

Outcomes

FEV1 (% predicted)

Daytime asthma symptom score
Nighttime asthma symptom score
Daily dose oral prednisolone
Daily beta2 agonist use

Blood eosinophil count

2 pm serum cortisol

Notes

Reply from authors clarifying method of random order generation and that allocation concealment
was employed.

Risk of bias

Bias

Authors' judgement Support for judgement

Allocation concealment?

Low risk A - Adequate

De Marzo 1988

Methods

Setting: Italy, hospital outpatient clinic

Length of intervention period: 1 week

Randomisation: yes, computer generated random number sequence
Allocation concealment: yes

Design: crossover, 1 week washout

Masking: double blind

Excluded: stated

Withdrawals: stated (none)

Baseline characteristics: comparable

Jadad score: 4

Participants

9 adults: 8M 1F

Age range: 20 to 48 years

Inclusion criteria:

Free of respiratory infections for at least 8 weeks or exposure to TDI for at least 2 weeks.
Exclusion criteria:

Not stated

Interventions

BDP:
1.50 mcg 4 pfs 2x daily (400mcg/d)
2.250 mcg 4 pfs 2xdaily (1000mcg/d)

Placebo: 4 pfs 2xdaily
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De Marzo 1988 (Continued)

Delivery device: MDI

Outcomes FEV1
Methacholine BHR (PD20 FEV1)

Notes Reply from authors clarifying method of random order generation and that allocation concealment
was employed.
This study examines the effect of low and high dose inhaled steroids and placebo on airway respon-
siveness to methacholine in TDI sensitized subjects. Patients were treated for 7 days and underwent
TDI challenge on day 7. The data for FEV1 and methacholine challenge is for day 6 prior to TDI chal-
lenge.

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Low risk A - Adequate

Fahy 1998

Methods Setting: USA, newspaper advertisement and hospital outpatient clinic
Length of intervention period: 4 weeks
Randomisation: yes, random number table
Allocation concealment: unclear
Design: parallel group
Masking: double blind
Excluded: not stated
Withdrawals: stated (none)
Baseline characteristics: comparable, except % predicted FEV1 which was higher in placebo group
Jadad score: 4

Participants 24 adults: 14M 10F
Mean (SD) age: BDP group 34 (9) years, placebo group 32 (9) years
Inclusion criteria:
A history of asthma symptoms (not otherwise defined)
Methacholine BHR (PC20 FEV1 8 mg/ml or less)
Exclusion criteria:
ICS or OCS use within last 6 weeks
Upper respiratory tract infection within last 6 weeks
Smoker within last year or 10 or more pack year history

Interventions BDP: 42 mcg 4 pfs 2x daily (336 mcg/d)
Placebo: 4pfs 2xdaily

Delivery device: MDI+Ellipse spacer

Outcomes FEV1
FEF25-75%
Morning PEFR
Methacholine BHR (PC20 FEV1)
Weekly beta2 agonist use
Weekly asthma symptom score
Induced sputum outcomes:
% of squamous,epithelial, neutrophil, macrophage, lymphocyte and eosinophils
ECP, tryptase, fibrinogen and mucin-like glycoprotein
Withdrawal due to asthma exacerbation (number of patients)
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Fahy 1998 (continued)

Notes Reply from author but use of allocation concealment unclear.
Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Unclear risk B - Unclear

Fanelli 1993

Methods Setting: Italy, hospital outpatient clinic
Length of intervention period: 4 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group
Masking: single blind
Excluded: not stated
Withdrawals: not stated
Baseline characteristics: comparable
Jadad score: 1

Participants 32 adolescents/ adults: 16M 16F
Age range: 15 to 45 years
Inclusion criteria:
Clinically stable, asymptomatic asthma (ATS criteria), with severe to moderate level of bronchial hy-
persensitivity (PC20 FEV1 0.01 to 1.7 mg/ml.)
Exclusion criteria:
Smokers
Use of ICS or OCS

Interventions BDP: 250 mcg 2 pfs 4x daily (2000 mcg/d)
Placebo: 2 pfs 4xdaily

Delivery device: MDI

Outcomes FEV1 (% predicted)
FVC (% predicted)
FEV1/VC (%)
Histamine BHR (PC20 FEV1)
Minute ventilation, inspiratory flow rate, tidal volume, respiratory frequency, inspiratory/expiratory
time, after histamine challenge
Withdrawal due to asthma exacerbation (number of patients)

Notes No reply from author to clarify details of randomisation method.
The randomised study was followed by observational study: results not included here

Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment? Unclear risk B - Unclear
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Fournier 1990

Methods

Setting: France, hospital outpatient clinic
Length of intervention period: 3 months
Randomised: yes, method not stated
Allocation concealment: unclear

Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: stated (none)

Baseline characteristics: comparable except fairly large range for % predicted FEV1 at baseline

(53-104)
Jadad score: 3

Participants

11 adults: 9M 2F

Age range: 23 to 63 years

Inclusion criteria:

No asthma exacerbation within last month
No oral steroid treatment within last month
Normal chest xray

Non smokers

Exclusion criteria:

Respiratory tract infection within last month

Interventions

BDP: 250 mcg 2 pfs 2x daily (1000 mcg/d)
Placebo: 2 pfs 2xdaily

Delivery device: MDI

Outcomes FEV1 (% predicted)
Comparsion of different fixation methods for bronchial biopsies
Notes French translation.
Risk of bias
Bias Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Gaddie 1973

Methods

Setting: UK, hospital outpatient clinic
Length of intervention period: 2 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: crossover, no washout
Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable
Jadad score: 4

Participants

15 adults: M 7F
Age range: 21 to 74 years
Inclusion criteria:

History of airway obstruction with pulmonary function abnormalities typical of asthma

Exclusion criteria:
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Gaddie 1973 (Continued)

Systemic steroids within last 3 months

Interventions BDP: 100mcg 1pf 4x daily (400mcg/d)
Placebo: 1 pf 4xdaily

Delivery device: MDI

Outcomes Change in FEV1
Change in FVC
9 am plasma cortisol
Daily beta2 agonist use

Notes No reply from author to clarify details of randomisation method.
Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment? Unclear risk B - Unclear
Gross 1999
Methods Setting: Multicentre study

Length of intervention: 12 weeks

Randomisation: yes, method not stated

Allocation concealment: unclear

Design: Parallel

Masking: double-blind. Dosing regimens differed in terms of number of puffs of medication per day.
There two types of placebo given. Participants were aware that they were in one of two groups with dif-
ferent dosing regimens, but they were not aware as to whether they were being given placebo or active
treatment.

Excluded: Stated

Withdrawals: stated

Baseline characteristics: comparable

Jadad score: 3

Participants 347 patients F/M 185/162
Age range: 18 to 65 years
Inclusion criteria: None smokers Moderate asthma who were symptomatic despite current treatment
with bronchodilators and inhaled steroid of 0 to 400 mcg/day
FEV1 > 15% after B2 -agonist Mean AM PEF of between 50 and 80% of the predicted normal value plus
one or more of the following: sleep disturbance >1 night, presence of asthma symptoms >3 days, use of
B2agonist at least twice a day to relieve symptoms
Exclusion criteria: any clinically significant abnormality or disease; acute or lower respiratory tract in-
fection within 4 weeks before the enrolment; Medication other than SABA prn

Interventions 1-HFA-BDP 50 mcg (4 puffs, 2 x daily - 400 mcg/day)
2-CFC-BDP 50 mcg (8 puffs 2 x daily; 800 mcg/day)
3-HFA-placebo (4 puffs, 2 x daily, or 8 puffs, 2 x daily)

Treatment preceded by short course of oral steroids to optimise asthma control prior to study entry.

Delivery device: pMDI

Outcomes FEV1; am PEF; Nights without sleep disturbance %; B2-agonist use
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Gross 1999 (Continued)

Notes

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Hampel 2000

Methods

Setting: multicentre study USA and France
Length of intervention period: 6 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear

Masking; double blind

Design: parallel group

Withdrawals: stated

Baseline characteristics: comparable
Jadad score: 3

Participants

270 adults

Age range 18-65 years

Inclusion criteria:

Adults with mild to moderate asthma for at least 12 months

No ICS use for previous 3 months 3-agonist prn only

Increase in FEV1 >/=15% in response to R-agonist

Non-smokers

Appropriate use of pMDI

Exclusion criteria:

Cardiac disease; pulmonary disease other than asthma; Hypersensitivity to BDP
A history of alcohol or substance abuse medications other than 3-agonists prn not permitted in the
study

Interventions

BDP 50 mcg 2xdaily (100mcg/d)
BDP 100 mcg 2xdaily (200 mcg/d)
Placebo

Delivery device: pMDI

Outcomes

FEV1

Morning PEF

Evening PEF

FEF25%-75%

Nights without sleep disturbance

Asthma symptoms scores

Daily beta2-agonist use

All outcomes reported as change compared to baseline

Notes

No reply from the author to clarify method of randomisation and the withdrawal numbers due to side
effects

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear
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Harvey 1976

Methods Setting: USA, hospital outpatient clinic
Length of intervention period: 12 weeks
Randomisation: yes method not stated
Allocation concealment: unclear
Design: parallel group
Masking: double blind
Excluded: not stated
Withdrawals: stated
Baseline characteristics: comparable
Jadad score: 4

Participants 34 adolescents/adults: 11M 23F
Age range: 14 to 75 years
Inclusion criteria:
Asthmatic patients dependent on oral steroids for at least 6 months, not exceeding 20mg per day.
Exclusion criteria:
Pregnancy
Concurrent severe disease

Interventions BDP: 50mcg 2 pfs 4xdaily (400mcg/d)
Placebo: 2 pfs 4xdaily

Delivery device: MDI

Outcomes % change in FEV1
% change in FEF 50
Daily oral prednisolone dose
8am plasma cortisol
Discontinuation of oral steroids (number of patients)

Notes No reply from author to clarify details of randomisation method.

Risk of bias

Bias Authors' judgement Support for judgement

Allocation concealment? Unclear risk B - Unclear

Hodson 1974

Methods Setting: UK, hospital outpatient clinic
Length of intervention period: 9 weeks
Randomisation: yes, method not stated
Allocation concealment: yes (assignment to groups by independent pharmacist)
Design: parallel group
Masking: double blind
Excluded: not stated
Withdrawal: stated
Baseline characteristics: not reported
Jadad score: 4

Participants 25 patients: no details of age but probably adults only
Inclusion criteria:
Asthmatic patients requiring prednisolone at least Tmg/day for adequate control
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Hodson 1974 (continued)

Exclusion criteria:
Co-existent chronic obstructive bronchitis

Interventions BDP: 50 mcg 2 pfs 4x daily (400mcg/d)
Placebo 2 pfs 4xdaily

Delivery device: MDI

Outcomes No. patients discontinuing oral prednisolone
FEV1
FvVC
Clinic PEFR
Plasma cortisol
Plasma cortisol post tetracosactrin

Notes Reply from author but unable to clarify method of random order generation.
Risk of bias
Bias Authors' judgement Support for judgement
Allocation concealment? Low risk A - Adequate
Holst 1974
Methods Setting: New Zealand, hospital outpatient clinic

Length of intervention period: 12 weeks

Randomisation: yes, closed box containing cards marked with allocation schedule
Allocation concealment: yes

Design: crossover, no washout

Masking: double blind

Excluded: not stated

Withdrawals: stated (none)

Baseline characteristics: comparable

Jadad score: 4

Participants 27 children/adults: 7M 20F
Age range: 7-66 years
Inclusion criteria:
Asthmatic patients with at least 10% reversibility in FEV1
Exclusion criteria:
Hospital admission for acute asthma exacerbation within previous 12 months

Interventions BDP: 400mcg/d
Placebo

Delivery device: MDI

Outcomes FEV1
Morning asthma symptom score
Nighttime asthma symptom score

Notes Reply from authors clarifying method of random order generation and use of allocation concealment.
No numerical outcome data in form suitable for meta-analysis presented.
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Holst 1974 (continued)

Overall finding of a significant reduction in asthma symptoms and an improvement in FEV1 in BDP
treated group compared to placebo group.

Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment? Low risk A - Adequate

Hoshino 1998

Methods Setting: Japan, hospital outpatient clinic
Length of intervention period: 6 months
Randomisation: yes, method not stated
Allocation concealment: yes (off site allocation of patients by pharmacist with coded schedule)
Design: parallel group
Masking: double blind
Excluded: not stated
Withdrawals: stated
Baseline characteristics: comparable
Jadad score: 3

Participants 30 adults randomised, 24 completed study: 19M 5F
Age range: 16-48 years
Inclusion criteria:
Patients with mild to moderate asthma (ATS criteria 1987)
Non-smokers
20% or greater improvement in PEFR or FEV1 spontaneously or after inhaled beta2 agonist
Exclusion criteria:
Use of inhaled or oral steroids, nedocromil or sodium cromoglycate within last 4 months
Respiratory tract infection within last 2 weeks

Interventions BDP: 400 mcg 2xdaily (800 mcg/d)
Placebo: 2xdaily

Delivery device: MDI

Outcomes FEV1 (% predicted)
FEV1
Daily PEFR
Diurnal variation in PEFR (morning-evening as % of daily mean)
Methacholine BHR (Dmin)
Daily asthma symptom score
Daily beta2 agonist use
Withdrawal due to asthma exacerbation (number of patients)
Bronchial biopsy measurements:
lamina reticularis thickness, activated eosinophils, T-lymphocytes, fibroblasts
Expression of IGF-1, TGF-betal, PDGF

Notes Reply from author confirming use of allocation concealment.
Risk of bias
Bias Authors' judgement Support for judgement
Allocation concealment? Low risk A - Adequate
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Hoshino 2001

Methods

Setting: Japan

Length of intervention: 6 months
Allocation concealment: unclear
Masking: double-blind

Design: parallel-group

Withdrawals: stated

Baseline characteristics : comparable
Jadad score: 3

Participants

28 asthmatic patients
F/M:17/11, asthma diagnosis was according to ATS, 14 people in the

BDP group and 14 in the placebo,

mean age 29 in the BDP and 30 in the Placebo, there was no significant differences at baseline between

the two groups.

Inclusion criteria:
Non-smokers, 20% improvement in FEV1 after B2-agonist or sponta

neously, None received inhaled or

oral corticosteroids, or any other asthma medication rather than B2-agonist.

Exclusion criteria:

Upper or lower respiratory infections for at least 2 weeks before entering the trial

Interventions

BDP 800mcg/d
Placebo

Delivery device: MDI

Outcomes FEV1
FEV1 %
Airway vascularity
Notes No reply from the author to clarify details of randomisation method.
Risk of bias
Bias Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Katsunuma 1993

Methods

Setting: Japan, hospital outpatient clinic
Length of intervention period: 8 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear

Design: crossover, no washout

Masking: single blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable
Jadad score: 3

Participants

22 children/adults: 13M 9 F

Age range: 9-24 years

Inclusion criteria:

Allergic asthma (not further defined)
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Katsunuma 1993 (Continued)

Exclusion criteria:
Use of oral steroids currently or in previous 3 months

Interventions BDP: either 150 mcg 2xdaily or 100 mcg 3xdaily (300 mcg/d)
Placebo: 2 or 3 x daily

Delivery device: MDI

Outcomes FEV1 (% predicted)
Methacholine BHR (Dmin)

Notes No reply from author to clarify details of randomisation method.
Assignificant carryover effect was calculated for FEV1 (% predicted) when individual patient data was
estimated from the graphical plot for this outcome. It was not possible to assess carryover effect for
methacholine challenge Dmin (data presented in graph form using logarithmic scale). The combined
period data for this outcome was not therefore included in the meta-analysis.

Risk of bias
Bias Authors' judgement Support for judgement
Allocation concealment? Unclear risk B - Unclear

Kerigan 1977

Methods Setting: Canada, hospital outpatient clinic
Length of intervention period: 2 years
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group
Masking: double blind
Excluded: not stated
Withdrawals: not stated
Baseline characteristics: comparable
Jadad score: 2

Participants 25 adults: 11M 14F
Age range: 27 to 77 years
Inclusion criteria:
Asthmatic patients requiring oral prednisolone therapy for asthma control
Exclusion criteria:
Not stated

Interventions BDP: 50 mcg 2 pfs 4xdaily (400mcg/d)
Placebo: 2 pfs 4xdaily

Delivery device: MDI

Outcomes Reduction in daily oral prednisolone dose
Notes Reply from authors but unable to clarify details of randomisation method.
Risk of bias
Bias Authors' judgement  Support for judgement
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Kerigan 1977 (Continued)

Allocation concealment? Unclear risk B - Unclear

Kerrebijn 1976

Methods Setting: The Netherlands, paediatric outpatient clinic
Length of intervention period: 12 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel
Masking: single blind (patients blinded)
Excluded: not stated
Withdrawals: stated
Baseline characteristics: symptom scores pre-trial similar both treatment groups
Jadad score: 2

Participants 30 children
Age range: not stated
Inclusion criteria:
"Severe and frequent asthma symptoms which failed to show adequate improvement despite treat-
ment with spasmolytics, cromoglycate and in some cases, corticosteroids"
Exclusion criteria:
Not stated

Interventions BDP:
1.50 mcg 1 pf 3xdaily (150 mcg/d)
2.100 mcg 1 pf 3xdaily (300 mcg/d)

Placebo: 1 pf 3xdaily

Delivery device: MDI

Outcomes FEV1 (% predicted)
Daily asthma symptom score

Notes Reply from author but unable to clarify details concerning method of randomisation.
3 month run-in period during which time all patients received BDP 300 micrograms daily via MDI open-
ly for 3 months.
No numerical data in a form suitable for meta-analysis presented.
Overall finding of a significant reduction in asthma symptoms in BDP treated group compared to
placebo, no difference in spirometry measures.
The study was continued for a further 12 months in an open manner in a smaller group of children who
had been receiving BDP 300 mcg/d to assess effects of treatment on height, weight and adrenal func-
tion and incidence of oral Candiasis.

Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment? Unclear risk B - Unclear
Kerstjens 1994
Methods Setting: The Netherlands, hospital outpatient clinic
Length of intervention period: 18 months
Randomisation: yes, computer generated random number sequence
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Kerstjens 1994 (Continued)

Allocation concealment: yes (randomisation schedule handled by central independent non-affiliated
telephone centre separate from participating centres)

Design: parallel group

Masking: double blind

Excluded: no separate data for asthmatic patients

Withdrawals: stated

Baseline characteristics: no separate data for asthmatic patients

Jadad score: 4

Participants

98 adults: 57M 41F

Inclusion criteria:

Aged 18 to 60 yrs

FEV1 and IVC below predicted normal value

Histamine BHR ( PC20 FEV1 <8mg/ml)

Reversibility to beta-2 agonist

No ICS or cromoglycates use in last four weeks, antihistamines in last six weeks
No separate exclusion criteria

Interventions

BDP: 2 pfs 4xdaily (800mcg/d)+ terbutaline 250mcg 2 pfs 4x daily
Placebo: 2 puffs 4x daily+ terbutaline 250mcg 2 pfs 4x daily

Delivery device: MDI

Outcomes

FEV1 (% predicted)

Histamine BHR (PC20 FEV1)
Morning PEFR

Afternoon PEFR

Diurnal variation in PEFR

Change in asthma symptom score

Notes

Reply from author clarifying method of random order generation and use of allocation concealment.
Raw data for FEV1, bronchial responsiveness to histamine and PEFR for asthmatic subjects provided by
author. Asthma defined by histamine BHR of 8 mg/dL or less and significant reversibility to inhaled be-
ta2 agonist.

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Low risk A - Adequate

Klein 1977

Methods

Setting: USA, hospital outpatient clinic
Length of intervention period: 4 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: crossover, 4 week washout
Masking: double blind

Excluded: not stated

Withdrawals: stated (none)

Baseline characteristics: comparable
Jadad score: 3

Participants

22 children: 19M 3F
Mean age: 11 years
Inclusion criteria:
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Klein 1977 (Continued)

Severe, chronic asthma requiring "round-the-clock" therapy with theophylline, adrenergic agents,
and/or sodium cromoglycate

15% or greater improvement in FEV1 or MEF25-75 after inhaled beta2 agonist

Exclusion criteria:

Patients not clinically stable at start of trial

Interventions BDP: 50 mcg 2 puffs 4xdaily (400 mcg/d)
Placebo: 2 puffs 4xdaily

Delivery device: MDI

Outcomes FEV1
FvC
FEF25-75
Clinic PEFR
Weekly symptom score
Asthma attack score
Additional medication score
8 am serum cortisol
4 pm serum cortisol
Serum cortisol after rapid ACTH test

Notes Reply from author but unable to clarify details concerning method of randomisation.
Itis probable that none of the subjects had been on therapy with either inhaled or oral steroids before
the study (confirmation by author).

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Unclear risk B - Unclear

Kraemer 1987

Methods Setting: Germany hospital outpatient clinic
Length of intervention period: 8 weeks
Randomisation: yes by computer generated random number method (Glaxo Switzerland)
Allocation concealment: yes
Design: parallel group
Masking: double blind
Excluded: not stated
Withdrawals: stated
Baseline characteristics: comparable
Jadad score: 3

Participants 30 children: 14M 16F
Age range: 5to 15 years
Inclusion criteria:
History of wheeze, elevated IgE levels, positive RAST against one or more perennial allergens and re-
versible airways obstruction on pulmonary function tests
Specific airways conductance < 80 (% predicted).
Exclusion criteria:
Symptom free at start of study

Interventions BDP:
1. children <12 years 100mcg/d
2. children > 12 years 200 mcg/d
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Kraemer 1987 (Continued)

Delivery device: Rotahaler DPI

Outcomes % change in FEV1
Lung function via whole body plethysmography
Thoracic gas volume
Specific airway resistance
Specific airway conductance
Carbachol BHR (PD100 Raw)

Notes Reply from author clarifying method of random order generation and use of allocation concealment.
Study also included a sodium cromoglycate treatment arm: results not included.

Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment? Low risk A - Adequate

Lacronique 1991

Methods Setting: multicentre study France, hospital outpatient clinics
Length of intervention period: 12 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group
Masking: double blind
Excluded: stated
Withdrawals: stated
Baseline characteristics: comparable except for distribution of gender within each treatment arm
Jadad score: 3

Participants 124 adults 58 M 66 F
Mean age 52 years
Inclusion criteria:
Diagnosis of asthma (ATS criteria)
Asthmatic for 10 years or longer
Requiring maintenance oral steroids for asthma control
Significant improvement in FEV1 after inhaled salbutamol
Exclusion criteria:
Inhaled steroid treatment in last two months
Co-existent COPD
Smokers

Interventions BDP: 250mcg 1 pf 4x daily (1000mcg/d)
Placebo: 1 pf 4xdaily

Delivery device: MDI

Outcomes Discontinuation of oral prednisolone (number of patients)
Daily dose oral prednisolone
% change in FEV1
PEFR (% predicted)
Daily asthma symptom score

Notes No reply from author to clarify details of randomisation method.
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Lacronique 1991 (Continued)

Risk of bias

Bias

Authors' judgement Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Laviolette 1994

Methods

Setting: Canada, hospital outpatient clinic

Length of intervention period: 6 weeks
Randomisation: yes, computer generated sequence
Allocation concealment: yes

Design: crossover, no washout

Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable

Jadad score: 3

Participants

12 adults: 6M 6F

Inclusion criteria:

Diagnosis of asthma (ATS criteria)

Beta2 agonist use only

Exclusion criteria:

Use of oral steroids in previous 6 months

Interventions

BDP: 50 mcg 2 pfs 2x daily (200mcg/d)
Placebo: 2 pfs 2xdaily

Delivery device: Diskhaler DPI

Outcomes

FEV1

FVC

Morning PEFR

Methacholine BHR (PC20 FEV1)
Daily use beta-2 agonists
Blood eosinophil count

Notes

Reply from author clarifying method of random order generation and use of allocation concealment.
Raw data for FEV1, bronchial responsiveness to methacholine and PEFR provided by authors.
A carryover effect is evident, first period data used only.

Risk of bias

Bias

Authors' judgement Support for judgement

Allocation concealment?

Low risk A - Adequate

Laviolette 1999

Methods

Setting: Multi-center
Length of intervention period:12 to 16 weeks
Randomisation: yes, using a computer-generated schedule

Beclomethasone versus placebo for chronic asthma (Review)
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Laviolette 1999 (continued)

Allocation concealment: yes

Design: parallel group

Masking: double blind

Excluded: stated

Withdrawals: stated

Baseline characteristics: comparable
Jadad score: 4

Participants

642 patients, age >15

Inclusion criteria: None smokers

A history of intermittent or persistent asthma for at least one year

On inhaled corticosteroids for at least 6 weeks before the pre study visit

Exclusion criteria: Respiratory disorders other than asthma Upper respiratory infection within the 3 wk
before the pre study visit Pregnancy

Interventions

1- montelukast 10 mg /day + BDP 200 mcg x 2/day(16 wk)
2- placebo tab + BDP 200mcg x 2/day (16 wk)

3- montelukast 10 mg/day + inhaled placebo (12 wk)

4- placebo tab/day +inhaled placebo (12 wk)

Outcomes FEV1
Morning PEFR Evening PEFR Daytime symptoms score B-agonist use
Notes Missing data has been requested from the author
Risk of bias
Bias Authors' judgement  Support for judgement

Allocation concealment?

Low risk A - Adequate

Lovera 1975

Methods

Setting: Canada, hospital outpatient clinic
Length of intervention period: 6 weeks
Randomisation: yes, using random number table
Allocation concealment: unclear

Design: crossover, no washout

Masking: double blind

Excluded: not stated

Withdrawals: stated (none)

Baseline characteristics: not reported

Jadad score: 4

Participants

21 children/adolescents: 16M 5F

Age range 6 to 20 years

Inclusion criteria:

Diagnosis of asthma

Under consideration for treatment with oral steroids to control asthma
Exclusion criteria:

Current use of oral steroids

Interventions

BDP: 50 mcg 2 pfs 4x daily (400mcg/d)
Placebo: 2 pfs 4 x daily

Delivery device: MDI
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Lovera 1975 (Continued)

Outcomes

Number of symptom free days
Number of wheezing attacks

Hours of wheezing

Medication requirements

Total lung capacity

Expiratory flow at 25% vital capacity
Expiratory flow at 70% TLC

Specific airway conductance

Notes

Reply from authors clarifying method of random order generation but use of allocation concealment

unclear.

First part of paper reports results of non-randomised open study: results not included.

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Maestrelli 1993

Methods

Setting: Italy, hospital outpatient clinic

Length of intervention period: 5 months

Randomisation: yes, method not stated

Allocation concealment: yes

Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable but subjects in BDP group slightly older
Jadad score: 3

Participants

15 adults: 4M 11F

Age range: 21 to 54 years

Inclusion criteria:

Occupational asthma induced by TDI

Methacholine BHR

Exclusion criteria:

Use of ICS in month prior to study or OCS in 2 months prior to study
Smokers

Interventions

BDP: 1mg 2x daily (2000 mcg/d)
Placebo: 2xdaily

Delivery device: MDI

Outcomes Methacholine BHR (PD20 FEV1)

Maximum fall in FEV1 after exposure to TDI

Plasma cortisol following 0.11U/kg Insulin at 120 minutes
Notes Reply from authors confirming use of allocation concealment.

Original data for methacholine BHR and plasma cortisol provided by authors.
Risk of bias
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Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

49



= 3 Cochrane
st g Library

Trusted evidence.
Informed decisions.

Better health. Cochrane Database of Systematic Reviews

Maestrelli 1993 (continued)

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Low risk A - Adequate

Malmstrom 1999

Methods

Setting: multicentre study, Europe, Africa, Australia, central America, south America
Length of intervention period: 12 weeks

Randomisation: yes, method not stated

Allocation concealment: unclear

Masking: double blind, double dummy

Design: parallel group

Excluded: stated

Withdrawals: stated

Baseline characteristics: comparable

Jadad score: 3

Participants

895 patients: 118 M, 182 F
Age range: 15-85 years.

Inclusion criteria:
Patients with at least one year history of asthma

FEV1 between 50% and 85% of predicted value

Increase of at least 15% in absolute FEV1 after inhaled-B-agonists
Daytime asthma score of at least 64 out of possible 336
Daily use of at least one puff of short acting inhaled B-agonist.

Exclusion criteria:

Using inhaled or oral corticosteroids, cromolyn, or nedocromil within the previous 4 weeks

Using long acting B-agonists, antimuscarinics, newly instituted theophylline within the previous 2
weeks. Intermitted use of short acting antihistamines was allowed Immunotherapy was permitted if it
had been started at least 6 months before the initial study with a constant dose.

Interventions

1. Montelukast 10 mg/day(12 weeks)
2. Beclomethasone 200 mcg x2/day (12 weeks)
3. Placebo

Delivery device: spacer

Outcomes FEV1
Daytime asthma symptoms
Nocturnal awakenings
Morning and evening peak expiratory flow rate
Daily use of salbutamol
Notes No reply from the author to clarify method or randomisation
Risk of bias
Bias Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear
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Martin 1974

Methods Setting: New Zealand, hospital outpatient clinic
Length of intervention period: 10 days
Randomisation: yes, method not stated
Allocation concealment: yes (codes retained by pharmacy)
Design: crossover, 1 week washout
Masking: double blind
Excluded: not stated
Withdrawals: stated
Baseline characteristics: no details
Jadad score: 3

Participants 18 adults
Age range: not stated
Inclusion criteria:
Asthmatic patients with FEV1 variability of at least 0.5 L
Exclusion criteria:
none stated

Interventions BDP: 50 mcg 2 pfs 4x daily (400mcg/d)
Placebo: 2 pfs 4xdaily

Delivery device: MDI

Outcomes FEV1
FvVC
Daily asthma symptom score

Notes No numerical data in a form suitable for meta-analysis presented.
Overall finding of a significant reduction in asthma symptoms and a significant improvement in
spirometry in BDP treated group compared to placebo.

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Low risk A - Adequate

Matthys 1998

Methods Setting: multicentre study Germany, hospital outpatient clinic
Length of intervention period: 6 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group
Masking: double blind, double dummy
Excluded: not stated
Withdrawals: stated
Baseline characteristics: comparable
Jadad score: 3

Participants 256 adult patients: 129M 127F
Age range: 18 to 65 years
Inclusion criteria:
Diagnosis of asthma for at least 4 weeks
Moderate severity disease according to GINA criteria
Increase in FEV1 of at least 15% following inhaled beta2 agonist
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Matthys 1998 (Continued)

Using inhaled beta2 agonist for relief of symptoms

No use of inhaled steroids for at least 3 weeks before trial

PEFR 50-80 (% predicted) over last 7 days of 2 week run-in period
Exclusion criteria:

Smoker within last 6 months

Cardiac or pulmonary disease other than asthma

Known hypersensitivity to BDP

Respiratory tract infection within last 4 weeks

Interventions

BDP:
1. 50 mcg 4 pfs 2x daily (400 mcg/d)
2. 100 mcg 2pfs 2xdaily (400 mcg/d)

Placebo: 2 or 4 pfs 2xdaily

Delivery device: HFA propellant MDI

Outcomes

Change in morning PEFR compared to baseline

Change in FEV1 compared to baseline

Daily use of beta2 agonist

% nights free from sleep disturbance

Withdrawal due to asthma exacerbation (number of patients)
Oro-pharyngeal side effects

Notes

Reply from author, request for details of randomisation method forwarded to sponsoring pharmaceuti-

cal company but no reply.

The investigators pool the results for both groups of patients treated with BDP delivered by different

schedules.

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Messerli 1975

Methods

Setting: Switzerland, hospital outpatient clinic
Length of intervention period: 3 weeks
Randomisation: yes, method not stated
Allocation concealment: yes

Design: parallel group

Masking: double blind

Excluded: stated

Withdrawals: stated (none)

Baseline characteristics: comparable

Jadad score: 3

Participants

16 adults: 10M 6F

Age range: 18 to 64 years

Inclusion criteria:

Stable asthma for more than one year

No requirement for oral steroids or corticotrophin treatment in the previous six months
Exclusion criteria:

Not stated

Interventions

BDP: 50 mcg 2 pfs 4x daily (400mcg/d)
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Messerli 1975 (Continued)

Placebo: 2 pfs 4xdaily

Delivery device: MDI

Outcomes

% change in FEV1

% change in VC

% change in clinic PEFR

Blood eosinophil count

8am plasma cortisol

Daily asthma symptom score

daily

Daily beta2 agonist use

Withdrawal due to asthma exacerbation (number of patients)

Notes

No reply from author to clarify method of random order generation.

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Low risk A - Adequate

Nathan 1997

Methods

Setting; USA, hospital outpatient clinic
Length of intervention period: 4 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable
Jadad score: 3

Participants

423 children/adults: 1770M 251F

Age range: 12 to 65 years

Inclusion criteria:

Asthma for at least two years

Increase in FEV1 > 15% after inhaled beta2 agonist
FEV1 50-80 (% predicted)

Regular use of ICS

Exclusion criteria:

Not stated

Interventions

BDP:

1. 42mcg 4 pfs 2x daily (336mcg/d)
2. 84mcg 2 pfs 2xdaily (336mcg/d)
3. 84mcg 8 pfs 2xdaily (1344mcg/d)

Placebo: 8 pfs 4xdaily

Delivery device: MDI

Outcomes

% change FEV1
FvC

Morning PEFR
Evening PEFR

Beclomethasone versus placebo for chronic asthma (Review)
Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

53



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Nathan 1997 (continued)

FEF25-75%

Patient and physician evaluation of symptoms (wheeziness, tightness in chest, shortness of breath and
cough)

Oro-pharyngeal side effects

Notes Reply from author but unable to clarify details concerning method of randomisation.
Risk of bias
Bias Authors' judgement Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Nathan 2001

Methods

Setting: Multicenter, USA

Length of intervention period: 12 weeks
Randomisation: yes, using a computer-genera
ted random code

Allocation concealment: stated

Design: parallel group

Masking: double blind, double-dummy
Excluded: Stated

Withdrawals: stated

Baseline characteristics: comparable
Jadad score: 4

Participants

227 children/adults: 78 M 149 F

Age range: 12 to 75 years

Inclusion criteria: History of asthma at least for the last 6 months Maintenance on prescribed inhaled
glucocorticoids at least 30 days before the study entry

Baseline FEV1 between 60-90% of the normal predicted value Increase in absolute FEV1>12% and ab-
solute volume increase of at least 200 ml within 30 minutes of two inhalations of short acting B2 ago-
nist (albuterol)

Exclusion criteria: Requiring daily nebulized B2-adrenergic agonist

Two events of emergency hospital treatment in the previous 3 months

Requiring intubation for asthma within the last 5 years Clinical evidence of oral candidiasis or other
respiratory diseases other than asthma were also excluded Smoking in the last 6 months pregnant and
breast feeding women were excluded

Women who were using an acceptable methods of birth control were also not enrolled.

Interventions

1-MF-DPI 100 mcgx2day
2-MF-DPI 200 mcg/x2day
3-BDP 168mcgx2day
Placebo

Delivery device: MDI

Outcomes

FEV1

FvC

FEF25-75%

Morning PEFR (L/M)

Wheezing score Breathing difficulty score Cough score B2-agonist daily use
Nocturnal awakening

Notes
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Risk of bias

Trusted evidence.
Informed decisions.
Better health.

Bias

Authors' judgement Support for judgement

Allocation concealment?

Low risk A - Adequate

Nayak 2002

Methods

Setting: USA, multi-centre study

Length of intervention period: 12 weeks

Randomisation: yes, (computer-produced randomisation schedule)
Masking: Double-blind

Study design: parallel-group

Withdrawals: stated

Baseline characteristics: comparable

Jadad score: 4

Participants

353 children, M/F 224/129, age range: 5-12 years. Comorbid Illnesses: rhinitis, contact dermatitis, otitis
media. Withdrawal rate: 15 (BDP 80), 9 (BDP 160), 19 (placebo)

Inclusion criteria:Children aged 5 to 12 years with moderate stable asthma, symptomatic asthma for at
least 6 months before the enrolment, on B-agonist inhaler therapy one puff bid, FEV1between 50-80%
of predicted after withholding short acting beta2-agonist inhaler for 4h, FEV1 >12% after 400 mcg in-
halation of B-agonist.

Exclusion criteria: Any other pulmonary diseases rather than asthma, evidence of immunologic, neo-
plastic, endocrine, hematologic, cardiac, hepatic, renal, GI, neurological and psychiatric abnormalities,
Upper or lower respiratory tract infection within 2 or 4 weeks prior the screening phase or during the
run in period, a history of BDP hypersensitivity, use of injected, oral or inhaled corticosteroids within 6
months, 8 weeks, and 6 weeks, respectively. Use of other asthma therapies was not allowed.

Interventions

1-HFA-BDP 80 mcg/d(n=120), 2-HFA-BDP 160 mcg/d(n=117), 3-Placebo (n=116)

Delivery device: Autohaler breath-actuated device

Outcomes

FEV1(% predicted)

Morning PEF

Daily use of rescue beta2-agonist
Days free from asthma symptoms
Asthma exacerbations

Adverse events
Acute asthma episode
Plasma cortisol levels

Notes

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Low risk A - Adequate

Pennings 1997

Methods

Setting: The Netherlands, hospital outpatient clinic
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Pennings 1997 (Continued)

Length of intervention period: 6 weeks
Randomisation: yes, by computer generated sequence
Allocation concealment : yes

Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: BDP treatment group higher baseline FEV1 than placebo otherwise compara-

ble
Jadad score: 5

Participants

40 adults: 20M 20F

Mean age: 29 (BDP group) 28 (placebo group)

Inclusion criteria:

Asthma as defined by recurrent attacks of dyspnoea and wheezing
Normal bronchial impedance

Histamine BHR (PD20 FEV1 < 8 micromols)

Positive skin test to at least one aero-allergen

Exclusion criteria:

Use of ICS or OCS in last 3 months

Interventions

BDP: 250 mcg 2 pfs 2x daily (1000mcg/d)
Placebo: 2 puffs 2xdaily

Delivery device: MDI

Outcomes FEV1
FEV1 after cold air challenge (IHCA)
IVC after cold air challenge (IHCA)
Bronchial resistance at 8 Hz (R8) during forced oscillation (FOT) after cold air challenge
Frequency dependence of resistance (FD) during FOT after cold air challenge
Reactance at 8 Hz (X8) during FOT after cold air challenge
Resonant frequency (fO) during FOT after cold air challenge
Withdrawal due to asthma exacerbation (number of patients)
Oro-pharyngeal side effects

Notes Reply from author clarifying method of random order generation and use of allocation concealment.
Raw data for all outcomes supplied by authors.

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment?

Low risk A - Adequate

Radha 1975

Methods

Setting: India, hospital inpatients and outpatients
Length of intervention period: 6 weeks
Randomisation: yes, method not stated
Allocation concealment: not stated

Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: not stated

Baseline characteristics: comparable
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Radha 1975 (continued)

Jadad score: 2

Participants 30 children/adults: 16M 14F
Age range: 11to 53 years
Inclusion criteria:
Bronchial asthma without satisfactory relief of symptoms using bronchodilators
Exclusion criteria:
Acute respiratory infection
Use of drugs which would interfere with estimation of plasma cortisol

Interventions BDP: 50mcg 2 pfs 4x daily (400mcg/d)
Placebo: 2 pfs 4xdaily

Delivery device: MDI

Outcomes FEV1 (% predicted)
FvC
Number and severity of asthma exacerbations per week
Plasma cortisol (time not specified)

Notes No reply from author to clarify details of method of randomisation.
Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Unclear risk B - Unclear

Riordan 1974

Methods Setting: UK, hospital outpatient clinic
Length of intervention period: 2 weeks
Randomisation: yes, method not stated
Allocation concealment: not stated
Design: crossover, no washout
Masking: double blind
Excluded: not stated
Withdrawals: not stated
Baseline characteristics: no data for patients randomised to each treatment sequence
Jadad score: 2

Participants 25 children and adults: 8M 17F
Age range: 12-77 years
Inclusion criteria:
Asthma with significant reversibility of airway obstruction
Stable symptoms
Exclusion criteria:
Not stated

Interventions BDP: 50 mcg 2 pfs 4x daily (400 mcg/d)
Placebo: 2 pfs 4xdaily

Delivery device: MDI

Outcomes FEV1
FVC
Beclomethasone versus placebo for chronic asthma (Review) 57
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Riordan 1974 (continued)

Morning PEFR

Evening PEFR

Clinic PEFR

Daily symptom score

Use of additional beta2 agonists

Notes No reply from author to clarify details of method of randomisation.
No numerical data presented in a form suitable for meta-analysis.
Overall finding of significant improvements in PEFR and symptom scores for BDP group compared to
placebo, no difference in spirometry or beta2 agonist use.
Study also included a betamethasone valerate treatment arm: results not considered

Risk of bias
Bias Authors' judgement Support for judgement
Allocation concealment? Unclear risk B - Unclear
Ryan 1985
Methods Setting: Canada, hospital outpatient clinic
Length of intervention period: 4 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: crossover, 2 week washout
Masking: double blind
Excluded: not stated
Withdrawals: stated (none)
Baseline characteristics: comparable
Jadad score: 3
Participants 10 adults: 2M 8F
Age range 22 to 38 years
Inclusion criteria:
Asthma symptoms controlled on bronchodilators alone, no disturbance of sleep
Normal or near normal spirometry
Exclusion criteria:
Not stated
Interventions BDP: 50 mcg 4 pfs 2x daily (400 mcg/d)
Placebo: 4 pfs 2xdaily
Delivery device: MDI
Outcomes FEV1
Histamine BHR (PC20 FEV1)
Notes No reply from author to clarify details of method of randomisation.
Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment? Unclear risk B - Unclear
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Salmeron 1989

Methods

Setting: multicentre study France, hospital outpatient clinics
Length of intervention period: 8 weeks

Randomised: yes, method not stated

Allocation concealment: unclear

Design: parallel group

Masking: double blind

Excluded: stated

Withdrawals: stated

Baseline characteristics: comparable

Jadad score: 3

Participants

43 adults

Mean age: 49 (BDP group) 44 (placebo group)

Inclusion criteria:

One or more asthma attacks during observation period

FEV1 < 80 (% predicted) that improved by at least 20% following 2 week course oral prednisolone in
run-in period

Exclusion criteria:

OCS dependency

Interventions

BDP: 250 mcg 2 pfs 3x daily (1500 mcg/d)
Placebo: 2 pfs 3xdaily

Delivery device: MDI

Outcomes FEV1
FvVC
Clinic PEFR
Daily asthma symptom score
Withdrawal due to asthma exacerbation (number of patients)
Notes No reply from author to clarify details of method of randomisation.
Study included an initial 2 weeks period during which all patients received 800mcg salbutamol and
20mg theophylline per day followed by a 2 week course of oral prednisolone (0.5mg/kg/per day).
Risk of bias
Bias Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Simons 1997

Methods

Setting: multicentre study Canada, hospital outpatient clinics

Length of intervention period: 12 months

Randomisation: yes, computer generated sequence

Allocation concealment: yes (off site body generated list, with coded schedules)
Design: parallel group

Masking: double blind

Excluded: stated

Withdrawals: stated

Baseline characteristics: comparable

Jadad score: 4
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Simons 1997 (Continued)

Participants

241 children: 140M 101F

Age range: 6 to 14 years

Inclusion criteria:

Children with clinically stable asthma (not otherwise defined)

No more than 1 month of treatment with corticosteroids for asthma in past
No inhaled or oral corticosteroid treatment within last 3 months

FEV1>70 (% predicted)

10% or greater increase in FEV1 after inhaled beta2 agonist

Methacholine BHR (PC20 FEV1 < 8mg/ml)

Exclusion criteria:

Emergency dept attendance or hospital admission due to asthma exacerbation within last 3 months
History of life-threatening asthma

History of adverse reaction to study medications

Interventions

BDP: 200 mcg 2x daily (400 mcg/d)
Placebo: 2xdaily

Delivery device: Diskhaler DPI

Outcomes

Methacholine BHR (PC20 FEV1)

FEV1 (% predicted)

FEV1

FvC

FEF 25, FEF 50, FEF 75, FEF25-75

Morning PEFR

Evening PEFR

Clinic PEFR

Rescue beta2 agonist not required (% of children)
Waking at night (% of nights)

No school missed because of asthma (% of children)
Waking at night (% of nights)

Activities affected by asthma (% of days)

Height assessment

Blood eosinophil count

Withdrawal due to asthma exacerbation (number of patients)

Notes

Reply from author clarifying method of random order generation and use of allocation concealment.
Exacerbation of asthma defined as the presence of symptoms despite study medication and the use of
albuterol as rescue medication.

If an exacerbation occurred, children were treated with oral prednisolone 1mg/kg for 5 to 7 days.

If symptoms still not controlled children were withdrawn.

Also withdrawn if :

More than 1 course prednisolone required in month or 4 in year or:

Hospitalization for asthma required

Non-parametric tests used to compare symptom outcomes

Salmeterol treatment arm: results not included

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Low risk A - Adequate

Smith 1973a
Methods Setting: UK, hospital outpatient clinic
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Smith 1973a (continued)

Length of intervention period: 4 weeks

Randomisation: yes, method not stated

Allocation concealment: unclear

Design: crossover, no washout

Masking: first 8 patients randomised - single blind (patient blinded), remaining 12 patients double
blind

Excluded: not stated

Withdrawals: stated (none)

Baseline characteristics: no details

Jadad score: 3

Participants

20 adults: 7TM 13F

Age range: 19 to 54 years

Inclusion criteria:

Asthma inadequately controlled by bronchodilator therapy, disodium cromoglycate or hyposensitiza-
tion

Exclusion criteria:

Not stated

Interventions

BDP: 50 mcg 2 pfs 4x daily (400 mcg/d), MDI
Placebo: 2 pfs 4xdaily, MDI

Outcomes Daily beta2 agonist use
Wheezing episodes per day
Daily PEFR
Plasma cortisol
Plasma cortisol post tetracosactrin
Notes No reply from author to clarify details of method of randomisation.
No numerical data presented in a form suitable for meta-analysis.
Risk of bias
Bias Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Smith 1973b

Methods

Setting: UK, hospital outpatient clinic

Length of intervention period: 2 weeks

Randomisation: yes, method not stated

Allocation concealment: not stated

Design: crossover, no washout

Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: not stated regarding baseline spirometry or doses of oral steroids used
Jadad score: 3

Participants

40 children/adults: 26M 14F

Age range: 5 to 20 years

Inclusion criteria:

Asthma requiring maintenance OCS for control
Exclusion criteria:

Not stated
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Smith 1973b (continued)

Interventions BDP: 50 mcg 2 pfs 4x daily (400/d)
Placebo: 2 pfs 4xdaily

Delivery device: MDI

Outcomes % change in FEV1
Patient preference for BDP
Physician preference for BDP
Daily asthma symptom score

Notes No reply from author to clarify details of method of randomisation.
No details of patient baseline characteristics in terms of spirometry or doses of oral steroids used.
No details regarding criteria used by physicians to assess which treatment was "better".

Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment? Unclear risk B - Unclear

Toogood 1977

Methods Setting: Canada, hospital outpatient clinic
Length of intervention period: see interventions
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: non-randomised dose escalation followed by randomised crossover
Masking: double blind
Excluded: not stated
Withdrawals: not stated
Baseline characteristics: comparable
Jadad score: 2

Participants 34 adults: 17M 17F
Mean age: 45 years
Inclusion criteria:
0OCS dependent chronic asthma
Poorly controlled despite oral steroids
Exclusion criteria:
Maintenance oral steroid therapy for less than one year

Interventions Inital 8 week treatment period during which all patients received BDP in escalating doses every 2
weeks; initially receiving 200 mcg daily, up to 1600 mcg daily
Double blind crossover phase: BDP 1600mcg daily for 4 weeks or placebo for 4 weeks

Outcomes Arterial oxygen tension
RV
vC
MMFR
DLCO
Low PEFR of day
High PEFR of the day
Asthma disability score: Attack frequency, mean severity of attacks, asthma hours, longest attack of
the day, bronchodilator tablets, inhaler doses, days of asthma, days of total disability.
Illness score by patient
Illness score by physician
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Toogood 1977 (Continued)

Asthma disability score by patient
Asthma disability score by physician

Notes Unique trial design.
No attempt was made to reduce oral prednisolone dose at any stage of the study.
Placebo treated patients experienced significantly more symptoms compared to BDP group; results for
other outcomes during randomised phase of trial unclear.

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Trigg 1994

Methods

Setting: UK, hospital outpatient clinic
Length of intervention period: 4 months
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable
Jadad score: 3

Participants

25 adults

Age range: 18 to 45 years

Inclusion criteria:

FEV1>60 (% predicted)

Histamine BHR (PC20 FEV1 <2mg/ml)
Exclusion criteria:

Smokers

Respiratory tract infection

Other systemic disease

Interventions

BDP: 250 mcg 2 pfs 2x daily (1000mcg/d)
Placebo: 2 puffs 2xdaily

Delivery device: MDI+spacer

Outcomes Change in FEV1 compared to baseline
Histamine BHR (PC20 FEV1)
Bronchial biopsy
Withdrawal due to asthma exacerbation (number of patients)
Notes No reply from author to clarify details of method of randomisation.
Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment? Unclear risk B - Unclear
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Turner 1998

Methods

Setting: Canada, primary care and hospital outpatient clinic

Length of intervention period: 3 weeks

Randomisation: yes, computer generated list sequence

Allocation concealment: yes (list generated off-site and administered by pharmacist)
Design: parallel group

Masking: double blind

Excluded: stated

Withdrawals: stated

Baseline characteristics: comparable

Jadad score: 5

Participants

34 adults: 12M 22F

Mean age: 36 (BDP group) 38 (placebo group)

Inclusion criteria:

Asthma as defined by episodic wheezing, chest tightness and/or breathlessness and either FEV1 <70
(% predicted) or FEV1/FVC ratio < 70 (% predicted) with 15% or greater increase in FEV1 after inhaled
beta2 agonist or

Methacholine BHR (PC20 FEV1 < 8mg/ml)

AND

Mild exacerbation of asthma as defined by a history of increasing symptoms for at least 2 weeks that
were not spontaneously improving and/or and increased need for an inhaled beta2 agonist.

AND

Sputum eosinophilia at least 4% (normal 2% or less)

All patient on treatment with as required beta2 agonist.

Exclusion criteria:

ICS (BDP or BUD) > 1000 mcg daily

Exacerbation of asthma requiring oral prednisolone, A and E attendance or hospital admission in the
previous 3 months

Interventions

BDP: 250 mcg 2 pfs 2x daily (1000 mcg/d)
Placebo: 2 puffs 2 x daily

Delivery device: MDI+spacer

Outcomes FEV1
Morning PEFR
Diurnal variation in PEFR
Daytime asthma symptom score
Daytime use of beta2 agonists
Sputum eosinophil count
Blood eosinophil count
Serum ECP
Withdrawal due to asthma exacerbation (number of patients)

Notes Patients continued their pre-study treatment during study, including any inhaled steroid.
Withdrawal criteria included worsening of asthma symptoms requiring increased short-acting beta2
agonists of 8 or more puffs daily, if nocturnal symptoms disturbed sleep or if post-bronchodilator FEV1
fell by more than 10% below baseline value.
Salmeterol treatment arm: results not included.

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Low risk A - Adequate
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Vatrella 1996

Methods

Setting: Italy, hospital outpatient clinic
Length of intervention period: 5 months
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group

Masking: double blind

Excluded: unclear

Withdrawals: stated (none)

Baseline characteristics: comparable
Jadad score: 3

Participants

20 adults: 8M 12F

Age range 20 to 47years

Inclusion criteria:

Positive skin prick test to Parietaria

Seasonal onset of asthma symptoms during pollen season
FEV1 >80 (% predicted)

Methacholine BHR

None or minimal asthma symptoms outside asthma season
Exclusion criteria:

ICS use

Smokers

Respiratory tract infection

Interventions

BDP: 250 mcg 2pfs 2x daily (1000mcg/d)
Placebo: 2 puffs 2xdaily

Delivery device: MDI

Outcomes

FEV1 (% predicted)

Clinic PEFR (% predicted)
Methacholine BHR (PD20 FEV1)
Daytime asthma symptom score
Daily beta2 agonist use

Blood eosinophil count

Serum ECP level

Notes

No reply from author to clarify details of method of randomisation.

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Vilsvik 1974

Methods

Setting: Norway, hospital outpatient clinic
Length of intervention period: 3 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear

Design: crossover, no washout

Masking: double blind

Excluded: stated
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Vilsvik 1974 (continued)

Withdrawals: not stated
Baseline characteristics: comparable
Jadad score: 2

Participants

27 adults: 18M 9F

Age range: 23 to 74 years

Inclusion criteria:

Asthmatic patients dependent on OCS able to successfully transfer to inhaled BDP during an initial
open study

Exclusion criteria:

Not stated

Interventions

BDP: 100mcg 1 pf 4x daily (400mcg/d)
Placebo: 1pf 4xdaily

Delivery device: MDI

Outcomes FEV1
MEFR
Clinic PEFR
Plasma cortisol (no time defined)
Blood eosinophil count
Notes No reply from author to clarify details of method of randomisation.
First part of study was an open study to determine which patients could successfully reduce their oral
steroid intake by using supplemental BDP.
Risk of bias
Bias Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Vogt 1976

Methods

Setting: USA, hospital outpatient clinic

Length of intervention period: 4 weeks

Randomisation: yes, method not stated

Allocation concealment: unclear

Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: stated

Baseline characteristics: comparable (but no data to support)
Jadad score: 3

Participants

93 adolescents/adults: 33M 60F

Age range: 14 to 65 years

Inclusion criteria:

Patients with reversible airways disease (not further defined) requiring continuous use of inhaled
bronchodilators, but not requiring oral steroids

15% or greater improvement in FEV1 following inhaled isoproteronol

Exclusion criteria:

Not stated

Interventions

BDP: 100 mcg 2 pfs 4x daily (800mcg/d)
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Vogt 1976 (Continued)

Placebo: 2 pfs 4xdaily

Delivery device: MDI

Outcomes

FEV1

FvVC

FEF25to 75

8 am plasma cortisol

Extent of symptom relief score

Aerosol evaluation score physicians and patients

Withdrawal due to asthma exacerbation (number of patients)
Oro-pharyngeal side effects

Notes

Reply from author but unable to clarify method use of allocation concealment.

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Wang 1994

Methods

Setting: UK, hospital outpatient clinic
Length of intervention period: 4 months
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: not stated

Baseline characteristics: comparable
Jadad score: 2

Participants

25 adults 7M 18F

Age range: 18 to 45 years

Inclusion criteria:

Patients with mild asthma (not further defined)

FEV1>60 (% predicted)

Exclusion criteria:

Use of ICS, nedocromil or sodium cromoglycate within last 6 months

Interventions

BDP: 250 mcg 2pfs 2x daily (1000mcg/d)
Placebo: 2 pfs 2xdaily

Delivery device: MDI

Outcomes FEV1
Methacholine BHR (PC20 FEV1)
Bronchial biopsy:
% GM-CSF expression in bronchial epithelium
% GM-CSF expression in bronchial epithelium
Eosinophils per mm2 bronchial epithelium
Notes No reply from author to clarify details of method of randomisation.
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Wang 1994 (Continued)

Standard deviation values for methacholine bronchial responsiveness (log 10 PC20 FEV1) have been
calculated as a weighted average using the two other studies that report this outcome.

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Unclear risk B - Unclear

Webb 1977

Methods Setting: USA, hospital outpatient clinic
Length of intervention period: 12 weeks
Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group
Masking: double blind
Excluded: no details
Withdrawals: stated (none)
Baseline characteristics: comparable
Jadad score: 3

Participants 30 adults: 17M 13F
Mean age: 50 (BDP group) 55 (placebo group)
Inclusion criteria:
At least six months treatment with prednisolone 5-20mg daily equivalent
Improvement in FEV1 by at least 15% following inhaled isoproteronol
Exclusion criteria:
Significant co-existent disease

Interventions BDP: 50mcg 2 pfs 4x daily (400mcg/d)
Placebo: 2 pfs 4xdaily

Delivery device: MDI

Outcomes Daily dose oral prednisolone
No patients discontinuing prednisolone
FEV1
FVC
Morning plasma cortisol
Plasma cortisol post metyrapone

Notes No reply from author to clarify details of method of randomisation.

Risk of bias

Bias Authors' judgement Support for judgement

Allocation concealment? Unclear risk B - Unclear

Wiebicke 1990

Methods Setting: Germany, hospital outpatient clinic
Length of intervention period: 3 weeks
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Wiebicke 1990 (continued)

Randomisation: yes, method not stated
Allocation concealment: unclear
Design: parallel group

Masking: double blind

Excluded: not stated

Withdrawals: stated (none)

Baseline characteristics: comparable
Jadad score: 3

Participants

25 adults: 14M 11F

Age range: 18 to 41 years

Inclusion criteria:

Mild asthma (not further defined) not requiring regular medication
FEV1>75 (% predicted)

Non smokers

Methacholine and histamine BHR (PC100 Sraw < 8.0mg/ml).
Exclusion criteria:

Respiratory tract infection in last 6 weeks

Interventions

BDP: 250 mcg 2 pfs 4x daily (2000 mcg/d)
Placebo: 2 pfs 4xdaily

Delivery device: MDI+spacer

Outcomes Histamine BHR (PC100SRaw)
Methacholine BHR (PC100SRaw)
Bronchial responsiveness to isocapnic hyperventilation (PV75SRaw)
Bronchial responsiveness to isocapnic SO2 hyperventilation (PV75Sraw)
Specific airway resistance
Notes No reply from author to clarify details of method of randomisation.
Risk of bias
Bias Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

ATS: American Thoracic Society; BDP: beclomethasone dipropionate; BHR: bronchial hyper-responsiveness; BUD: budesonide; DLCO:
carbon monoxide diffusing capacity; DPI: dry powder inhaler; ECP: eosinophil cationic protein; FEV1: forced expired volume in one second;
FEF25-75: forced expiratory flow at 25 to 75% of FVC; FEF25: maximal expiratory flow at 25% of FVC; FEF50: maximal expiratory flow at 50%
of FVC; FEF 75: maximal expiratory flow at 75% of FVC; FVC: forced vital capacity; GINA: Global Initiative for Asthma; GM-CSF: granulocyte-
macrophage colony stimulating factor; ICS: inhaled corticosteroid; IGF-1: insulin-like growth factor; MDI: metered dose inhaler; MMFR:
maximum mid-expiratory flow rate; OCS: oral corticosteroid; PC100 SRaw: concentration of inhalant necessary to increase SRaw by 100%;
PC20 FEV1: concentration of inhalant required to produce a 20% fall in FEV1; PD100 Raw: dose of inhalant necessary to increase Raw by
100%; PD20 FEV1: dose of inhalant required to produce a 20% fallin FEV1; PDGF: platelet derived growth factor; PEFR: peak expiratory flow

rate; PV75 SRaw: provocative ventilation necessary to increase SRaw by 75%; Raw: airway resistance

RV: residual volume; SRaw: specific airway resistance; SO2: sulphur dioxide; TDI: toluene diisocyanate; TGF-1beta: transforming growth
factor one beta; TLC: total lung capacity; VC: vital capacity

Characteristics of excluded studies [ordered by study ID]

Study

Reason for exclusion

Apold 1975

No placebo treatment arm
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Study Reason for exclusion

Baba 2002 Clinical controlled trial

Bentley 1996 Single dose study

Bonnaud 1991 Not an RCT

Burge 1982 Not an RCT

Chang 1998 Study concerned specifically with recurrent cough.

Choovoravech 1977

No placebo comparison group

Cockcroft

Patients were not randomised to a placebo arm at the start of the study

Del Bufalo 1989

No placebo arm included

Douay 1976

RCT (crossover) - excluded due to inadequate duration (3 weeks).

Doull 1995a

Study concerned specifically with recurrent (viral-induced) wheeze in childhood, as opposed to
asthma

Emel'ionov 1995

Not an RCT

Francia 1994

Not an RCT

Harrison 1999

Intervention period for 2 weeks (EXCLUDED ACCORDING TO NEW REVIEW ENTRY CRITERIA)

Harvald 1976

Notan RCT

Hoshino 1999

Not an RCT

Huang 1993

Study in infants

Juniper 2002

RCT, comparing 800 mcg/day HFA-BDP with 1600 mcg/day CFC-BDP

Kaptein 1993

Notan RCT

Konig 1974 Study not an RCT (confirmed after communication with authors)
Malo 1996 Not an RCT
Menz 1986 Not an RCT
Michel 1977 Not an RCT
Nakajima 1979 Not an RCT

Nielsen 1999

Salmeterol Versus placebo on asthmatic patients already receiving inhaled beclomethasone

Nizankowska 1989

No placebo group

Noonan 2001

Open-label trial

Patakas 1978

Not an RCT (confirmation after contact with author)
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Study

Reason for exclusion

Pizzichini 1996

Single dose study

Richards 1978

The dose of beclomethasone used is not stated

Rodriguez 1986

Not an RCT

Rohdewald 1992

Notan RCT

Ronchetti 1976

Study in infants

Ruff 1977

Not an RCT

Sidel'nikov 1985

Not an RCT (excluded following Russian translation)

Sil'vestrov 1983

Not an RCT (excluded following Russian translation)

Silkoff 2001 Not an RCT

Stick 1995 Study concerned with infant population
Storr 1986 Nebuliser delivery device

Webb 1986 Nebuliser delivery device

Yuksel 1992 Study in infants

DATA AND ANALYSES

Comparison 1. CFC-BDP versus Placebo, not on oral steroids: 400 mcg/d or less

Outcome or subgroup

No. of studies

No. of partici-

Statistical method

Effect size

title pants

1FEV1 (L) and FEV1 (% 4 257 Std. Mean Difference (IV, Fixed, 95% Cl)  0.38 [0.14, 0.63]
predicted) combined

1.1 Children 0 0 Std. Mean Difference (IV, Fixed, 95% Cl) 0.0 [0.0, 0.0]

1.2 Adults 3 229 Std. Mean Difference (IV, Fixed, 95% Cl)  0.41[0.14, 0.67]
1.3 Children and Adults 1 28 Std. Mean Difference (IV, Fixed, 95% Cl)  0.21[-0.54, 0.95]
2 Change in FEV1(L/min) 2 370 Mean Difference (IV, Fixed, 95% Cl) 0.36 [0.26, 0.46]
2.1 Children 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2.2 Adults 1 256 Mean Difference (IV, Fixed, 95% Cl) 0.40[0.26, 0.54]
2.3 Children and Adults 1 114 Mean Difference (IV, Fixed, 95% Cl) 0.32[0.18, 0.46]
3 Change in FEV1 (%) 2 756 Mean Difference (IV, Fixed, 95% Cl) 12.41[8.18, 16.64]
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Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

3.1 Children 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3.2 Adults 2 756 Mean Difference (IV, Fixed, 95% Cl) 12.41[8.18, 16.64]
3.3 Children and Adults 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4 FVC (L) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
4.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4.3 Children and Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

5 Changein FVC (L) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
5.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5.3 Children and Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

6 Change in morning PEF 3 878 Mean Difference (IV, Fixed, 95% Cl) 35.95[27.85, 44.04]
(L/min)

6.1 Children 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

6.2 Adults 2 764 Mean Difference (IV, Fixed, 95% Cl) 35.09[26.29, 43.88]
6.3 Children and Adults 1 114 Mean Difference (IV, Fixed, 95% Cl) 40.7 [20.05, 61.35]
7 Morning PEF (L/min) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
7.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

8 Change in evening PEF 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
(L/min)

8.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

8.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

8.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
9FEF25to 75 (L/second) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
9.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

9.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
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Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

9.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

10 Change in FEF 25-75% 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
(L/second)

10.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

10.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

10.3 Children and Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

11 Weekly asthma symp- 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
tom score

11.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

11.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

11.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

12 Methacholine 3 51 Std. Mean Difference (IV, Fixed, 95% Cl)  0.53[-0.04, 1.10]
bronchial responsiveness

(log10 PC20 FEV1)

12.1 Children 2 35 Std. Mean Difference (IV, Fixed, 95% Cl)  0.64 [-0.05, 1.33]
12.2 Adults 1 16 Std. Mean Difference (IV, Fixed, 95% Cl)  0.30[-0.69, 1.29]
12.3 Children and Adults 0 0 Std. Mean Difference (IV, Fixed, 95% Cl) 0.0 [0.0, 0.0]

13 Daily use of beta-2ag- 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
onist (puffs/day)

13.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

13.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

13.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

14 Change in daily use 2 622 Mean Difference (IV, Fixed, 95% Cl) -2.32[-2.55,-2.09]
of beta-2 agonist (puffs/

day)

14.1 Children 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

14.2 Adults 1 508 Mean Difference (IV, Fixed, 95% Cl) -2.32[-2.55,-2.09]
14.3 Children and adults 1 114 Mean Difference (IV, Fixed, 95% Cl) -2.36 [-3.41,-1.31]
15 Nights without sleep 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
disturbance due to asth-

ma symptoms (%)

15.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
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15.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

15.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

16 Change in nocturnal 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
awakenings (nights/wk)

16.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

16.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

16.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

17 Change in daily asth- 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
ma symptoms score

17.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

17.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

17.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

18 Change in cough score 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
18.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

18.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

18.3 Children and Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

19 Change in wheezing 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
score

19.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

19.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

19.3 Children and Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

20 Change in breathing 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
difficulty score

20.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

20.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

20.3 Children and Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

21 Change in eosinophil 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
count (cells x 103/micL)

21.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

21.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Beclomethasone versus placebo for chronic asthma (Review)
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21.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

22 Total withdrawals 2 756 Risk Ratio (M-H, Fixed, 95% Cl) 0.45[0.30, 0.68]
22.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
22.2 Adults 2 756 Risk Ratio (M-H, Fixed, 95% Cl) 0.45 [0.30, 0.68]
22.3 Children and Adults 0 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]

23 Withdrawals due to 2 622 Risk Ratio (M-H, Fixed, 95% CI) 0.44[0.19, 1.06]
adverse effects

23.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]
23.2 Adults 1 508 Risk Ratio (M-H, Fixed, 95% CI) 0.47[0.16, 1.32]
23.3 Children and Adults 1 114 Risk Ratio (M-H, Fixed, 95% Cl) 0.4 [0.08, 1.98]
24 Withdrawals due to 9 928 Risk Ratio (M-H, Fixed, 95% CI) 0.29[0.18, 0.48]
asthma exacerbations

24.1 Children 3 201 Risk Ratio (M-H, Fixed, 95% Cl) 0.30[0.12,0.71]
24.2 Adults 4 480 Risk Ratio (M-H, Fixed, 95% Cl) 0.41[0.15,1.11]
24.3 Children and Adults 2 247 Risk Ratio (M-H, Fixed, 95% Cl) 0.25[0.12,0.51]
25 Numbe of participants 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
with asthma attacks

25.1 Children 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0, 0.0]
25.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]
25.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

26 Worsening asthma 2 756 Risk Ratio (M-H, Fixed, 95% Cl) 0.49[0.38, 0.63]
26.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]
26.2 Adults 2 756 Risk Ratio (M-H, Fixed, 95% Cl) 0.49[0.38,0.63]
26.3 Children and Adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

27 Influenza 2 756 Risk Ratio (M-H, Fixed, 95% Cl) 1.46[0.77, 2.77]
27.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]
27.2 Adults 2 756 Risk Ratio (M-H, Fixed, 95% CI) 1.46 [0.77, 2.77]
27.3 Children and Adults 0 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0, 0.0]

28 Oral candidiasis 2 259 Risk Ratio (M-H, Fixed, 95% Cl) 3.75[0.62, 22.57]
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28.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0, 0.0]

28.2 Adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

28.3 Children and Adults 2 259 Risk Ratio (M-H, Fixed, 95% Cl) 3.75[0.62, 22.57]
29 Pharyngitis 3 507 Risk Ratio (M-H, Fixed, 95% Cl) 1.27[0.48, 3.37]
29.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]

29.2 Adults 1 248 Risk Ratio (M-H, Fixed, 95% Cl) 1.92[0.46, 8.07]
29.3 Children and Adults 2 259 Risk Ratio (M-H, Fixed, 95% Cl) 0.80[0.20, 3.16]

30 Dysphonia 2 259 Risk Ratio (M-H, Fixed, 95% CI) 1.70[0.23, 12.80]
30.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

30.2 Adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

30.3 Children and Adults 2 259 Risk Ratio (M-H, Fixed, 95% CI) 1.70[0.23, 12.80]
31 Dyspepsia 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
31.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

31.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

31.3 Children and Adults 1 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0, 0.0]

32 Cough 2 393 Risk Ratio (M-H, Fixed, 95% Cl) 0.34[0.09, 1.22]
32.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

32.2 Adults 1 248 Risk Ratio (M-H, Fixed, 95% Cl) 0.41[0.10, 1.62]
32.3 Children and Adults 1 145 Risk Ratio (M-H, Fixed, 95% CI) 0.21[0.01, 4.27]

34 Fatigue 1 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected
34.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

34.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

34.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

35 Nausea 1 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected
35.1 Children 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0, 0.0]

35.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

35.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
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36 Bronchitis 1 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected
36.1 Children 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]

36.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

36.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

37 Sinustis 1 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected
37.1 Children 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0, 0.0]

37.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

37.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

38 Rash 1 Risk Ratio (M-H, Fixed, 95% Cl) Subtotals only
38.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]

38.2 Adults 1 248 Risk Ratio (M-H, Fixed, 95% Cl) 0.24[0.05, 1.15]
38.3 Children and Adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

40 Oropharyngeal side 4 997 Odds Ratio (M-H, Fixed, 95% Cl) 1.4410.81, 2.56]
effects

40.1 Children 0 0 0Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

40.2 Adults 4 997 0Odds Ratio (M-H, Fixed, 95% Cl) 1.44[0.81, 2.56]
40.3 Children and Adults 0 0 0Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

41 Headache 4 1015 Risk Ratio (M-H, Fixed, 95% Cl) 1.27[0.91, 1.78]
41.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

41.2 Adults 2 756 Risk Ratio (M-H, Fixed, 95% Cl) 1.30[0.92, 1.83]
41.3 Children and Adults 2 259 Risk Ratio (M-H, Fixed, 95% CI) 1.03[0.30, 3.48]

42 Upper respiratory 2 756 Risk Ratio (M-H, Fixed, 95% Cl) 1.10[0.81, 1.49]
tract infection side ef-

fects

42.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

42.2 Adults 2 756 Risk Ratio (M-H, Fixed, 95% Cl) 1.10[0.81, 1.49]
42.3 Children and Adults 0 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]

43 Alanine aminotrans- 1 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected

ferase (ALT) > normal up-
per limit

Beclomethasone versus placebo for chronic asthma (Review)
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43.1 Children 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0, 0.0]
43.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
43.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
44 Alanine aminotrans- 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
ferase (ALT) > 3 times of
upper limit of normal
44.1 Children 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]
44.2 Adults 1 Risk Ratio (M-H, Fixed, 95% ClI) 0.0[0.0,0.0]
44.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
45 Asparate amibotrans- 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
ferase (AST) >upper nor-
mal limit
45.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
45.2 Adults 1 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]
45.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0, 0.0]
46 Aspartate aminotrans- 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
ferase (AST) >3 times up-
per normal limit
46.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
46.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
46.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0, 0.0]
Analysis 1.1. Comparison 1 CFC-BDP versus Placebo, not on oral steroids:
400 mcg/d or less, Outcome 1 FEV1 (L) and FEV1 (% predicted) combined.
Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% CI
1.1.1 Children
Subtotal *** 0 (1] Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.1.2 Adults
Bel 1990 8  94.4(16.4) 8  88.1(17.5) + D 626% 0.35[-0.64,1.34]
Bronsky 1998 102 2.9(0.7) 87 2.5(0.9) —— 73.33% 0.41[0.12,0.7]
Fahy 1998 12 3.3(0.9) 12 2.9 (1.1) + D) 037% 0.38[-0.42,1.19]
Favours Placebo 0.5 0 0.5 1 Favours CFC-BDP
Beclomethasone versus placebo for chronic asthma (Review) 78
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Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Subtotal *** 122 107 i 88.96% 0.41[0.14,0.67]

Heterogeneity: Tau?=0; Chi?=0.02, df=2(P=0.99); 1>=0%
Test for overall effect: Z=3.03(P=0)

1.1.3 Children and Adults
Radha 1975 13 63.2 (11.7) 15 60.2 (15) + 11.04% 0.21[-0.54,0.95]
Subtotal *** 13 15 ———ee N 11.04% 0.21[-0.54,0.95]
Heterogeneity: Not applicable

Test for overall effect: Z=0.55(P=0.58)

Total *** 135 122 - 100% 0.38[0.14,0.63]
Heterogeneity: Tau?=0; Chi*=0.26, df=3(P=0.97); 1>=0%

Test for overall effect: Z=3.04(P=0)

Test for subgroup differences: Chi*=0.24, df=1 (P=0.62), 1>=0%

Favours Placebo -1 0.5 0 0.5 1 Favours CFC-BDP

Analysis 1.2. Comparison 1 CFC-BDP versus Placebo, not on oral
steroids: 400 mcg/d or less, Outcome 2 Change in FEV1(L/min).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
1.2.1 Children
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.2.2 Adults
Matthys 1998 171 0.3(0.5) 85 -0.1(0.5) —B— 50.6% 0.4[0.26,0.54]
Subtotal *** 171 85 S 50.6% 0.4[0.26,0.54]
Heterogeneity: Tau?=0; Chi?=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=5.69(P<0.0001)
1.2.3 Children and Adults
Nathan 2001 57 0.1(0.4) 57 -0.2(0.4) —B— 49.4% 0.32[0.18,0.46]
Subtotal *** 57 57 - 49.4% 0.32[0.18,0.46]
Heterogeneity: Not applicable
Test for overall effect: Z=4.5(P<0.0001)
Total *** 228 142 L 2 100% 0.36[0.26,0.46]
Heterogeneity: Tau?=0; Chi*=0.64, df=1(P=0.42); 1>=0%
Test for overall effect: Z=7.2(P<0.0001)
Test for subgroup differences: Chi*=0.64, df=1 (P=0.42), 1>=0%
Favours Placebo -1 -0.5 0 0.5 1 Favours CFC-BDP
Beclomethasone versus placebo for chronic asthma (Review) 79
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Analysis 1.3. Comparison 1 CFC-BDP versus Placebo, not on
oral steroids: 400 mcg/d or less, Outcome 3 Change in FEV1 (%).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
1.3.1 Children
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.3.2 Adults
Laviolette 1999 200 0.5(14.4) 48 -12 (42.3) — 12.2% 12.48[0.36,24.6]
Malmstrom 1999 251 13.1(27.7) 257 0.7 (24.1) . 87.8% 12.4(7.88,16.92]
Subtotal *** 451 305 ¢ 100% 12.41[8.18,16.64]
Heterogeneity: Tau?=0; Chi*=0, df=1(P=0.99); 1>=0%
Test for overall effect: Z=5.75(P<0.0001)
1.3.3 Children and Adults
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 451 305 ¢ 100% 12.41[8.18,16.64]

Heterogeneity: Tau?=0; Chi*=0, df=1(P=0.99); 1>=0%
Test for overall effect: Z=5.75(P<0.0001)

Test for subgroup differences: Not applicable

Favours Placebo

-100

-50

50

100 Favours CFC-BDP

Analysis 1.4. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400 mcg/d or less, Outcome 4 FVC (L).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
1.4.1 Children
1.4.2 Adults
1.4.3 Children and Adults
Radha 1975 13 15 -2.8(0.9) -0.28[-1.03,0.47]

Favours CFC-BDP

EEY N

0.5 1 Favours Placebo

Analysis 1.5. Comparison 1 CFC-BDP versus Placebo, not on
oral steroids: 400 mcg/d or less, Outcome 5 Change in FVC (L).

Study or subgroup

CFC-BDP
N Mean(SD)

Placebo

N Mean(SD)

Mean Difference
Fixed, 95% CI

Mean Difference
Fixed, 95% CI

1.5.1 Children

1.5.2 Adults

Favours Placebo

-4

2 4 Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
1.5.3 Children and Adults
Nathan 2001 57 0.2(0.5) 57 -0.2(0.5) -+ 0.39[0.22,0.56]
Favours Placebo 4 2 0 2 4 Favours CFC-BDP
Analysis 1.6. Comparison 1 CFC-BDP versus Placebo, not on oral
steroids: 400 mcg/d or less, Outcome 6 Change in morning PEF (L/min).
Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

1.6.1 Children
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.6.2 Adults
Malmstrom 1999 251 39.1(65.7) 257 0.8 (63.5) - 51.86% 38.3[27.06,49.54]
Matthys 1998 171 46 (53) 85 16 (55) —— 32.78% 30[15.86,44.14]
Subtotal *** 422 342 <& 84.64% 35.09[26.29,43.88]
Heterogeneity: Tau?=0; Chi*=0.81, df=1(P=0.37); 1>=0%
Test for overall effect: Z=7.82(P<0.0001)
1.6.3 Children and Adults
Nathan 2001 57 19.3 (56.6) 57 -21.4 (55.9) — 15.36% 40.7[20.05,61.35]
Subtotal *** 57 57 P 15.36% 40.7[20.05,61.35]
Heterogeneity: Not applicable
Test for overall effect: Z=3.86(P=0)
Total *** 479 399 <& 100% 35.95[27.85,44.04]
Heterogeneity: Tau?=0; Chi*=1.05, df=2(P=0.59); 1>=0%
Test for overall effect: Z=8.71(P<0.0001)
Test for subgroup differences: Chi*=0.24, df=1 (P=0.62), 1>=0%

-100 -50 0 50 100

Favours Placebo

Analysis 1.7. Comparison 1 CFC-BDP versus Placebo, not on oral
steroids: 400 mcg/d or less, Outcome 7 Morning PEF (L/min).

Favours CFC-BDP

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
1.7.1 Children
1.7.2 Adults
Fahy 1998 12 404 (144) 12 371 (145) } 33[-82.62,148.62]
1.7.3 Children and Adults

-100 -50 0 50

Favours Placebo

100 Favours CFC-BDP
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Analysis 1.8. Comparison 1 CFC-BDP versus Placebo, not on oral
steroids: 400 mcg/d or less, Outcome 8 Change in evening PEF (L/min).
Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
1.8.1 Children
1.8.2 Adults
Malmstrom 1999 251 32.1(63.5) 257 0.3(62.5) — 31.8[20.84,42.76]
1.8.3 Children and adults
Favours Placebo ~ -100 -50 0 50 100 Favours CFC-BDP

Analysis 1.9. Comparison 1 CFC-BDP versus Placebo, not on oral
steroids: 400 mcg/d or less, Outcome 9 FEF 25 to 75 (L/second).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
1.9.1 Children
1.9.2 Adults
Fahy 1998 12 2.6(1.3) 12 -2(1.2) — 4.6[3.6,5.6]
1.9.3 Children and Adults
Favours Placebo  -10 5 0 5 10 Favours CFC-BDP

Analysis 1.10. Comparison 1 CFC-BDP versus Placebo, not on oral
steroids: 400 mcg/d or less, Outcome 10 Change in FEF 25-75% (L/second).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
1.10.1 Children
1.10.2 Adults
1.10.3 Children and Adults
Nathan 2001 57 0.1(0.6) 57 0.2 (0.6) —_— 0.3[0.08,0.52]
Favours Placebo -1 0.5 0 0.5 1 Favours CFC-BDP

Analysis 1.11. Comparison 1 CFC-BDP versus Placebo, not on oral
steroids: 400 mcg/d or less, Outcome 11 Weekly asthma symptom score.

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% CI
1.11.1 Children
1.11.2 Adults
Favours CFC-BDP  -10 S 0 5 10 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review)
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Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Fahy 1998 12 29 (16) 12 31(13) 4 : -2[-13.66,9.66]

1.11.3 Children and Adults

Favours CFC-BDP 10 S 0 5 10 Favours Placebo

Analysis 1.12. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400 mcg/
d or less, Outcome 12 Methacholine bronchial responsiveness (log10 PC20 FEV1).

Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
1.12.1 Children
Bennati 1989 10 0(0.5) 7 -0.2(0.3) — 33.55% 0.43[-0.55,1.41]
Boner 1991 10 0.4 (0.7) 8 -0.2 (0.6) — 33.41% 0.85[-0.13,1.84]
Subtotal *** 20 15 . 66.97% 0.64[-0.05,1.33]
Heterogeneity: Tau?=0; Chi*=0.36, df=1(P=0.55); 1>=0%
Test for overall effect: Z=1.81(P=0.07)
1.12.2 Adults
Bel 1990 8 0.5(0.5) 8 0.3(0.3) —T 33.03% 0.3[-0.69,1.29]
Subtotal *** 8 8 - 33.03% 0.3[-0.69,1.29]
Heterogeneity: Not applicable
Test for overall effect: Z=0.6(P=0.55)
1.12.3 Children and Adults
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 28 23 N 100% 0.53[-0.04,1.1]
Heterogeneity: Tau?=0; Chi*=0.66, df=2(P=0.72); 1>=0%
Test for overall effect: Z=1.83(P=0.07)
Test for subgroup differences: Chi*=0.3, df=1 (P=0.58), I*=0%

Favours Placebo 4 -2 0 2 4 Favours CFC-BDP

Analysis 1.13. Comparison 1 CFC-BDP versus Placebo, not on oral steroids:
400 mcg/d or less, Outcome 13 Daily use of beta-2 agonist (puffs/day).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

1.13.1 Children

1.13.2 Adults
Matthys 1998 171 1.3(2) 85 2.2(1.9) — -0.95[-1.45,-0.45]

1.13.3 Children and Adults

Favours CFC-BDP -4 2 0 2 4 Favours Placebo
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Analysis 1.14. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400
mcg/d or less, Outcome 14 Change in daily use of beta-2 agonist (puffs/day).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

1.14.1 Children
Subtotal *** 0 (1] Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.14.2 Adults
Malmstrom 1999 251 -2.3(1.4) 257 0(1.3)
Subtotal *** 251 257

95.3% -2.32[-2.55,-2.09]
95.3% -2.32[-2.55,-2.09]

4 |

Heterogeneity: Not applicable
Test for overall effect: Z=19.44(P<0.0001)

1.14.3 Children and adults
Nathan 2001 57 -1(2.9) 57 1.3(2.9) e a— 4.7% -2.36[-3.41,-1.31]
Subtotal *** 57 57 —~a— 4.7% -2.36[-3.41,-1.31]
Heterogeneity: Not applicable

Test for overall effect: Z=4.39(P<0.0001)

Total *** 308 314 L 100% -2.32[-2.55,-2.09]
Heterogeneity: Tau?=0; Chi*=0.01, df=1(P=0.94); 1>=0%

Test for overall effect: Z=19.93(P<0.0001)

Test for subgroup differences: Chi*=0.01, df=1 (P=0.94), 1>=0%

Favours CFC-BDP -4 2 0 2 4 Favours Placebo

Analysis 1.15. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400 mcg/
d or less, Outcome 15 Nights without sleep disturbance due to asthma symptoms (%).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

1.15.1 Children

1.15.2 Adults
Matthys 1998 171 84 (53) 85 54 (55) — 30[15.86,44.14]

1.15.3 Children and Adults

Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP

Analysis 1.16. Comparison 1 CFC-BDP versus Placebo, not on oral steroids:
400 mcg/d or less, Outcome 16 Change in nocturnal awakenings (nights/wk).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

1.16.1 Children

Favours CFC-BDP  -10 5 0 5 10 Favours Placebo
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Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
1.16.2 Adults
Malmstrom 1999 251 -2.4(3.2) 257 -0.5(3.2) —+ -1.9[-2.46,-1.34]
1.16.3 Children and adults
Favours CFC-BDP 10 S 0 5 10 Favours Placebo

Analysis 1.17. Comparison 1 CFC-BDP versus Placebo, not on oral steroids:

400 mcg/d or less, Outcome 17 Change in daily asthma symptoms score.

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
1.17.1 Children
1.17.2 Adults
Malmstrom 1999 251 -0.6 (4.9) 257 -0.2(1) — -0.45[-1.07,0.17]
1.17.3 Children and Adults
Favours CFC-BDP -4 2 0 2 4 Favours Placebo

Analysis 1.18. Comparison 1 CFC-BDP versus Placebo, not on oral
steroids: 400 mcg/d or less, Outcome 18 Change in cough score.

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
1.18.1 Children
1.18.2 Adults
1.18.3 Children and Adults
Nathan 2001 57 0(0.5) 57 0.2(0.5) — -0.2[-0.39,-0.01]
Favours CFC-BDP -1 0.5 0 0.5 1 Favours Placebo
Analysis 1.19. Comparison 1 CFC-BDP versus Placebo, not on oral
steroids: 400 mcg/d or less, Outcome 19 Change in wheezing score.
Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% ClI
1.19.1 Children
1.19.2 Adults
1.19.3 Children and Adults
Nathan 2001 57 -0.1(5.3) 57 0.3(0.5) 4 -0.43[-1.81,0.95]
-1

Favours CFC-BDP 0.5

-

Favours Placebo
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Analysis 1.20. Comparison 1 CFC-BDP versus Placebo, not on oral steroids:
400 mcg/d or less, Outcome 20 Change in breathing difficulty score.

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
1.20.1 Children
1.20.2 Adults
1.20.3 Children and Adults
Nathan 2001 57 -0.1(0.7) 57 0.2 (0.7) e — -0.3[-0.55,-0.05]
Favours CFC-BDP -1 0.5 0 0.5 1 Favours Placebo

Analysis 1.21. Comparison 1 CFC-BDP versus Placebo, not on oral steroids:
400 mcg/d or less, Outcome 21 Change in eosinophil count (cells x 103/micL).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
1.21.1 Children
1.21.2 Adults
Malmstrom 1999 251 -0.1(4) 257 -0 (4) —+ -0.05[-0.74,0.64]
1.21.3 Children and adults
Favours CFC-BDP  -10 5 0 5 10 Favours Placebo

Analysis 1.22. Comparison 1 CFC-BDP versus Placebo, not on
oral steroids: 400 mcg/d or less, Outcome 22 Total withdrawals.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.22.1 Children
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.22.2 Adults
Laviolette 1999 22/200 11/48 — 29.95% 0.48[0.25,0.92]
Malmstrom 1999 18/251 42/257 —.— 70.05% 0.44[0.26,0.74]
Subtotal (95% CI) 451 305 e 100% 0.45[0.3,0.68]
Total events: 40 (CFC-BDP), 53 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.05, df=1(P=0.83); 1>=0%
Test for overall effect: Z=3.77(P=0)
1.22.3 Children and Adults
Subtotal (95% ClI) 0 0 Not estimable

Favours CFC-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo
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Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 451 305 o 100% 0.45[0.3,0.68]
Total events: 40 (CFC-BDP), 53 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.05, df=1(P=0.83); 1>=0%
Test for overall effect: Z=3.77(P=0)

Test for subgroup differences: Not applicable

Favours CFC-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo

Analysis 1.23. Comparison 1 CFC-BDP versus Placebo, not on oral steroids:
400 mcg/d or less, Outcome 23 Withdrawals due to adverse effects.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.23.1 Children
Subtotal (95% ClI) 0 0 Not estimable

Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.23.2 Adults
Malmstrom 1999 5/251 11/257 —B— 68.49% 0.47[0.16,1.32]
Subtotal (95% CI) 251 257 e 68.49% 0.47[0.16,1.32]
Total events: 5 (CFC-BDP), 11 (Placebo)

Heterogeneity: Tau?=0; Chi?=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=1.44(P=0.15)

1.23.3 Children and Adults
Nathan 2001 2/57 5/57 ‘—.—— 31.51% 0.4[0.08,1.98]
Subtotal (95% Cl) 57 57 e — 31.51% 0.4[0.08,1.98]
Total events: 2 (CFC-BDP), 5 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Z=1.12(P=0.26)

Total (95% Cl) 308 314 el 100% 0.44[0.19,1.06]
Total events: 7 (CFC-BDP), 16 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.02, df=1(P=0.88); 1>=0%
Test for overall effect: Z=1.82(P=0.07)

Test for subgroup differences: Not applicable

Favours CFC-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo
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Analysis 1.24. Comparison 1 CFC-BDP versus Placebo, not on oral steroids:
400 mcg/d or less, Outcome 24 Withdrawals due to asthma exacerbations.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.24.1 Children
Bennati 1989 0/10 2/10 3.9% 0.2[0.01,3.7]
Boner 1991 0/10 2/10 3.9% 0.2[0.01,3.7]
Simons 1997 5/81 15/80 — 23.56% 0.33[0.13,0.86]
Subtotal (95% Cl) 101 100 - 31.37% 0.3[0.12,0.71]
Total events: 5 (CFC-BDP), 19 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.18, df=2(P=0.91); 1>=0%
Test for overall effect: Z=2.73(P=0.01)
1.24.2 Adults
Bel 1990 0/10 0/10 Not estimable
Berkowitz 1998 5/98 9/82 — 15.3% 0.46[0.16,1.33]
Fahy 1998 0/12 0/12 Not estimable
Matthys 1998 0/171 1/85 < 3.12% 0.17[0.01,4.05]
Subtotal (95% Cl) 291 189 e 18.42% 0.41[0.15,1.11]
Total events: 5 (CFC-BDP), 10 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.36, df=1(P=0.55); 1>=0%
Test for overall effect: Z=1.75(P=0.08)
1.24.3 Children and Adults
Bergmann 1990 2/68 7/65 e a— 11.18% 0.27[0.06,1.27]
Nathan 2001 6/57 25/57 —— 39.03% 0.24[0.11,0.54]
Subtotal (95% Cl) 125 122 - 50.21% 0.25[0.12,0.51]
Total events: 8 (CFC-BDP), 32 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.02, df=1(P=0.88); 1>=0%
Test for overall effect: Z=3.81(P=0)
Total (95% CI) 517 411 <> 100% 0.29[0.18,0.48]
Total events: 18 (CFC-BDP), 61 (Placebo)
Heterogeneity: Tau?=0; Chi*=1.28, df=6(P=0.97); 1>=0%
Test for overall effect: Z=4.99(P<0.0001)
Test for subgroup differences: Not applicable ‘ ‘ ‘ ‘
Favours CFC-BDP  0.01 0.1 1 10 100 Favours Placebo

Analysis 1.25. Comparison 1 CFC-BDP versus Placebo, not on oral steroids:

400 mcg/d or less, Outcome 25 Numbe of participants with asthma attacks.
Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.25.1 Children
1.25.2 Adults
Malmstrom 1999 25/251 70/257 —t 0.37[0.24,0.56]
1.25.3 Children and Adults ‘ ‘ ‘ ‘ ‘ ‘
01 02 0.5 1 2 5 10 Favours Placebo

Favours CFC-BDP
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Analysis 1.26. Comparison 1 CFC-BDP versus Placebo, not on
oral steroids: 400 mcg/d or less, Outcome 26 Worsening asthma.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.26.1 Children
Subtotal (95% ClI) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.26.2 Adults

Laviolette 1999 40/200 20/48 — 24.8% 0.48[0.31,0.74]
Malmstrom 1999 48/251 99/257 -.- 75.2% 0.5[0.37,0.67]
Subtotal (95% CI) 451 305 L 4 100% 0.49[0.38,0.63]

Total events: 88 (CFC-BDP), 119 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.02, df=1(P=0.9); I>=0%
Test for overall effect: Z=5.58(P<0.0001)

1.26.3 Children and Adults
Subtotal (95% ClI) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 451 305 L 4 100% 0.49[0.38,0.63]
Total events: 88 (CFC-BDP), 119 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.02, df=1(P=0.9); I>=0%
Test for overall effect: Z=5.58(P<0.0001)

Test for subgroup differences: Not applicable

Favours CFC-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo

Analysis 1.27. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400 mcg/d or less, Outcome 27 Influenza.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.27.1 Children
Subtotal (95% ClI) 0 0 Not estimable

Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.27.2 Adults

Laviolette 1999 11/200 3/48 —e— 32.87% 0.88[0.26,3.03]
Malmstrom 1999 17/251 10/257 ——B— 67.13% 1.74[0.81,3.73]
Subtotal (95% CI) 451 305 i 100% 1.46[0.77,2.77]

Total events: 28 (CFC-BDP), 13 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.85, df=1(P=0.36); 1>=0%
Test for overall effect: Z=1.15(P=0.25)

Favours CFC-BDP 0.1 0.2 0.5 1 2 5 10 Favours Placebo
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Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.27.3 Children and Adults
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% Cl) 451 305 —~— 100% 1.46[0.77,2.77]
Total events: 28 (CFC-BDP), 13 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.85, df=1(P=0.36); 1>=0%
Test for overall effect: Z=1.15(P=0.25)

Test for subgroup differences: Not applicable

Favours CFC-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo

Analysis 1.28. Comparison 1 CFC-BDP versus Placebo, not on
oral steroids: 400 mcg/d or less, Outcome 28 Oral candidiasis.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.28.1 Children
Subtotal (95% ClI) 0 0 Not estimable

Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.28.2 Adults
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.28.3 Children and Adults

Bernstein 1999 2/71 1/74 —B—) 66.2% 2.08[0.19,22.48]
Nathan 2001 3/57 0/57 =) 33.8% 7[0.37,132.51]
Subtotal (95% CI) 128 131 ——e 100% 3.75[0.62,22.57]
Total events: 5 (CFC-BDP), 1 (Placebo)

Heterogeneity: Tau?=0; Chi*=0.41, df=1(P=0.52); 1>=0%

Test for overall effect: Z=1.44(P=0.15)

Total (95% CI) 128 131 ——e 100% 3.75[0.62,22.57]

Total events: 5 (CFC-BDP), 1 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.41, df=1(P=0.52); 1>=0%
Test for overall effect: Z=1.44(P=0.15)

Test for subgroup differences: Not applicable
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Favours CFC-BDP 0.1 02 0.5 Favours Placebo
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Analysis 1.29. Comparison 1 CFC-BDP versus Placebo, not
on oral steroids: 400 mcg/d or less, Outcome 29 Pharyngitis.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.29.1 Children
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.29.2 Adults
Laviolette 1999 16/200 2/48 = 42.09% 1.92[0.46,8.07]
Subtotal (95% Cl) 200 48 ——ee R —— 42.09% 1.92[0.46,8.07]

Total events: 16 (CFC-BDP), 2 (Placebo)
Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.89(P=0.37)

1.29.3 Children and Adults

Bernstein 1999 3/71 3/74 L 38.34% 1.04[0.22,4.99]
Nathan 2001 0/57 157 4 * 19.57% 0.33[0.01,8.01]
Subtotal (95% Cl) 128 131 ——e 57.91% 0.8[0.2,3.16]

Total events: 3 (CFC-BDP), 4 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.4, df=1(P=0.53); I>=0%
Test for overall effect: Z=0.31(P=0.75)

Total (95% ClI) 328 179 —~— 100% 1.27[0.48,3.37]
Total events: 19 (CFC-BDP), 6 (Placebo)
Heterogeneity: Tau?=0; Chi*=1.06, df=2(P=0.59); 1>=0%
Test for overall effect: Z=0.49(P=0.63)

Test for subgroup differences: Not applicable

Favours Placebo 01 02 0.5 1 2 5 10 Favours CFC-BDP

Analysis 1.30. Comparison 1 CFC-BDP versus Placebo, not
on oral steroids: 400 mcg/d or less, Outcome 30 Dysphonia.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.30.1 Children
Subtotal (95% Cl) 0 0 Not estimable

Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.30.2 Adults
Subtotal (95% ClI) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.30.3 Children and Adults

Bernstein 1999 71 s 4 u > 66.2% 1.04[0.07,16.35]
Favours Placebo 01 02 0.5 1 2 5 10 Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nathan 2001 1/57 0/57 } -—’ 33.8% 3[0.12,72.13]
Subtotal (95% CI) 128 131 ——— 100% 1.7[0.23,12.8]
Total events: 2 (CFC-BDP), 1 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.24, df=1(P=0.62); 1>=0%
Test for overall effect: Z=0.52(P=0.6)
Total (95% CI) 128 131 e — 100% 1.7[0.23,12.8]
Total events: 2 (CFC-BDP), 1 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.24, df=1(P=0.62); 1>=0%
Test for overall effect: Z=0.52(P=0.6)
Test for subgroup differences: Not applicable
Favours Placebo 01 02 0.5 1 2 5 10 Favours CFC-BDP

Analysis 1.31. Comparison 1 CFC-BDP versus Placebo, not
on oral steroids: 400 mcg/d or less, Outcome 31 Dyspepsia.

Study or subgroup
n/N

CFC-BDP

Placebo

n/N

Risk Ratio

M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1.31.1 Children

1.31.2 Adults

1.31.3 Children and Adults
Bernstein 1999

171

0/74

3.13[0.13,75.46]

Favours CFC-BDP

0.01 0.1 1

10 100

Favours Placebo

Analysis 1.32. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400 mcg/d or less, Outcome 32 Cough.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.32.1 Children
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.32.2 Adults
Laviolette 1999 5/200 3/48 —HB— 66.4% 0.4[0.1,1.62]
Subtotal (95% CI) 200 48 —~al— 66.4% 0.4[0.1,1.62]
Total events: 5 (CFC-BDP), 3 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=1.29(P=0.2)
1.32.3 Children and Adults
Bernstein 1999 0/71 2/74 = 33.6% 0.21[0.01,4.27]
Subtotal (95% Cl) 71 74 —ee—— 33.6% 0.21[0.01,4.27]
Total events: 0 (CFC-BDP), 2 (Placebo)

Favours Placebo ~ 0-01 0.1 1 10 100 Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Heterogeneity: Not applicable
Test for overall effect: Z=1.02(P=0.31)

Total (95% CI) 271 122 —~ 100% 0.34[0.09,1.22]
Total events: 5 (CFC-BDP), 5 (Placebo)

Heterogeneity: Tau?=0; Chi*=0.16, df=1(P=0.69); 1>=0%
Test for overall effect: Z=1.66(P=0.1)

Test for subgroup differences: Not applicable

Favours Placebo  0-01 0.1 1 10 100 Favours CFC-BDP

Analysis 1.34. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400 mcg/d or less, Outcome 34 Fatigue.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.34.1 Children

1.34.2 Adults
Laviolette 1999 1/200 3/48 s — 0.08[0.01,0.75]

1.34.3 Children and Adults

Favours CFC-BDP ~ 0.001 0.1 1 10 1000 Favours Placebo

Analysis 1.35. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400 mcg/d or less, Outcome 35 Nausea.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.35.1 Children

1.35.2 Adults
Laviolette 1999 11/200 0/48 t 5.61[0.34,93.52]

1.35.3 Children and Adults

Favours CFC-BDP  0.01 0.1 1 10 100 Favours Placebo

Analysis 1.36. Comparison 1 CFC-BDP versus Placebo, not
on oral steroids: 400 mcg/d or less, Outcome 36 Bronchitis.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.36.1 Children

1.36.2 Adults
Laviolette 1999 4/200 4/48 —_—t 0.24[0.06,0.93]

Favours CFC-BDP  0-01 0.1 1 10 100 Favours Placebo
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Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.36.3 Children and Adults

Favours CFC-BDP  0-01 0.1 1 10 100 Favours Placebo

Analysis 1.37. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400 mcg/d or less, Outcome 37 Sinustis.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.37.1 Children

1.37.2 Adults
Laviolette 1999 9/200 2/48 + 1.08[0.24,4.84]

1.37.3 Children and Adults

Favours CFC-BDP 0.1 0.2 0.5 1 2 5 10 Favours Placebo

Analysis 1.38. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400 mcg/d or less, Outcome 38 Rash.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.38.1 Children
Subtotal (95% ClI) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.38.2 Adults
Laviolette 1999 3/200 3/48 —.— 100% 0.24[0.05,1.15]
Subtotal (95% CI) 200 48 et 100% 0.24[0.05,1.15]
Total events: 3 (CFC-BDP), 3 (Placebo)
Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=1.78(P=0.07)

1.38.3 Children and Adults
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Favours CFC-BDP  0.01 0.1 1 10 100 Favours Placebo
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Analysis 1.40. Comparison 1 CFC-BDP versus Placebo, not on oral
steroids: 400 mcg/d or less, Outcome 40 Oropharyngeal side effects.

Study or subgroup CFC-BDP Placebo 0dds Ratio Weight 0dds Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.40.1 Children
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.40.2 Adults
Bel 1990 1/10 0/10 2.18% 3.32[0.12,91.6]
Malmstrom 1999 16/251 11/257 —— 51.43% 1.52[0.69,3.35]
Matthys 1998 2/171 1/85 6.67% 0.99[0.09,11.12]
Nathan 1997 11/104 9/109 — 39.72% 1.31[0.52,3.31]
Subtotal (95% Cl) 536 461 o 100% 1.44[0.81,2.56]
Total events: 30 (CFC-BDP), 21 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.39, df=3(P=0.94); 1>=0%
Test for overall effect: Z=1.26(P=0.21)
1.40.3 Children and Adults
Subtotal (95% ClI) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 536 461 o 100% 1.44[0.81,2.56]
Total events: 30 (CFC-BDP), 21 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.39, df=3(P=0.94); 1>=0%
Test for overall effect: Z=1.26(P=0.21)
Test for subgroup differences: Not applicable ‘ ‘ ‘ ‘
Favours CFC-BDP  0.01 0.1 1 10 100 Favours Placebo
Analysis 1.41. Comparison 1 CFC-BDP versus Placebo, not
on oral steroids: 400 mcg/d or less, Outcome 41 Headache.
Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.41.1 Children
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.41.2 Adults
Laviolette 1999 42/200 6/48 e — 17.88% 1.68[0.76,3.72]
Malmstrom 1999 47/251 40/257 —_— 73.03% 1.2[0.82,1.77]
Subtotal (95% Cl) 451 305 - 90.91% 1.3[0.92,1.83]
Total events: 89 (CFC-BDP), 46 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.55, df=1(P=0.46); 1>=0%
Test for overall effect: Z=1.47(P=0.14)

Favours CFC-BDP

5 10 Favours Placebo
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Study or subgroup CFC-BDP Placebo Risk Ratio Weight
n/N n/N M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1.41.3 Children and Adults

Bernstein 1999 3/71 4/74 + 7.24% 0.78[0.18,3.37]
Nathan 2001 2/57 1/57 ; 1.85% 2[0.19,21.44]
Subtotal (95% ClI) 128 131 ——e 9.09% 1.03[0.3,3.48]
Total events: 5 (CFC-BDP), 5 (Placebo)
Heterogeneity: Tau?=0; Chi?=0.44, df=1(P=0.51); 1>=0%
Test for overall effect: Z=0.05(P=0.96)
Total (95% CI) 579 436 . 100% 1.27[0.91,1.78]
Total events: 94 (CFC-BDP), 51 (Placebo)
Heterogeneity: Tau?=0; Chi*=1.12, df=3(P=0.77); 1>=0%
Test for overall effect: Z=1.42(P=0.16)
Test for subgroup differences: Not applicable ‘ ‘ ‘ ‘ ‘ ‘
Favours CFC-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo
Analysis 1.42. Comparison 1 CFC-BDP versus Placebo, not on oral steroids:
400 mcg/d or less, Outcome 42 Upper respiratory tract infection side effects.
Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.42.1 Children
Subtotal (95% Cl) 0 0 Not estimable

Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.42.2 Adults
Laviolette 1999 79/200 19/48 —— 52.55%
Malmstrom 1999 33/251 28/257 —".— 47.45%
Subtotal (95% Cl) 451 305 ‘ 100%
Total events: 112 (CFC-BDP), 47 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.38, df=1(P=0.54); 1>=0%
Test for overall effect: Z=0.59(P=0.55)

1.42.3 Children and Adults

Subtotal (95% Cl) 0 0
Total events: 0 (CFC-BDP), 0 (Placebo)

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% Cl) 451 305 - 100%
Total events: 112 (CFC-BDP), 47 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.38, df=1(P=0.54); 1>=0%
Test for overall effect: Z=0.59(P=0.55)

Test for subgroup differences: Not applicable

1[0.68,1.47]
1.21[0.75,1.94]
1.1[0.81,1.49]

Not estimable

1.1[0.81,1.49]

Favours CFC-BDP 0.1 0.2 0.5 1 2 5 10 Favours Placebo
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Analysis 1.43. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400
mcg/d or less, Outcome 43 Alanine aminotransferase (ALT) > normal upper limit.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.43.1 Children

1.43.2 Adults
Malmstrom 1999 29/251 38/257 —T 0.78[0.5,1.23]

1.43.3 Children and Adults

Favours CFC-BDP 01 0.2 05 1 2 5 10 Favours Placebo

Analysis 1.44. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400 mcg/
d or less, Outcome 44 Alanine aminotransferase (ALT) > 3 times of upper limit of normal.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.44.1 Children

1.44.2 Adults
Malmstrom 1999 3/251 2/257 + 1.54[0.26,9.11]

1.44.3 Children and Adults

Favours CFC-BDP 0.1 0.2 0.5 1 2 5 10 Favours Placebo

Analysis 1.45. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400
mcg/d or less, Outcome 45 Asparate amibotransferase (AST) >upper normal limit.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.45.1 Children

1.45.2 Adults
Malmstrom 1999 15/251 14/257 e a— 1.1[0.54,2.23]

1.45.3 Children and Adults

Favours CFC-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo

Analysis 1.46. Comparison 1 CFC-BDP versus Placebo, not on oral steroids: 400 mcg/
d or less, Outcome 46 Aspartate aminotransferase (AST) > 3 times upper normal limit.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.46.1 Children

1.46.2 Adults

Favours CFC-BDP  0-01 0.1 1 10 100 Favours Placebo
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Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Malmstrom 1999 4/251 2/257 R — 2.05[0.38,11.08]
1.46.3 Children and Adults
Favours CFC-BDP  0-01 0.1 1 10 Favours Placebo

Comparison 2. CFC-BDP versus Placebo, not on oral steroids: 500 to 800 mcg/d

Outcome or subgroup ti-  No. of studies No. of partici- Statistical method Effect size
tle pants
1 FEV1 (L) and FEV1 (% 4 411 Std. Mean Difference (IV, Fixed, 95% 0.49 [0.30, 0.69]
Predicted) combined Cl)
1.1 Children 0 0 Std. Mean Difference (IV, Fixed, 95% 0.0[0.0,0.0]
Cl)
1.2 Adults 3 325 Std. Mean Difference (IV, Fixed, 95% 0.53[0.31,0.76]
Cl)
1.3 Children and Adults 1 86 Std. Mean Difference (IV, Fixed, 95% 0.35[-0.08, 0.77]
cl
2 FVC (L) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
2.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
2.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
2.3 Children and Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
3 FEF25t0 75% (L/second) 1 Mean Difference (1V, Fixed, 95% Cl) Totals not selected
3.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
3.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
3.3 Children and Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
4 Morning PEFR (L/min) 1 Mean Difference (1V, Fixed, 95% Cl) Totals not selected
4.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
4.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
4.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]
5 Change in morning PEF 1 Mean Difference (1V, Fixed, 95% Cl) Totals not selected
(L/min)
5.1 Children 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]
5.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Beclomethasone versus placebo for chronic asthma (Review)
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Outcome or subgroup ti-  No. of studies No. of partici- Statistical method Effect size

tle pants

5.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

6 Evening PEFR (L/min) 1 Mean Difference (1IV, Fixed, 95% Cl) Totals not selected
6.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

6.2 Adults 1 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

6.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7 Daily PEFR (L/min) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
7.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

7.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7.3 Children and Adults 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

8 Diurnal variationin PEFR 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
(%)

8.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

8.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

8.3 Children and Adults 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

9 Histamine bronchial re- 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
sponsiveness (log10 PC20

FEV1)

9.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

9.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

9.3 Children and Adults 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

10 Methacholine bronchial 1 Mean Difference (1V, Fixed, 95% Cl) Totals not selected
responsiveness (Dmin)

10.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

10.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

10.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

11 Daily use of beta2 ago- 1 Mean Difference (1V, Fixed, 95% Cl) Totals not selected
nists (puffs/day)

11.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

11.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

11.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Beclomethasone versus placebo for chronic asthma (Review)
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Outcome or subgroup ti-  No. of studies No. of partici- Statistical method Effect size
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12 Change in daily use of 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
beta-2 agonists (puffs/day)

12.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

12.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

12.3 Children and adults 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

13 Daily asthma symptom 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
score

13.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

13.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

13.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

14 Change in daily asthma 1 Mean Difference (1V, Fixed, 95% Cl) Totals not selected
symptom score

14.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

14.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

14.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

15 Nights without distur- 1 Mean Difference (1V, Fixed, 95% Cl) Totals not selected
bance(%)

15.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

15.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

15.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

16 Withdrawal due to 1 0Odds Ratio (M-H, Fixed, 95% Cl) Totals not selected
worsening asthma symp-

toms

16.1 Children 0 0dds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

16.2 Adults 1 0dds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

16.3 Children and Adults 0 0Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

17 Withdrawal due to asth- 2 117 Risk Ratio (M-H, Fixed, 95% Cl) 0.34[0.09, 1.30]
ma exacerbation (No. of

patients)

17.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

17.2 Adults 1 24 Risk Ratio (M-H, Fixed, 95% Cl) 0.67[0.13, 3.30]
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17.3 Children and Adults 1 93 Risk Ratio (M-H, Fixed, 95% Cl) 0.11[0.01, 2.05]

18 At least one side effect 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
reported

18.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

18.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

18.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

19 Number of participants 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
with normal plasma corti-

sol levels

19.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

19.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

19.3 Adults and children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

20 Dysphonia 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
20.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

20.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

20.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

21 Cough 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
21.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

21.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

21.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

22 Adverse inhalation feel/ 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
pharyngitis

22.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

22.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

22.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

23 Adverse inhalation 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
taste

23.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

23.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

23.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]
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24 Laryngitis 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
24.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

24.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

24.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

25 Oropharyngeal side-ef- 1
fects (No. of patients)

Risk Ratio (M-H, Fixed, 95% Cl)

Totals not selected

25.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
25.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
25.3 Children and Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
Analysis 2.1. Comparison 2 CFC-BDP versus Placebo, not on oral steroids:
500 to 800 mcg/d, Outcome 1 FEV1 (L) and FEV1 (% Predicted) combined.
Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

2.1.1 Children
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
2.1.2 Adults
Gross 1999 117 2.9(0.9) 117 2.5(0.9) B 58.32% 0.4[0.14,0.66]
Hoshino 1998 9 73.7(10.1) 9 68.5(9.2) —_— 4.39% 0.51[-0.43,1.46)
Kerstjens 1994 43 77.6 (19.9) 30 58.2 (16.9) — 15.85% 1.02[0.53,1.52]
Subtotal *** 169 156 L 78.57% 0.53[0.31,0.76]
Heterogeneity: Tau?=0; Chi*=4.77, df=2(P=0.09); 1>=58.05%
Test for overall effect: Z=4.68(P<0.0001)
2.1.3 Children and Adults
Vogt 1976 46 2(0.8) 40 1.7(0.9) —4— 21.43% 0.35[-0.08,0.77]
Subtotal *** 46 40 . 21.43% 0.35[-0.08,0.77]
Heterogeneity: Not applicable
Test for overall effect: Z=1.58(P=0.11)
Total *** 215 196 ¢ 100% 0.49[0.3,0.69]
Heterogeneity: Tau?=0; Chi?=5.35, df=3(P=0.15); 1*=43.96%
Test for overall effect: Z=4.89(P<0.0001)
Test for subgroup differences: Chi?=0.59, df=1 (P=0.44), 1>=0%

Favours Placebo 4 2 0 2 4 Favours CFC-BDP
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Analysis 2.2. Comparison 2 CFC-BDP versus Placebo, not on oral steroids: 500 to 800 mcg/d, Outcome 2 FVC (L).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

2.2.1 Children

2.2.2 Adults

2.2.3 Children and Adults
Vogt 1976 46 2.8(1) 40 2.6(1.1) —_— Tt 0.2[-0.23,0.63]

Favours Placebo -1 0.5 0 0.5 1 Favours CFC-BDP

Analysis 2.3. Comparison 2 CFC-BDP versus Placebo, not on oral
steroids: 500 to 800 mcg/d, Outcome 3 FEF 25 to 75% (L/second).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

2.3.1 Children

2.3.2 Adults

2.3.3 Children and Adults
Vogt 1976 46 1.6(1) 40 1.2(0.8) —_—t 0.42[0.05,0.79]

Favours Placebo -1 0.5 0 0.5 1 Favours CFC-BDP

Analysis 2.4. Comparison 2 CFC-BDP versus Placebo, not on oral
steroids: 500 to 800 mcg/d, Outcome 4 Morning PEFR (L/min).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
2.4.1 Children
2.4.2 Adults
Kerstjens 1994 31 433.7 (167.8) 23 381.8 (104.7) } 51.9[-21.05,124.85]
2.4.3 Children and Adults
Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP
Analysis 2.5. Comparison 2 CFC-BDP versus Placebo, not on oral
steroids: 500 to 800 mcg/d, Outcome 5 Change in morning PEF (L/min).
Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% CI
2.5.1 Children
2.5.2 Adults
Gross 1999 117 -14(5.2) 117 -63.4 (5.4) t 49.4[48.03,50.77]
Favours Placebo ~ -100 -50 0 50 100 Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

2.5.3 Children and adults

Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP

Analysis 2.6. Comparison 2 CFC-BDP versus Placebo, not on oral
steroids: 500 to 800 mcg/d, Outcome 6 Evening PEFR (L/min).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

2.6.1 Children

2.6.2 Adults
Kerstjens 1994 31 473.6 (157.3) 23 448.4 (103.1) + 25.21[-44.36,94.78]

2.6.3 Children and Adults

Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP

Analysis 2.7. Comparison 2 CFC-BDP versus Placebo, not on
oral steroids: 500 to 800 mcg/d, Outcome 7 Daily PEFR (L/min).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

2.7.1 Children

2.7.2 Adults
Hoshino 1998 12 505 (95.6) 12 436.7 (77.1) = 68.3[-1.19,137.79]

2.7.3 Children and Adults

Favours CFC-BDP ~ -1000  -500 0 500 1000 Favours Placebo

Analysis 2.8. Comparison 2 CFC-BDP versus Placebo, not on oral
steroids: 500 to 800 mcg/d, Outcome 8 Diurnal variation in PEFR (%).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% ClI

2.8.1 Children

2.8.2 Adults
Hoshino 1998 9 9.9 (4.8) 9 21.4(9.5) —+ -11.5[-18.45,-4.55]

2.8.3 Children and Adults

Favours CFC-BDP ~ -100 -50 0 50 100 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review) 104
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Analysis 2.9. Comparison 2 CFC-BDP versus Placebo, not on oral steroids: 500 to
800 mcg/d, Outcome 9 Histamine bronchial responsiveness (log10 PC20 FEV1).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

2.9.1 Children

2.9.2 Adults
Kerstjens 1994 41 -0.1(0.8) 27 -1(0.6) —+ 0.89[0.55,1.23]

2.9.3 Children and Adults

Favours Placebo 4 2 0 2 4 Favours CFC-BDP

Analysis 2.10. Comparison 2 CFC-BDP versus Placebo, not on oral steroids:
500 to 800 mcg/d, Outcome 10 Methacholine bronchial responsiveness (Dmin).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

2.10.1 Children

2.10.2 Adults
Hoshino 1998 9 2.6(2) 9 2(1) e 0.6[-0.83,2.03]

2.10.3 Children and Adults

Favours Placebo  -10 5 0 5 10 Favours CFC-BDP

Analysis 2.11. Comparison 2 CFC-BDP versus Placebo, not on oral steroids:
500 to 800 mcg/d, Outcome 11 Daily use of beta2 agonists (puffs/day).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

2.11.1 Children

2.11.2 Adults
Hoshino 1998 9 2.4(1.4) 9 5.8(1.6) — -3.4[-4.79,-2.01]

2.11.3 Children and Adults

Favours CFC-BDP  -10 5 0 5 10 Favours Placebo

Analysis 2.12. Comparison 2 CFC-BDP versus Placebo, not on oral steroids: 500
to 800 mcg/d, Outcome 12 Change in daily use of beta-2 agonists (puffs/day).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% CI

2.12.1 Children

2.12.2 Adults

Favours CFC-BDP -4 2 0 2 4 Favours Placebo
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Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Gross 1999 117 -0(2) 117 1.6(1.4) — -1.64[-2.08,-1.2]

2.12.3 Children and adults

Favours CFC-BDP 4 2 0 2 4

Analysis 2.13. Comparison 2 CFC-BDP versus Placebo, not on oral
steroids: 500 to 800 mcg/d, Outcome 13 Daily asthma symptom score.

Favours Placebo

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
2.13.1 Children
2.13.2 Adults
Hoshino 1998 9 1.2(0.7) 9 6.9 (2.9) — -5.7[-7.65,-3.75]

2.13.3 Children and Adults

Favours CFC-BDP  -10 -5 0 5 10

Analysis 2.14. Comparison 2 CFC-BDP versus Placebo, not on oral steroids:
500 to 800 mcg/d, Outcome 14 Change in daily asthma symptom score.

Study or subgroup CFC-BDP Placebo Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl

Favours Placebo

Mean Difference
Fixed, 95% Cl

2.14.1 Children

2.14.2 Adults
Kerstjens 1994 62 -0.5(1.5) 41 0.3 (1.5) —

2.14.3 Children and Adults

-0.84[-1.44,-0.24]

Favours CFC-BDP 4 2 0 2 4

Analysis 2.15. Comparison 2 CFC-BDP versus Placebo, not on oral
steroids: 500 to 800 mcg/d, Outcome 15 Nights without disturbance(%).

Study or subgroup CFC-BDP Placebo Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI

Favours Placebo

Mean Difference
Fixed, 95% ClI

2.15.1 Children

2.15.2 Adults
Gross 1999 117 70.5(27) 117 47 (38.1) —+

2.15.3 Children and adults

23.5[15.03,31.97]

Favours Placebo  -100 -50 0 50 100

Favours CFC-BDP
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Analysis 2.16. Comparison 2 CFC-BDP versus Placebo, not on oral steroids: 500

to 800 mcg/d, Outcome 16 Withdrawal due to worsening asthma symptoms.

Study or subgroup CFC-BDP Placebo 0dds Ratio 0dds Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.16.1 Children
2.16.2 Adults
Gross 1999 5/117 33/117 I — 0.11[0.04,0.3]
2.16.3 Children and Adults
Favours CFC-BDP  0.01 0.1 1 10 100 Favours Placebo

Analysis 2.17. Comparison 2 CFC-BDP versus Placebo, not on oral steroids: 500 to
800 mcg/d, Outcome 17 Withdrawal due to asthma exacerbation (No. of patients).

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.17.1 Children
Subtotal (95% ClI) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Not applicable
2.17.2 Adults
Hoshino 1998 2/12 3/12 —— 40.25% 0.67[0.13,3.3]
Subtotal (95% CI) 12 12 el 40.25% 0.67[0.13,3.3]
Total events: 2 (CFC-BDP), 3 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.5(P=0.62)
2.17.3 Children and Adults
Vogt 1976 0/46 ajs7 4—B—— 59.75% 0.11[0.01,2.05]
Subtotal (95% CI) 46 47 e ——— 59.75% 0.11[0.01,2.05]
Total events: 0 (CFC-BDP), 4 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=1.47(P=0.14)
Total (95% CI) 58 59 i 100% 0.34[0.09,1.3]
Total events: 2 (CFC-BDP), 7 (Placebo)
Heterogeneity: Tau?=0; Chi*=1.24, df=1(P=0.26); 1*=19.63%
Test for overall effect: Z=1.58(P=0.11)
Test for subgroup differences: Not applicable

6.01 011 1 1‘0 10(;

Favours CFC-BDP Favours Placebo
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Analysis 2.18. Comparison 2 CFC-BDP versus Placebo, not on oral

steroids: 500 to 800 mcg/d, Outcome 18 At least one side effect reported.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.18.1 Children
2.18.2 Adults
Gross 1999 23/117 18/117 T+ 1.28[0.73,2.24]
2.18.3 Children and adults
Favours CFC-BDP ~ 0.001 0.1 1 10 1000 Favours Placebo

Analysis 2.19. Comparison 2 CFC-BDP versus Placebo, not on oral steroids: 500 to
800 mcg/d, Outcome 19 Number of participants with normal plasma cortisol levels.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.19.1 Children
2.19.2 Adults
Gross 1999 98/101 76/79 - 1.01[0.95,1.07]
2.19.3 Adults and children
Favours Placebo  0-5 0.7 1 2 Favours CFC-BDP

Analysis 2.20. Comparison 2 CFC-BDP versus Placebo, not
on oral steroids: 500 to 800 mcg/d, Outcome 20 Dysphonia.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.20.1 Children
2.20.2 Adults
Gross 1999 6/117 2/117 L 3[0.62,14.56]
2.20.3 Children and adults
Favours CFC-BDP  0.001 0.1 1 10 1000 Favours Placebo

Analysis 2.21. Comparison 2 CFC-BDP versus Placebo, not on oral steroids: 500 to 800 mcg/d, Outcome 21 Cough.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.21.1 Children
2.21.2 Adults
Gross 1999 3/117 1/117 e 3[0.32,28.42]
Favours CFC-BDP ~ 0.001 0.1 1 10 1000 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review)
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Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

2.21.3 Children and adults

Favours CFC-BDP

0.001

0.1 1 10

1000 Favours Placebo

Analysis 2.22. Comparison 2 CFC-BDP versus Placebo, not on oral steroids:
500 to 800 mcg/d, Outcome 22 Adverse inhalation feel/pharyngitis.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.22.1 Children
2.22.2 Adults
Gross 1999 9/117 4/117 T 2.25[0.71,7.1]
2.22.3 Children and adults
0.001 0.1 1 10 1000 Favours Placebo

Favours CFC-BDP

Analysis 2.23. Comparison 2 CFC-BDP versus Placebo, not on oral
steroids: 500 to 800 mcg/d, Outcome 23 Adverse inhalation taste.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.23.1 Children
2.23.2 Adults
Gross 1999 1/117 0/117 _— 3[0.12,72.9]
2.23.3 Children and adults
Favours CFC-BDP ~ 0.001 0.1 1 10 1000 Favours Placebo

Analysis 2.24. Comparison 2 CFC-BDP versus Placebo, not
on oral steroids: 500 to 800 mcg/d, Outcome 24 Laryngitis.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.24.1 Children
2.24.2 Adults
Gross 1999 1/117 0/117 — Tt 3[0.12,72.9]
2.24.3 Children and adults
Favours CFC-BDP ~ 0.001 0.1 1 10 1000 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review)
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Analysis 2.25. Comparison 2 CFC-BDP versus Placebo, not on oral steroids:
500 to 800 mcg/d, Outcome 25 Oropharyngeal side-effects (No. of patients).

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

Study or subgroup CFC-BDP Placebo
n/N n/N

2.25.1 Children

2.25.2 Adults

2.25.3 Children and Adults

Vogt 1976 0/46 441 4 0.11[0.01,2.05]
Favours CFC-BDP  0-01 0.1 1 10 100 Favours Placebo
Comparison 3. CFC-BDP versus Placebo, not on oral steroids: 1000 mcg/d or greater
Outcome or subgroup No. of studies No. of partici- Statistical method Effect size
title pants
1 FEV1 (L) and FEV1 (% 5 142 Std. Mean Difference (IV, Fixed, 95% Cl) 0.35[0.01, 0.68]

predicted) combined

1.1 Children 0 0 Std. Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

1.2 Adults 5 142 Std. Mean Difference (1IV, Fixed, 95% Cl) 0.35[0.01, 0.68]

1.3 Children and Adults 0 0 Std. Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

2 FVC (% predicted) 1 Std. Mean Difference (IV, Fixed, 95% Cl) Totals not selected
2.1 Children 0 Std. Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2.2 Adults 1 Std. Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

2.3 Children and Adults 0 Std. Mean Difference (1IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3 FEV1/FVC ratio (%) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
3.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

4 Changein FEV1 (L) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
4.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

5 Clinic PEFR (L/min) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
5.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Beclomethasone versus placebo for chronic asthma (Review)
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Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

5.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

6 PEF (% predicted) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
6.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

6.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

6.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7 Daily use of beta-2 ago- 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
nists (puffs/day)

7.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

8 Daily asthma symptom 1 Std. Mean Difference (IV, Fixed, 95% Cl) Totals not selected
score

8.1 Children 0 Std. Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

8.2 Adults 1 Std. Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

8.3 Children and Adults 0 Std. Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

9 Methacholine bronchial 2 38 Std. Mean Difference (IV, Fixed, 95% Cl) 0.53[-0.12,1.18]
responsiveness (log val-

ues)

9.1 Children 0 0 Std. Mean Difference (1IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

9.2 Adults 2 38 Std. Mean Difference (1V, Fixed, 95% Cl) 0.53[-0.12,1.18]
9.3 Children and Adults 0 0 Std. Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

10 plasma cortisol 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
(mmol/L)

10.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

10.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

10.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

11 Plasma cortisol 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected

(mmol/L) 120 min after
0.11U/kg body weight in-
sulin
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Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

11.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

11.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

11.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

12 Serum eosinophil 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
count (x10 6/L)

12.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

12.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

12.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

13 Serum eosinophil 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
catonic protein (ECP)

(mcg/L)

13.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

13.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

13.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

14 FEV1 (L) following in- 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
haled cold air challenge

14.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

14.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

14.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

15 Inspiratory Vital Ca- 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
pacity (L) following in-

haled cold air challenge

15.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

15.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

15.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

16 Withdrawal due to 4 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected
asthma exacerbation

16.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

16.2 Adults 3 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

16.3 Children and Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

Beclomethasone versus placebo for chronic asthma (Review)
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Outcome or subgroup No. of studies No. of partici- Statistical method Effect size
title pants

17 Oropharyngeal side- 2 254 Risk Ratio (M-H, Fixed, 95% CI) 1.71[0.88,3.35]
effects

17.1 Children 0 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]
17.2 Adults 2 254 Risk Ratio (M-H, Fixed, 95% Cl) 1.71[0.88, 3.35]
17.3 Children and Adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

18 Oropharyngeal Can- 1 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected
didiasis

18.1 Children 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]
18.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
18.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

Analysis 3.1. Comparison 3 CFC-BDP versus Placebo, not on oral steroids:

1000 mcg/d or greater, Outcome 1 FEV1 (L) and FEV1 (% predicted) combined.

Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
3.1.1 Children
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
3.1.2 Adults
Fanelli 1993 17 95.9 (11.1) 15 93.2(12.4) * 23.12% 0.22[-0.47,0.92]
Fournier 1990 6 70 (25) 5 70(21) 4 D T9t% 0[-1.19,1.19]
Pennings 1997 19 3.9(0.9) 17 3.6(0.7) * D 2572% 0.37[-0.29,1.03]
Salmeron 1989 21 2.6(0.7) 22 2(0.7) —=)  2872% 0.82[0.2,1.45]
Vatrella 1996 10 86 (6.3) 10 88 (9.5) 4 + 14.48% -0.24[-1.12,0.64]
Subtotal *** 73 69 —l— 100% 0.35[0.01,0.68]
Heterogeneity: Tau?=0; Chi*=4.37, df=4(P=0.36); I>=8.44%
Test for overall effect: Z=2.04(P=0.04)
3.1.3 Children and Adults
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 73 69 —l—— 100% 0.35[0.01,0.68]
Heterogeneity: Tau?=0; Chi*=4.37, df=4(P=0.36); 1>=8.44%
Test for overall effect: Z=2.04(P=0.04)
Test for subgroup differences: Not applicable

Favours Placebo -1 0.5 0 05 1

Favours CFC-BDP
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Analysis 3.2. Comparison 3 CFC-BDP versus Placebo, not on oral
steroids: 1000 mcg/d or greater, Outcome 2 FVC (% predicted).

Study or subgroup CFC-BDP Placebo Std. Mean Difference Std. Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
3.2.1 Children
3.2.2 Adults
Fanelli 1993 17 99.7(12) 15 103.3 (8.5) 4 -0.33[-1.03,0.37]
3.2.3 Children and Adults

Favours Placebo -1 0.5 0 0.5 1 Favours CFC-BDP
Analysis 3.3. Comparison 3 CFC-BDP versus Placebo, not on oral
steroids: 1000 mcg/d or greater, Outcome 3 FEV1/FVC ratio (%).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
3.3.1 Children
3.3.2 Adults
Fanelli 1993 17 83.6(7) 15 83.4(8.9) + 0.2[-5.41,5.81]
3.3.3 Children and Adults

=

Favours Placebo  -10 5 0 5 0 Favours CFC-BDP

Analysis 3.4. Comparison 3 CFC-BDP versus Placebo, not on oral
steroids: 1000 mcg/d or greater, Outcome 4 Change in FEV1 (L).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

3.4.1 Children

3.4.2 Adults
Trigg 1994 12 0.3(0.5) 13 0.3(0.6) R 0.01[-0.41,0.43]

3.4.3 Children and Adults

Favours Placebo -1 0.5 0 0.5 1 Favours CFC-BDP

Analysis 3.5. Comparison 3 CFC-BDP versus Placebo, not on oral
steroids: 1000 mcg/d or greater, Outcome 5 Clinic PEFR (L/min).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% CI

3.5.1 Children

Favours Placebo ~ -1000  -500 0 500 1000 Favours CFC-BDP

Beclomethasone versus placebo for chronic asthma (Review) 114
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Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
3.5.2 Adults
Salmeron 1989 21 418 (122) 22 315(131) —+ 103[27.37,178.63]
3.5.3 Children and Adults
Favours Placebo ~ -1000  -500 0 500 1000 Favours CFC-BDP

Analysis 3.6. Comparison 3 CFC-BDP versus Placebo, not on oral
steroids: 1000 mcg/d or greater, Outcome 6 PEF (% predicted).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
3.6.1 Children
3.6.2 Adults
Vatrella 1996 10 100 (12.7) 10 85(6.3) — 15[6.24,23.76]

3.6.3 Children and Adults

Favours Placebo  -100

50 100

Analysis 3.7. Comparison 3 CFC-BDP versus Placebo, not on oral steroids:
1000 mcg/d or greater, Outcome 7 Daily use of beta-2 agonists (puffs/day).

Favours CFC-BDP

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
3.7.1Children
3.7.2 Adults
Vatrella 1996 10 0.5(0.3) 10 3.5(0.8) -+ -3[-3.55,-2.45]
3.7.3 Children and Adults
Favours CFC-BDP  -10 5 0 5 10 Favours Placebo

Analysis 3.8. Comparison 3 CFC-BDP versus Placebo, not on oral
steroids: 1000 mcg/d or greater, Outcome 8 Daily asthma symptom score.

Study or subgroup CFC-BDP Placebo Std. Mean Difference Std. Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% ClI
3.8.1 Children
3.8.2 Adults
Vatrella 1996 10 0.4(0.3) 10 2(0.6) — -3.07[-4.44,-1.69]
3.8.3 Children and Adults
Favours CFC-BDP 10 S 0 5 10 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review)
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Analysis 3.9. Comparison 3 CFC-BDP versus Placebo, not on oral steroids: 1000
mcg/d or greater, Outcome 9 Methacholine bronchial responsiveness (log values).

Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

3.9.1 Children

Subtotal *** 0 0 Not estimable

Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.9.2 Adults

Maestrelli 1993 7 -0.2(0.4) 8 -0.5(0.6) —T 38.8% 0.61[-0.44,1.65]

Wang 1994 12 -0.4(0.6) 11 -0.6 (0.4) i 61.2% 0.48[-0.35,1.31]

Subtotal *** 19 19 - 100% 0.53[-0.12,1.18]

Heterogeneity: Tau?=0; Chi*=0.03, df=1(P=0.86); 1>=0%
Test for overall effect: Z=1.6(P=0.11)

3.9.3 Children and Adults
Subtotal ***
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total ***

Heterogeneity: Tau?=0; Chi*=0.03, df=1(P=0.86); 1>=0%
Test for overall effect: Z=1.6(P=0.11)

Test for subgroup differences: Not applicable

0 (1] Not estimable

19 19 - 100% 0.53[-0.12,1.18]

Favours Placebo 4 2 0 2 4 Favours CFC-BDP

Analysis 3.10. Comparison 3 CFC-BDP versus Placebo, not on oral
steroids: 1000 mcg/d or greater, Outcome 10 plasma cortisol (mmol/L).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
3.10.1 Children
3.10.2 Adults
Maestrelli 1993 5 -298 (57) 6 -256 (97) — -42[-134.31,50.31]
3.10.3 Children and Adults
Favours Placebo ~ -1000  -500 0 500 1000  Favours CFC-BDP

Analysis 3.11. Comparison 3 CFC-BDP versus Placebo, not on oral steroids: 1000 mcg/d or
greater, Outcome 11 Plasma cortisol (mmol/L) 120 min after 0.11U/kg body weight insulin.

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
3.11.1 Children ‘
Favours CFC-BDP ~ -1000  -500 0 500 1000 Favours Placebo
Beclomethasone versus placebo for chronic asthma (Review) 116
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Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
3.11.2 Adults
Maestrelli 1993 5 -346 (122) 6 -462 (138) Tt 116[-37.71,269.71]
3.11.3 Children and Adults
Favours CFC-BDP ~ -1000  -500 0 500 1000 Favours Placebo

Analysis 3.12. Comparison 3 CFC-BDP versus Placebo, not on oral steroids:
1000 mcg/d or greater, Outcome 12 Serum eosinophil count (x10 6/L).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
3.12.1 Children
3.12.2 Adults
Vatrella 1996 10 285 (126) 10 475 (95) — -190[-287.8,-92.2]
3.12.3 Children and Adults
Favours CFC-BDP ~ -1000  -500 0 500 1000 Favours Placebo

Analysis 3.13. Comparison 3 CFC-BDP versus Placebo, not on oral steroids: 1000
mcg/d or greater, Outcome 13 Serum eosinophil catonic protein (ECP) (mcg/L).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
3.13.1 Children
3.13.2 Adults
Vatrella 1996 10 19 (6.3) 10 31(9.5) —+ -12[-19.06,-4.94]
3.13.3 Children and Adults
Favours CFC-BDP ~ -100 -50 0 50 100 Favours Placebo

Analysis 3.14. Comparison 3 CFC-BDP versus Placebo, not on oral steroids: 1000
mcg/d or greater, Outcome 14 FEV1 (L) following inhaled cold air challenge.

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% ClI
3.14.1 Children
3.14.2 Adults
Pennings 1997 19 3.3(0.9) 17 2.7(0.9) — 0.58[-0.01,1.17]
3.14.3 Children and Adults
Favours Placebo -4 2 0 2 4 Favours CFC-BDP

Beclomethasone versus placebo for chronic asthma (Review)
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Analysis 3.15. Comparison 3 CFC-BDP versus Placebo, not on oral steroids: 1000 mcg/
d or greater, Outcome 15 Inspiratory Vital Capacity (L) following inhaled cold air challenge.

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

3.15.1 Children

3.15.2 Adults
Pennings 1997 19 4.7 (1) 17 4.4 (1) + 0.3[-0.34,0.94]

3.15.3 Children and Adults

Favours Placebo -1 0.5 0 0.5 1 Favours CFC-BDP

Analysis 3.16. Comparison 3 CFC-BDP versus Placebo, not on oral steroids:
1000 mcg/d or greater, Outcome 16 Withdrawal due to asthma exacerbation.

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

3.16.1 Children

3.16.2 Adults

Pennings 1997 0/20 0/20 Not estimable
Salmeron 1989 0/21 15/22 ‘—‘7 0.03[0,0.53]
Trigg 1994 0/13 0/12 Not estimable

3.16.3 Children and Adults
Fanelli 1993 0/17 0/15 Not estimable

Favours CFC-BDP  0.01 0.1 1 10 100 Favours Placebo

Analysis 3.17. Comparison 3 CFC-BDP versus Placebo, not on oral
steroids: 1000 mcg/d or greater, Outcome 17 Oropharyngeal side-effects.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

3.17.1 Children
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

3.17.2 Adults

Nathan 1997 15/105 9/109 —— 74.64% 1.73[0.79,3.78]
Pennings 1997 5/20 3/20 = 25.36% 1.67[0.46,6.06]
Subtotal (95% CI) 125 129 i 100% 1.71[0.88,3.35]

Total events: 20 (CFC-BDP), 12 (Placebo)
Heterogeneity: Tau?=0; Chi*=0, df=1(P=0.96); 1>=0%
Test for overall effect: Z=1.58(P=0.11)

Favours CFC-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review) 118
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Study or subgroup CFC-BDP Placebo
n/N n/N

Risk Ratio Weight
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

3.17.3 Children and Adults

Subtotal (95% Cl) 0 0
Total events: 0 (CFC-BDP), 0 (Placebo)

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Not estimable

Total (95% CI) 125 129 i 100% 1.71[0.88,3.35]
Total events: 20 (CFC-BDP), 12 (Placebo)
Heterogeneity: Tau?=0; Chi*=0, df=1(P=0.96); 1>=0%
Test for overall effect: Z=1.58(P=0.11)
Test for subgroup differences: Not applicable ‘ ‘ ‘ ‘ ‘ ‘
Favours CFC-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo

Analysis 3.18. Comparison 3 CFC-BDP versus Placebo, not on oral
steroids: 1000 mcg/d or greater, Outcome 18 Oropharyngeal Candidiasis.

Study or subgroup CFC-BDP Placebo
n/N n/N

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

3.18.1 Children

3.18.2 Adults
Pennings 1997 1/20

3.18.3 Children and Adults

0/20 R

3[0.13,69.52]

Favours CFC-BDP ~ 0.001 0.1 1 10

Comparison 4. CFC-BDP versus Placebo, not on oral steroids: all doses

1000 Favours Placebo

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
1FEV1 (L) 6 612 Mean Difference (IV, Fixed, 95% Cl) 0.36[0.22,0.49]
1.4 400 mcg/day or less 2 213 Mean Difference (IV, Fixed, 95% Cl) 0.34[0.11, 0.56]
1.5 500 to 800 mcg/day 2 320 Mean Difference (IV, Fixed, 95% Cl) 0.33[0.14, 0.52]
1.6 1000 mcg/day or greater 2 79 Mean Difference (IV, Fixed, 95% Cl) 0.48[0.15, 0.82]
2 FEV1 (% predicted) 7 198 Mean Difference (IV, Random, 95% 5.36 [-0.88, 11.60]
Cl)
2.4 400 mcg/day or less 2 44 Mean Difference (IV, Random, 95% 3.80[-4.70, 12.31]
cl
2.5 500 to 800 mcg/day 2 91 Mean Difference (IV, Random, 95% 12.39 [-1.57, 26.34]

cl)

Beclomethasone versus placebo for chronic asthma (Review)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
2.6 1000 mcg/day or greater 3 63 Mean Difference (IV, Random, 95% 0.00 [-5.25, 5.25]
Cl)
3 Changein FEV1 (L) 2 370 Mean Difference (IV, Fixed, 95% Cl) 0.36[0.26, 0.46]
3.1 BDP 400 mcg/day or less 2 370 Mean Difference (IV, Fixed, 95% Cl) 0.36 [0.26, 0.46]
3.2BDP 500 to 800 mcg/day 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
3.3 BDP 1000 mcg/day or 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
greater
5 Morning PEFR (L/min) 2 78 Mean Difference (IV, Fixed, 95% Cl) 46.52 [-15.18,108.21]
5.1400 mcg/day or less 1 24 Mean Difference (IV, Fixed, 95% Cl) 33.0[-82.62, 148.62]
5.3 500 to 800 mcg/day 1 54 Mean Difference (IV, Fixed, 95% Cl) 51.90[-21.05, 124.85]
5.4 1000 mcg/day or greater 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
6 Change in morning PEF (L/ 4 1112 Mean Difference (IV, Fixed, 95% Cl) 39.05[31.95, 46.15]
min)
6.1400 mcg/day or less 3 878 Mean Difference (IV, Fixed, 95% Cl) 35.95[27.85, 44.04]
6.2 500-800mcg/day or less 1 234 Mean Difference (IV, Fixed, 95% Cl) 49.4 [34.62,64.18]
6.3 1000 mcg/day or greater 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
7TFVC (L) 2 114 Mean Difference (IV, Fixed, 95% Cl) 0.22 [-0.16, 0.60]
7.1 BDP 400 mcg/day orless 1 28 Mean Difference (IV, Fixed, 95% Cl) 0.28 [-0.47,1.03]
7.2 BDP 500 to 800 mcg/day 1 86 Mean Difference (IV, Fixed, 95% Cl) 0.20[-0.23, 0.63]
7.31000 mcg/day or greater 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
9 Methacholine bronchial 5 89 Std. Mean Difference (1V, Fixed, 95% 0.53[0.10, 0.96]
responsiveness (log 10 val- Cl)
ues)
9.3 400 mcg/day or less 3 51 Std. Mean Difference (IV, Fixed, 95%  0.53[-0.04, 1.10]
I
9.4 500 to 800 mcg/day 0 0 Std. Mean Difference (IV, Fixed, 95% 0.0[0.0, 0.0]
Cl)
9.5 1000 mg/day or greater 2 38 Std. Mean Difference (IV, Fixed, 95%  0.53[-0.12, 1.18]
Cl)
10 FEF25-75% (L/Second) 2 110 Mean Difference (1IV, Fixed, 95% Cl) 0.93[0.58, 1.28]
10.1 400 mcg/day or less 1 24 Mean Difference (IV, Fixed, 95% Cl) 4.6 [3.60, 5.60]

Beclomethasone versus placebo for chronic asthma (Review)
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
10.2 500-800 mcg/day 1 86 Mean Difference (IV, Fixed, 95% Cl) 0.42[0.05, 0.79]
10.3 1000 mcg/day or 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
greater
12 Daily asthma symptom 2 38 Std. Mean Difference (IV, Random, -2.81[-3.77,-1.86]
score 95% Cl)
12.1 400 mcg/day or less 0 0 Std. Mean Difference (IV, Random, 0.0[0.0,0.0]
95% Cl)
12.3 500 to 800 mcg/day 1 18 Std. Mean Difference (IV, Random, -2.57[-3.90, -1.25]
95% Cl)
12.4 1000 mcg/day or 1 20 Std. Mean Difference (IV, Random, -3.07 [-4.44, -1.69]
greater 95% Cl)
13 Daily asthma symptoms 2 611 Std. Mean Difference (1V, Fixed, 95% -0.19 [-0.35,-0.03]
score (change from base- Cl)
line)
13.1400 mcg/day or less 1 508 Std. Mean Difference (IV, Fixed, 95% -0.13[-0.30, 0.05]
I
13.2 500-800 mcg/day 1 103 Std. Mean Difference (1V, Fixed, 95% -0.55[-0.95, -0.15]
Cl)
13.3 1000 mcg/day or 0 0 Std. Mean Difference (IV, Fixed, 95% 0.0 [0.0, 0.0]
greater Cl)
14 Daily use of beta2 ago- 3 294 Mean Difference (IV, Fixed, 95% Cl) -1.98[-2.34,-1.62]
nists (puffs/day)
14.1 400 mcg/day or less 1 256 Mean Difference (IV, Fixed, 95% Cl) -0.95 [-1.45,-0.45]
14.3 500 to 800 mcg/day 1 18 Mean Difference (IV, Fixed, 95% Cl) -3.4[-4.79,-2.01]
14.4 1000 mcg/day or 1 20 Mean Difference (IV, Fixed, 95% Cl) -3.0[-3.55, -2.45]
greater
15 Change in rescue be- 3 856 Mean Difference (IV, Fixed, 95% Cl) -2.18[-2.38,-1.97]
ta-agonist use
15.1 400 mcg/day or less 2 622 Mean Difference (IV, Fixed, 95% Cl) -2.32[-2.55,-2.09]
15.2 500-800 mcg/day 1 234 Mean Difference (IV, Fixed, 95% Cl) -1.64[-2.08,-1.20]
15.3 1000 mcg/day or 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
greater
16 Withdrawal due to asth- 15 1185 Risk Ratio (M-H, Fixed, 95% Cl) 0.25[0.16, 0.39]
ma exacerbation
16.4 400 mcg/day or less 9 928 Risk Ratio (M-H, Fixed, 95% Cl) 0.29[0.18, 0.48]

Beclomethasone versus placebo for chronic asthma (Review)
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Outcome or subgroup title

No. of studies

No. of partici-
pants

Statistical method

Effect size

16.5 500 to 800 mcg/day 2 117 Risk Ratio (M-H, Fixed, 95% Cl) 0.34[0.09, 1.30]
16.6 1000 mcg/day or 4 140 Risk Ratio (M-H, Fixed, 95% Cl) 0.03[0.00, 0.53]
greater

17 Oral candidiasis 4 392 Risk Ratio (M-H, Fixed, 95% Cl) 1.17[0.41, 3.33]
17.1400 mcg/day or less 2 259 Risk Ratio (M-H, Fixed, 95% Cl) 3.75[0.62, 22.57]
17.2 500-800 mcg/day 1 93 Risk Ratio (M-H, Fixed, 95% Cl) 0.11[0.01, 2.05]
17.3 1000 mcg/day or 1 40 Risk Ratio (M-H, Fixed, 95% Cl) 3.0[0.13,69.52]
greater

18 Oropharyngeal side-ef- 5 623 Risk Ratio (M-H, Fixed, 95% Cl) 1.30[0.73,2.33]
fects

18.1400 mcg/day or less 2 276 Risk Ratio (M-H, Fixed, 95% Cl) 1.54[0.25,9.54]
18.4 500 to 800 mcg/day 1 93 Risk Ratio (M-H, Fixed, 95% Cl) 0.11[0.01, 2.05]
18.5 1000 mcg/day or 2 254 Risk Ratio (M-H, Fixed, 95% Cl) 1.71[0.88, 3.35]

greater

Analysis 4.1. Comparison 4 CFC-BDP versus Placebo, not on oral steroids: all doses, Outcome 1 FEV1 (L).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% ClI
4.1.4 400 mcg/day or less
Bronsky 1998 102 2.9(0.7) 87 2.5(0.9) — 32.48% 0.33[0.1,0.56]
Fahy 1998 12 3.3(0.9 12 2.9(1.1) + # 2.71% 0.4[-0.4,1.2]
Subtotal *** 114 929 - 35.19% 0.34[0.11,0.56]
Heterogeneity: Tau?=0; Chi*=0.03, df=1(P=0.87); 1>=0%
Test for overall effect: Z=2.95(P=0)
4.1.5 500 to 800 mcg/day
Gross 1999 117 2.9(0.9) 117 2.5(0.9) —— 35.27% 0.35[0.13,0.57]
Vogt 1976 46 2(0.8) 40 1.7(0.9) I — 13.86% 0.29[-0.07,0.65]
Subtotal *** 163 157 - 49.13% 0.33[0.14,0.52]
Heterogeneity: Tau?=0; Chi*=0.08, df=1(P=0.78); 1>=0%
Test for overall effect: Z=3.46(P=0)
4.1.6 1000 mcg/day or greater
Pennings 1997 19 3.9(0.9 17 3.6(0.7) R e S— 6.73% 0.3[-0.21,0.81]
Salmeron 1989 21 2.6 (0.7 22 2(0.7) —’—’ 8.95% 0.62[0.18,1.06]
Subtotal *** 40 39 ——— 15.68% 0.48[0.15,0.82]
Heterogeneity: Tau?=0; Chi*=0.86, df=1(P=0.35); 1>=0%
Test for overall effect: Z=2.83(P=0)

Favours Placebo -1 0.5 0 0.5 1 Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Total *** 317 295 @ 100% 0.36[0.22,0.49]

Heterogeneity: Tau?=0; Chi*=1.61, df=5(P=0.9); I>=0%
Test for overall effect: Z=5.29(P<0.0001)
Test for subgroup differences: Chi*=0.64, df=1 (P=0.73), 1>=0%

Favours Placebo -1 0.5 0 0.5 1 Favours CFC-BDP

Analysis 4.2. Comparison 4 CFC-BDP versus Placebo, not on oral steroids: all doses, Outcome 2 FEV1 (% predicted).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
4.2.4 400 mcg/day or less
Bel 1990 8 94.4 (16.4) 8 88.1(17.5) —_1T*— 9.08% 6.3[-10.32,22.92]
Radha 1975 13 63.2 (11.7) 15 60.2 (15) - 15.54% 2.92[-6.98,12.82]
Subtotal *** 21 23 <> 24.61% 3.8[-4.7,12.31]
Heterogeneity: Tau?=0; Chi*=0.12, df=1(P=0.73); 1>=0%
Test for overall effect: Z=0.88(P=0.38)
4.2.5 500 to 800 mcg/day
Hoshino 1998 9 73.7(10.1) 9 68.5(9.2) ™ 16.76% 5.2[-3.73,14.13]
Kerstjens 1994 43 77.6(19.9) 30 58.2 (16.9) —— 17.32% 19.44[10.94,27.94]
Subtotal *** 52 39 N 34.08% 12.39[-1.57,26.34]
Heterogeneity: Tau?=81.62; Chi=5.13, df=1(P=0.02); 1*=80.5%
Test for overall effect: Z=1.74(P=0.08)
4.2.6 1000 mcg/day or greater
Fanelli 1993 17 95.9 (11.1) 15 93.2 (12.4) - 17.71% 2.7[-5.5,10.9]
Fournier 1990 6 70 (25) 5 70 (21) e — 4.37% 0[-27.18,27.18]
Vatrella 1996 10 86 (6.3) 10 88(9.5) - 19.23% -2[-9.06,5.06]
Subtotal *** 33 30 g 41.31% 0[-5.25,5.25]
Heterogeneity: Tau?=0; Chi*=0.72, df=2(P=0.7); I>=0%
Test for overall effect: Z=0(P=1)
Total *** 106 92 & 100% 5.36[-0.88,11.6]
Heterogeneity: Tau?=39.7; Chi?=15.49, df=6(P=0.02); 1*=61.27%
Test for overall effect: Z=1.68(P=0.09)
Test for subgroup differences: Chi?=9.52, df=1 (P=0.01), 1>=78.99%

Favours Placebo ~ -100 -50 0 50 100 Favours CFC-BDP

Analysis 4.3. Comparison 4 CFC-BDP versus Placebo, not on oral steroids: all doses, Outcome 3 Change in FEV1 (L).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
4.3.1 BDP 400 mcg/day or less
Matthys 1998 171 0.3(0.5) 85 -0.1(0.5) —— 50.6% 0.4[0.26,0.54]
Nathan 2001 57 0.1(0.4) 57 -0.2(0.4) —— 49.4% 0.32[0.18,0.46]
Subtotal *** 228 142 <o 100% 0.36[0.26,0.46]
Heterogeneity: Tau?=0; Chi>=0.64, df=1(P=0.42); 1>=0%
Favours Placebo -1 0.5 0 0.5 1 Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

Test for overall effect: Z=7.2(P<0.0001)

4.3.2 BDP 500 to 800 mcg/day
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

4.3.3 BDP 1000 mcg/day or greater
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total *** 228 142 L 4 100% 0.36[0.26,0.46]
Heterogeneity: Tau?=0; Chi*=0.64, df=1(P=0.42); 1>=0%
Test for overall effect: Z=7.2(P<0.0001)

Test for subgroup differences: Not applicable

Favours Placebo -1 0.5 0 0.5 1 Favours CFC-BDP

Analysis 4.5. Comparison 4 CFC-BDP versus Placebo, not on
oral steroids: all doses, Outcome 5 Morning PEFR (L/min).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
4.5.1 400 mcg/day or less
Fahy 1998 12 404 (144) 12 371(145) ® # 28.47% 33[-82.62,148.62]
Subtotal *** 12 12 e 28.47% 33[-82.62,148.62]

Heterogeneity: Not applicable
Test for overall effect: Z=0.56(P=0.58)

4.5.3 500 to 800 mcg/day

Kerstjens 1994 31 433.7 23 381.8 _—._’ 71.53% 51.9[-21.05,124.85]

(167.8) (104.7)
Subtotal *** 31 23 ——ee I 71.53% 51.9[-21.05,124.85]
Heterogeneity: Not applicable
Test for overall effect: Z=1.39(P=0.16)

4.5.4 1000 mcg/day or greater
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total *** 43 35 e 100% 46.52[-15.18,108.21]
Heterogeneity: Tau?=0; Chi?=0.07, df=1(P=0.79); 1>=0%

Test for overall effect: Z=1.48(P=0.14)

Test for subgroup differences: Chi*=0.07, df=1 (P=0.79), 1>=0%

Favours Placebo ~ -100 -50 0 50 100 Favours CFC-BDP

Beclomethasone versus placebo for chronic asthma (Review) 124
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Analysis 4.6. Comparison 4 CFC-BDP versus Placebo, not on oral
steroids: all doses, Outcome 6 Change in morning PEF (L/min).
Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
4.6.1 400 mcg/day or less
Malmstrom 1999 251 39.1(65.7) 257 0.8 (63.5) —— 39.89% 38.3[27.06,49.54]
Matthys 1998 171 46 (53) 85 16 (55) — 25.22% 30[15.86,44.14]
Nathan 2001 57 19.3 (56.6) 57 -21.4 (55.9) —t 11.82% 40.7[20.05,61.35]
Subtotal *** 479 399 <& 76.92% 35.95[27.85,44.04]
Heterogeneity: Tau?=0; Chi*=1.05, df=2(P=0.59); 1>=0%
Test for overall effect: Z=8.71(P<0.0001)
4.6.2 500-800mcg/day or less
Gross 1999 117 -14(58.8) 117 -63.4 (56.5) —— 23.08% 49.4[34.62,64.18]
Subtotal *** 117 117 - 23.08% 49.4[34.62,64.18]
Heterogeneity: Not applicable
Test for overall effect: Z=6.55(P<0.0001)
4.6.3 1000 mcg/day or greater
Subtotal *** 0 (1] Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 596 516 < 100% 39.05[31.95,46.15]
Heterogeneity: Tau?=0; Chi*=3.5, df=3(P=0.32); 1>=14.31%
Test for overall effect: Z=10.78(P<0.0001)
Test for subgroup differences: Chi*=2.45, df=1 (P=0.12), 1’=59.17%
Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP

Analysis 4.7. Comparison 4 CFC-BDP versus Placebo, not on oral steroids: all doses, Outcome 7 FVC (L).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
4.7.1 BDP 400 mcg/day or less ‘
Radha 1975 13 3.1(1.1) 15 2.8(0.9) + 25.11% 0.28[-0.47,1.03]
Subtotal *** 13 15 ‘ 25.11% 0.28[-0.47,1.03]
Heterogeneity: Not applicable
Test for overall effect: Z=0.73(P=0.46)
4.7.2 BDP 500 to 800 mcg/day
Vogt 1976 46 2.8(1) 40 2.6(1.1) . 74.89% 0.2[-0.23,0.63]
Subtotal *** 46 40 ¢ 74.89% 0.2[-0.23,0.63]
Heterogeneity: Tau?=0; Chi?=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.9(P=0.37)
4.7.3 1000 mcg/day or greater
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 59 55 ¢ 100% 0.22[-0.16,0.6]

Favours Placebo 10 5 0 5 10 Favours CFC-BDP

Beclomethasone versus placebo for chronic asthma (Review)
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

Heterogeneity: Tau?=0; Chi*=0.03, df=1(P=0.86); 1>=0%

Test for overall effect: Z=1.15(P=0.25)

Test for subgroup differences: Chi*=0.03, df=1 (P=0.86), 1>=0%

Favours Placebo  -10 S 0 5 10 Favours CFC-BDP

Analysis 4.9. Comparison 4 CFC-BDP versus Placebo, not on oral steroids:
all doses, Outcome 9 Methacholine bronchial responsiveness (log 10 values).

Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

4.9.3 400 mcg/day or less

Bel 1990 8 0.5(0.5) 8 0.3(0.3) [ 18.77% 0.3[-0.69,1.29]

Bennati 1989 10 0(0.5) 7 -0.2(0.3) —T 19.07% 0.43[-0.55,1.41]

Boner 1991 10 0.4 (0.7) 8 -0.2 (0.6) T 18.99% 0.85[-0.13,1.84]

Subtotal *** 28 23 N 56.83% 0.53[-0.04,1.1]

Heterogeneity: Tau?=0; Chi*=0.66, df=2(P=0.72); 1>=0%
Test for overall effect: Z=1.83(P=0.07)

4.9.4 500 to 800 mcg/day
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

4.9.5 1000 mg/day or greater

Maestrelli 1993 7 -0.2(0.4) 8 -0.5(0.6) e 16.75% 0.61[-0.44,1.65]
Wang 1994 12 -0.4(0.6) 11 -0.6 (0.4) - 26.42% 0.48[-0.35,1.31]
Subtotal *** 19 19 - 43.17% 0.53[-0.12,1.18]

Heterogeneity: Tau?=0; Chi*=0.03, df=1(P=0.86); 1>=0%
Test for overall effect: Z=1.6(P=0.11)

Total *** 47 42 ’ 100% 0.53[0.1,0.96]
Heterogeneity: Tau?=0; Chi?*=0.7, df=4(P=0.95); 1>=0%
Test for overall effect: Z=2.42(P=0.02)

Test for subgroup differences: Chi*=0, df=1 (P=1), 1>=0%

Favours Placebo 4 -2 0 2 4 Favours CFC-BDP

Analysis 4.10. Comparison 4 CFC-BDP versus Placebo, not on
oral steroids: all doses, Outcome 10 FEF25-75% (L/Second).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
4.10.1 400 mcg/day or less
Fahy 1998 12 2.6(1.3) 12 2(1.2) —— 12.15% 4.6[3.6,5.6]
Subtotal *** 12 12 L 2 12.15% 4.6[3.6,5.6]
Heterogeneity: Not applicable
Test for overall effect: Z=9.01(P<0.0001)
Favours Placebo 10 5 0 5 10 Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
4.10.2 500-800 mcg/day ‘
Vogt 1976 46 1.6(1) 40 1.2(0.8) . 87.85% 0.42[0.05,0.79]
Subtotal *** 46 40 ¢ 87.85% 0.42[0.05,0.79]

Heterogeneity: Not applicable
Test for overall effect: Z=2.21(P=0.03)

4.10.3 1000 mcg/day or greater
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total *** 58 52 ¢ 100% 0.93[0.58,1.28]
Heterogeneity: Tau?=0; Chi*=58.85, df=1(P<0.0001); 1>=98.3%

Test for overall effect: Z=5.21(P<0.0001)

Test for subgroup differences: Chi*>=58.85, df=1 (P<0.0001), 1>=98.3%

Favours Placebo  -10 -5 0 5 10 Favours CFC-BDP

Analysis 4.12. Comparison 4 CFC-BDP versus Placebo, not on
oral steroids: all doses, Outcome 12 Daily asthma symptom score.

Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
4.12.1 400 mcg/day or less
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
4.12.3 500 to 800 mcg/day
Hoshino 1998 9 1.2(0.7) 9 6.9 (2.9) —— 51.85% -2.57[-3.9,-1.25]
Subtotal *** 9 9 o 51.85% -2.57[-3.9,-1.25]
Heterogeneity: Not applicable
Test for overall effect: Z=3.8(P=0)
4.12.4 1000 mcg/day or greater
Vatrella 1996 10 0.4(0.3) 10 2(0.6) —— 48.15% -3.07[-4.44,-1.69]
Subtotal *** 10 10 o 48.15% -3.07[-4.44,-1.69]
Heterogeneity: Not applicable
Test for overall effect: Z=4.37(P<0.0001)
Total *** 19 19 L g 100% -2.81[-3.77,-1.86]
Heterogeneity: Tau?=0; Chi*=0.26, df=1(P=0.61); 1>=0%
Test for overall effect: Z=5.77(P<0.0001)
Test for subgroup differences: Chi*=0.26, df=1 (P=0.61), 1>=0%
Favours CFC-BDP 10 5 0 5 10 Favours Placebo
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Analysis 4.13. Comparison 4 CFC-BDP versus Placebo, not on oral steroids:
all doses, Outcome 13 Daily asthma symptoms score (change from baseline).

Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

4.13.1 400 mcg/day or less ‘

Malmstrom 1999 251 -0.6 (4.9) 257 -0.2(1) - 84.2% -0.13[-0.3,0.05]

Subtotal *** 251 257 ‘ 84.2% -0.13[-0.3,0.05]

Heterogeneity: Not applicable

Test for overall effect: Z=1.43(P=0.15)

4.13.2 500-800 mcg/day
Kerstjens 1994 62 -0.5(1.5) 41 0.3(1.5)
Subtotal *** 62 41

15.8% -0.55[-0.95,-0.15]
15.8% -0.55[-0.95,-0.15]

¢

Heterogeneity: Not applicable
Test for overall effect: Z=2.68(P=0.01)

4.13.3 1000 mcg/day or greater
Subtotal *** 0 (1] Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total *** 313 298 ¢ 100% -0.19([-0.35,-0.03]
Heterogeneity: Tau?=0; Chi*=3.58, df=1(P=0.06); 1>=72.03%

Test for overall effect: Z=2.38(P=0.02)

Test for subgroup differences: Chi*=3.58, df=1 (P=0.06), 1’=72.03%

Favours CFC-BDP 4 2 0 2 4 Favours placebo

Analysis 4.14. Comparison 4 CFC-BDP versus Placebo, not on oral
steroids: all doses, Outcome 14 Daily use of beta2 agonists (puffs/day).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
4.14.1 400 mcg/day or less
Matthys 1998 171 1.3(2) 85 2.2(1.9) B 50.93% -0.95[-1.45,-0.45]
Subtotal *** 171 85 * 50.93% -0.95[-1.45,-0.45]

Heterogeneity: Not applicable
Test for overall effect: Z=3.7(P=0)

4.14.3 500 to 800 mcg/day
Hoshino 1998 9 2.4(1.4) 9 5.8(1.6) — 6.68% -3.4[-4.79,-2.01]
Subtotal *** 9 9 S 6.68% -3.4[-4.79,-2.01]
Heterogeneity: Not applicable

Test for overall effect: Z=4.8(P<0.0001)

4.14.4 1000 mcg/day or greater

Vatrella 1996 10 0.5(0.3) 10 3.5(0.8) = 42.39% -3[-3.55,-2.45]
Subtotal *** 10 10 L 2 42.39% -3[-3.55,-2.45]
Heterogeneity: Not applicable
Test for overall effect: Z=10.66(P<0.0001)
Total *** 190 104 ¢ 100% -1.98[-2.34,-1.62]
Favours Placebo 10 -5 0 5 10 Favours CFC-BDP
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Study or subgroup CFC-BDP
N Mean(SD)

Placebo
Mean(SD)

Mean Difference
Fixed, 95% CI

Weight Mean Difference

Fixed, 95% Cl

Heterogeneity: Tau?=0; Chi?=33.27, df=2(P<0.0001); 1*=93.99%

Test for overall effect: Z=10.83(P<0.0001)

Test for subgroup differences: Chi*=33.27, df=1 (P<0.0001), 1?=93.99%

Favours Placebo  -10 S

10 Favours CFC-BDP

Analysis 4.15. Comparison 4 CFC-BDP versus Placebo, not on oral
steroids: all doses, Outcome 15 Change in rescue beta-agonist use.

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
4.15.1 400 mcg/day or less
Malmstrom 1999 251 -2.3(1.4) 257 0(1.3) . 74.78% -2.32[-2.55,-2.09]
Nathan 2001 57 -1(2.9) 57 1.3(2.9) 3.69% -2.36[-3.41,-1.31]
Subtotal *** 308 314 < 78.47% -2.32[-2.55,-2.09]
Heterogeneity: Tau?=0; Chi*=0.01, df=1(P=0.94); 1>=0%
Test for overall effect: Z=19.93(P<0.0001)
4.15.2 500-800 mcg/day
Gross 1999 117 -0(2) 117 1.6 (1.4) —— 21.53% -1.64[-2.08,-1.2]
Subtotal *** 117 117 L 4 21.53% -1.64[-2.08,-1.2]
Heterogeneity: Tau?=0; Chi?=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=7.37(P<0.0001)
4.15.3 1000 mcg/day or greater
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 425 431 ¢ 100% -2.18[-2.38,-1.97]
Heterogeneity: Tau?=0; Chi*=7.38, df=2(P=0.03); 1?=72.89%
Test for overall effect: Z=21.07(P<0.0001)
Test for subgroup differences: Chi?=7.37, df=1 (P=0.01), 1°=86.44%

Favours CFC-BDP 4 -2 2 4 Favours Placebo

Analysis 4.16. Comparison 4 CFC-BDP versus Placebo, not on oral
steroids: all doses, Outcome 16 Withdrawal due to asthma exacerbation.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

4.16.4 400 mcg/day or less

Bel 1990 0/10 0/10 Not estimable
Bennati 1989 0/10 2/10 _— 2.88% 0.2[0.01,3.7]
Bergmann 1990 2/68 7/65 e — 8.26% 0.27[0.06,1.27]
Berkowitz 1998 5/98 9/82 — 11.31% 0.46[0.16,1.33]
Boner 1991 0/10 2/10 _— 2.88% 0.2[0.01,3.7]
Fahy 1998 0/12 0/12 Not estimable
Matthys 1998 0/171 1/85 _ 2.31% 0.17[0.01,4.05]

Favours CFC-BDP ~ 0.001 0.1 1 10 1000 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review)
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Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nathan 2001 6/57 25/57 —— 28.85% 0.24[0.11,0.54]
Simons 1997 5/81 15/80 — 17.42% 0.33[0.13,0.86]
Subtotal (95% Cl) 517 411 L 4 73.91% 0.29[0.18,0.48]

Total events: 18 (CFC-BDP), 61 (Placebo)
Heterogeneity: Tau?=0; Chi*=1.28, df=6(P=0.97); 1>=0%
Test for overall effect: Z=4.99(P<0.0001)

4.16.5 500 to 800 mcg/day

Hoshino 1998 2/12 3/12 — 3.46% 0.67[0.13,3.3]
Vogt 1976 0/46 4/47 —_— 5.14% 0.11[0.01,2.05]
Subtotal (95% Cl) 58 59 - 8.6% 0.34[0.09,1.3]

Total events: 2 (CFC-BDP), 7 (Placebo)
Heterogeneity: Tau?=0; Chi*=1.24, df=1(P=0.26); 1*=19.63%
Test for overall effect: Z=1.58(P=0.11)

4.16.6 1000 mcg/day or greater

Fanelli 1993 0/17 0/15 Not estimable
Pennings 1997 0/20 0/20 Not estimable
Salmeron 1989 0/21 15/22 —_— 17.49% 0.03[0,0.53]
Trigg 1994 0/13 0/12 Not estimable
Subtotal (95% CI) 71 69 ———— 17.49% 0.03[0,0.53]

Total events: 0 (CFC-BDP), 15 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=2.41(P=0.02)

Total (95% CI) 646 539 <& 100% 0.25[0.16,0.39]
Total events: 20 (CFC-BDP), 83 (Placebo)
Heterogeneity: Tau?=0; Chi*=5.49, df=9(P=0.79); 1>=0%
Test for overall effect: Z=6.09(P<0.0001)

Test for subgroup differences: Not applicable

Favours CFC-BDP  0-001 0.1 1 10 1000 Favours Placebo

Analysis 4.17. Comparison 4 CFC-BDP versus Placebo, not on oral steroids: all doses, Outcome 17 Oral candidiasis.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.17.1 400 mcg/day or less
Bernstein 1999 2/71 1/74 e e a— 15.23% 2.08[0.19,22.48]
Nathan 2001 3/57 0/57 R 7.77% 7[0.37,132.51]
Subtotal (95% CI) 128 131 i 23% 3.75[0.62,22.57]

Total events: 5 (CFC-BDP), 1 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.41, df=1(P=0.52); 1>=0%
Test for overall effect: Z=1.44(P=0.15)

4.17.2 500-800 mcg/day
Vogt 1976 0/46 4/47 - 69.23% 0.11[0.01,2.05]
Subtotal (95% CI) 46 47 —— 69.23% 0.11[0.01,2.05]
Total events: 0 (CFC-BDP), 4 (Placebo)
Heterogeneity: Not applicable

Favours Placebo ~ 0-001 0.1 1 10 1000 Favours CFC-BDP

Beclomethasone versus placebo for chronic asthma (Review) 130
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Study or subgroup CFC-BDP
n/N

Placebo
n/N

Risk Ratio

M-H, Fixed, 95% CI

Weight

Risk Ratio
M-H, Fixed, 95% CI

Test for overall effect: Z=1.47(P=0.14)

4.17.3 1000 mcg/day or greater

Pennings 1997 1/20
Subtotal (95% Cl) 20
Total events: 1 (CFC-BDP), 0 (Placebo)

Heterogeneity: Not applicable

Test for overall effect: Z=0.69(P=0.49)

Total (95% Cl) 194
Total events: 6 (CFC-BDP), 5 (Placebo)

Heterogeneity: Tau?=0; Chi*=4.49, df=3(P=0.21); 1’=33.14%

Test for overall effect: Z=0.3(P=0.76)

Test for subgroup differences: Not applicable

0/20
20

198

1.77%
7.77%

100%

3[0.13,69.52]
3[0.13,69.52]

1.17[0.41,3.33]

Favours Placebo

0.001

0.1 1

10

1000

Favours CFC-BDP

Analysis 4.18. Comparison 4 CFC-BDP versus Placebo, not on
oral steroids: all doses, Outcome 18 Oropharyngeal side-effects.

Study or subgroup CFC-BDP
n/N

Placebo
n/N

Risk Ratio

M-H, Fixed, 95% CI

Weight

Risk Ratio
M-H, Fixed, 95% CI

4.18.1 400 mcg/day or less

Bel 1990 1/10
Matthys 1998 2/171
Subtotal (95% Cl) 181
Total events: 3 (CFC-BDP), 1 (Placebo)

Heterogeneity: Tau?=0; Chi*=0.31, df=1(P=0.58); 1>=0%
Test for overall effect: Z=0.46(P=0.64)

4.18.4 500 to 800 mcg/day

Vogt 1976 0/46
Subtotal (95% Cl) 46
Total events: 0 (CFC-BDP), 4 (Placebo)

Heterogeneity: Not applicable

Test for overall effect: Z=1.47(P=0.14)

4.18.5 1000 mcg/day or greater

Nathan 1997 15/105
Pennings 1997 5/20
Subtotal (95% CI) 125
Total events: 20 (CFC-BDP), 12 (Placebo)
Heterogeneity: Tau?=0; Chi?=0, df=1(P=0.96); 1>=0%
Test for overall effect: Z=1.58(P=0.11)

Total (95% Cl) 352
Total events: 23 (CFC-BDP), 17 (Placebo)
Heterogeneity: Tau?=0; Chi*=3.71, df=4(P=0.45); 1>=0%
Test for overall effect: Z=0.9(P=0.37)

Test for subgroup differences: Not applicable

0/10
1/85
95

4/47
a7

9/109
3/20
129

271

2.76%
7.37%
10.13%

24.57%
24.57%

48.74%
16.56%
65.3%

100%

3[0.14,65.9]
0.99[0.09,10.81]
1.54[0.25,9.54]

0.11[0.01,2.05]
0.11[0.01,2.05]

1.73[0.79,3.78]
1.67[0.46,6.06]
1.71[0.88,3.35]

1.3[0.73,2.33]

Favours CFC-BDP

0.001

0.1 1

10

1000

Favours Placebo
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Comparison 5. CFC-BDP versus Placebo, not on oral steroids: all severities

Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

1FEV1 (L) 6 612 Mean Difference (IV, Fixed, 95% Cl) 0.36[0.22, 0.49]

1.1 Mild 1 36 Mean Difference (IV, Fixed, 95% Cl) 0.30[-0.21,0.81]
1.2 Mild to moderate 2 213 Mean Difference (IV, Fixed, 95% Cl) 0.34[0.11, 0.56]

1.3 Moderate 1 43 Mean Difference (IV, Fixed, 95% Cl) 0.62[0.18, 1.06]

1.4 Moderate to Severe 2 320 Mean Difference (IV, Fixed, 95% Cl) 0.33[0.14, 0.52]

2 FEV1(% predicted) 6 125 Mean Difference (IV, Random, 95% Cl) 1.88[-2.11, 5.88]
2.1 Mild 3 63 Mean Difference (IV, Random, 95% Cl) 0.00 [-5.25, 5.25]
2.2 Mild to Moderate 2 34 Mean Difference (IV, Random, 95% Cl) 5.45[-2.42,13.31]
2.3 Moderate 0 0 Mean Difference (IV, Random, 95% Cl) 0.0[0.0,0.0]

2.4 Moderate to Severe 1 28 Mean Difference (IV, Random, 95% Cl) 2.92[-6.98, 12.82]
4 Change in morning 4 1112 Mean Difference (IV, Fixed, 95% Cl) 39.05[31.95, 46.15]
PEF (L/min)

4.1 Mild 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

4.2 Mild to moderate 1 508 Mean Difference (IV, Fixed, 95% Cl) 38.30[27.06, 49.54]
4.3 Moderate 3 604 Mean Difference (IV, Fixed, 95% Cl) 39.55[30.40, 48.71]
4.4 Moderate to severe 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

5 Daily use of beta2 ag- 3 294 Mean Difference (IV, Random, 95% Cl) -2.39[-4.02,-0.75]

onist (puffs/day)

5.1 Mild 1 20 Mean Difference (IV, Random, 95% Cl) -3.0[-3.55, -2.45]

5.2 Mild to moderate 1 18 Mean Difference (IV, Random, 95% Cl) -3.4[-4.79, -2.01]

5.3 Moderate 1 256 Mean Difference (IV, Random, 95% Cl) -0.95[-1.45, -0.45]

5.4 Moderate to severe 0 0 Mean Difference (IV, Random, 95% Cl) 0.0[0.0,0.0]

6 Daily asthma symp- 2 38 Std. Mean Difference (IV, Random, 95%  -2.81[-3.77,-1.86]

tom score Cl)

6.1 Mild 1 20 Std. Mean Difference (IV, Random, 95%  -3.07 [-4.44,-1.69]
cl)

6.2 Mild to moderate 1 18 Std. Mean Difference (IV, Random, 95%  -2.57 [-3.90, -1.25]
Cl)

Beclomethasone versus placebo for chronic asthma (Review) 132
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Outcome or subgroup No. of studies No. of partici- Statistical method Effect size
title pants
6.3 Moderate 0 0 Std. Mean Difference (IV, Random, 95% 0.0 [0.0, 0.0]
Cl)
6.4 Moderate to severe 0 0 Std. Mean Difference (IV, Random, 95% 0.0 [0.0, 0.0]
Cl)
7 Methacholine 4 72 Std. Mean Difference (IV, Fixed, 95% CI)  0.55[0.08, 1.03]

bronchial responsive-
ness (log values)

7.1 Mild 3 56 Std. Mean Difference (IV, Fixed, 95% Cl)  0.63[0.09, 1.17]
7.2 Mild to Moderate 1 16 Std. Mean Difference (IV, Fixed, 95% CI) ~ 0.30[-0.69, 1.29]
7.3 Moderate 0 0 Std. Mean Difference (IV, Fixed, 95% CI) 0.0 [0.0, 0.0]
7.4 Moderate to Severe 0 0 Std. Mean Difference (IV, Fixed, 95% CI) 0.0 [0.0, 0.0]
8 Withdrawal due to 13 1032 Risk Ratio (M-H, Fixed, 95% Cl) 0.25[0.16, 0.40]

asthma exacerbation

8.1 Mild 4 117 Risk Ratio (M-H, Fixed, 95% Cl) 0.2[0.01, 3.70]
8.2 Mild to moderate 5 409 Risk Ratio (M-H, Fixed, 95% CI) 0.41[0.22,0.79]
8.3 Moderate 3 413 Risk Ratio (M-H, Fixed, 95% Cl) 0.16[0.08, 0.35]
8.4 Moderate to severe 1 93 Risk Ratio (M-H, Fixed, 95% Cl) 0.11[0.01, 2.05]
9 Oropharyngeal side- 5 623 Risk Ratio (M-H, Fixed, 95% Cl) 1.30[0.73, 2.33]
effects

9.1 Mild 1 40 Risk Ratio (M-H, Fixed, 95% Cl) 1.67[0.46, 6.06]
9.2 Mild to moderate 1 20 Risk Ratio (M-H, Fixed, 95% CI) 3.0[0.14, 65.90]
9.3 Moderate 2 470 Risk Ratio (M-H, Fixed, 95% Cl) 1.63[0.78, 3.42]
9.4 Moderate to severe 1 93 Risk Ratio (M-H, Fixed, 95% Cl) 0.11[0.01, 2.05]

Analysis 5.1. Comparison 5 CFC-BDP versus Placebo, not on oral steroids: all severities, Outcome 1 FEV1 (L).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI| Fixed, 95% Cl
5.1.1 Mild
Pennings 1997 19 3.9(0.9) 17 3.6(0.7) — 6.73% 0.3[-0.21,0.81]
Subtotal *** 19 17 o 6.73% 0.3[-0.21,0.81]

Heterogeneity: Not applicable
Test for overall effect: Z=1.15(P=0.25)

Favours Placebo 4 -2 0 2 4 Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
5.1.2 Mild to moderate
Bronsky 1998 102 2.9(0.7) 87 2.5(0.9) & 32.48% 0.33[0.1,0.56]
Fahy 1998 12 3.3(0.9) 12 2.9(1.1) e — 2.71% 0.4[-0.4,1.2]
Subtotal *** 114 99 L 2 35.19% 0.34[0.11,0.56]
Heterogeneity: Tau?=0; Chi?=0.03, df=1(P=0.87); 1>=0%
Test for overall effect: Z=2.95(P=0)
5.1.3 Moderate
Salmeron 1989 21 2.6 (0.7) 22 2(0.7) — 8.95% 0.62[0.18,1.06]
Subtotal *** 21 22 L 2 8.95% 0.62[0.18,1.06]
Heterogeneity: Not applicable
Test for overall effect: Z=2.75(P=0.01)
5.1.4 Moderate to Severe
Gross 1999 117 2.9(0.9) 117 2.5(0.9) = 35.27% 0.35[0.13,0.57]
Vogt 1976 46 2(0.8) 40 1.7(0.9) 4 13.86% 0.29[-0.07,0.65]
Subtotal *** 163 157 L 49.13% 0.33[0.14,0.52]
Heterogeneity: Tau?=0; Chi*=0.08, df=1(P=0.78); 1>=0%
Test for overall effect: Z=3.46(P=0)
Total *** 317 295 ¢ 100% 0.36[0.22,0.49]
Heterogeneity: Tau?=0; Chi*=1.61, df=5(P=0.9); I>=0%
Test for overall effect: Z=5.29(P<0.0001)
Test for subgroup differences: Chi?>=1.5, df=1 (P=0.68), I*=0% ‘ ‘ ‘ ‘
Favours Placebo 4 2 0 2 4 Favours CFC-BDP

Analysis 5.2. Comparison 5 CFC-BDP versus Placebo, not on
oral steroids: all severities, Outcome 2 FEV1(% predicted).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% CI
5.2.1 Mild
Fanelli 1993 17 95.9 (11.1) 15 93.2 (12.4) * # 23.74% 2.7[-5.5,10.9]
Fournier 1990 6 70 (25) 5 70(21) 4 D 216% 0[-27.18,27.18]
Vatrella 1996 10 86 (6.3) 10 88(9.5) = 32% -2[-9.06,5.06]
Subtotal *** 33 30 ——e 57.9% 0[-5.25,5.25]
Heterogeneity: Tau?=0; Chi*=0.72, df=2(P=0.7); 1>=0%
Test for overall effect: Z=0(P=1)
5.2.2 Mild to Moderate
Bel 1990 8 94.4 (16.4) 8 88.1(17.5) 4 + # 5.78% 6.3[-10.32,22.92]
Hoshino 1998 9 73.7(10.1) 9 68.5(9.2) * # 20.03% 5.2[-3.73,14.13]
Subtotal *** 17 17 ——e N 25.81% 5.45[-2.42,13.31]
Heterogeneity: Tau?=0; Chi?=0.01, df=1(P=0.91); 1>=0%
Test for overall effect: Z=1.36(P=0.17)
5.2.3 Moderate
Subtotal *** 0 1] Not estimable
Heterogeneity: Not applicable

Favours Placebo  -10 5 0 5 10

Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
Test for overall effect: Not applicable
5.2.4 Moderate to Severe
Radha 1975 13 63.2 (11.7) 15 60.2 (15) * ; 16.29% 2.92[-6.98,12.82]
Subtotal *** 13 15 e — 16.29% 2.92[-6.98,12.82]
Heterogeneity: Not applicable
Test for overall effect: Z=0.58(P=0.56)
Total *** 63 62 —~ 100% 1.88[-2.11,5.88]
Heterogeneity: Tau?=0; Chi*=2.06, df=5(P=0.84); 1>=0%
Test for overall effect: Z=0.92(P=0.36)
Test for subgroup differences: Chi*=1.32, df=1 (P=0.52), 1>=0%

Favours Placebo  -10 -5 0 5 10 Favours CFC-BDP

Analysis 5.4. Comparison 5 CFC-BDP versus Placebo, not on oral
steroids: all severities, Outcome 4 Change in morning PEF (L/min).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
5.4.1 Mild
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
5.4.2 Mild to moderate
Malmstrom 1999 251 39.1(65.7) 257 0.8 (63.5) —— 39.89% 38.3[27.06,49.54]
Subtotal *** 251 257 S 2 39.89% 38.3[27.06,49.54]
Heterogeneity: Not applicable
Test for overall effect: Z=6.68(P<0.0001)
5.4.3 Moderate
Gross 1999 117 -14 (58.8) 117 -63.4 (56.5) —— 23.08% 49.4[34.62,64.18]
Matthys 1998 171 46 (53) 85 16 (55) —— 25.22% 30[15.86,44.14]
Nathan 2001 57 19.3 (56.6) 57 -21.4(55.9) — 11.82% 40.7[20.05,61.35]
Subtotal *** 345 259 <& 60.11% 39.55[30.4,48.71]
Heterogeneity: Tau?=0; Chi*=3.47, df=2(P=0.18); 1?=42.4%
Test for overall effect: Z=8.47(P<0.0001)
5.4.4 Moderate to severe
Subtotal *** 0 1] Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 596 516 & 100% 39.05[31.95,46.15]
Heterogeneity: Tau?=0; Chi*=3.5, df=3(P=0.32); 1>=14.31%
Test for overall effect: Z=10.78(P<0.0001)
Test for subgroup differences: Chi*=0.03, df=1 (P=0.87), 1>=0%

Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP

Beclomethasone versus placebo for chronic asthma (Review)
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Analysis 5.5. Comparison 5 CFC-BDP versus Placebo, not on oral
steroids: all severities, Outcome 5 Daily use of beta2 agonist (puffs/day).

Placebo
Mean(SD)

Study or subgroup CFC-BDP

N Mean(SD) N

Mean Difference
Random, 95% Cl

Mean Difference
Random, 95% Cl

Weight

5.5.1 Mild
Vatrella 1996 10 0.5(0.3) 10
Subtotal *** 10 10

3.5(0.8)

Heterogeneity: Not applicable
Test for overall effect: Z=10.66(P<0.0001)

5.5.2 Mild to moderate

Hoshino 1998 9 2.4(1.4)
Subtotal *** 9 9
Heterogeneity: Not applicable

Test for overall effect: Z=4.8(P<0.0001)

5.8(1.6)

5.5.3 Moderate
Matthys 1998 171 1.3(2) 85
Subtotal *** 171 85

2.2(1.9)

Heterogeneity: Not applicable
Test for overall effect: Z=3.7(P=0)

5.5.4 Moderate to severe
Subtotal *** 0 (1]
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total *** 190 104
Heterogeneity: Tau?=1.89; Chi*>=33.27, df=2(P<0.0001); 1>=93.99%
Test for overall effect: Z=2.86(P=0)

Test for subgroup differences: Chi*=33.27, df=1 (P<0.0001), 1?=93.99%

-
2

L

35.34%
35.34%

-3[-3.55,-2.45]
-3[-3.55,-2.45]

29.08%
29.08%

-3.4[-4.79,-2.01]
-3.4[-4.79,-2.01]

35.58%
35.58%

-0.95[-1.45,-0.45]
-0.95[-1.45,-0.45]

Not estimable

100% -2.39[-4.02,-0.75]

Favours CFC-BDP

Analysis 5.6. Comparison 5 CFC-BDP versus Placebo, not on oral
steroids: all severities, Outcome 6 Daily asthma symptom score.

-10

10

Favours Placebo

Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
5.6.1 Mild
Vatrella 1996 10 0.4 (0.3) 10 2(0.6) —— 48.15% -3.07[-4.44,-1.69]
Subtotal *** 10 10 o 48.15% -3.07[-4.44,-1.69]
Heterogeneity: Not applicable
Test for overall effect: Z=4.37(P<0.0001)
5.6.2 Mild to moderate
Hoshino 1998 9 1.2(0.7) 9 6.9 (2.9) —— 51.85% -2.57[-3.9,-1.25]
Subtotal *** 9 9 o 51.85% -2.57[-3.9,-1.25]
Heterogeneity: Not applicable
Test for overall effect: Z=3.8(P=0)

Favours CFC-BDP 10 5 0 5 10

Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review)
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Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
5.6.3 Moderate
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
5.6.4 Moderate to severe
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 19 19 <@ 100% -2.81[-3.77,-1.86]
Heterogeneity: Tau?=0; Chi*=0.26, df=1(P=0.61); 1>=0%
Test for overall effect: Z=5.77(P<0.0001)
Test for subgroup differences: Chi*=0.26, df=1 (P=0.61), 1>=0%
Favours CFC-BDP  -10 -5 0 5 10 Favours Placebo

Analysis 5.7. Comparison 5 CFC-BDP versus Placebo, not on oral steroids: all
severities, Outcome 7 Methacholine bronchial responsiveness (log values).

Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
5.7.1 Mild
Boner 1991 10 0.4 (0.7) 8 0.2 (0.6) - 23.46% 0.85[-0.13,1.84]
Maestrelli 1993 7 -0.2(0.4) 8 0.5 (0.6) T+ 20.7% 0.61[-0.44,1.65]
Wang 1994 12 -0.4 (0.6) 11 0.6 (0.4) - 32.65% 0.48[-0.35,1.31]
Subtotal *** 29 27 & 76.8% 0.63[0.09,1.17]
Heterogeneity: Tau?=0; Chi*=0.32, df=2(P=0.85); 1>=0%
Test for overall effect: Z=2.27(P=0.02)
5.7.2 Mild to Moderate
Bel 1990 8 0.5(0.5) 8 0.3(0.3) 1 23.2% 0.3[-0.69,1.29]
Subtotal *** 8 8 <> 23.2% 0.3[-0.69,1.29]
Heterogeneity: Not applicable
Test for overall effect: Z=0.6(P=0.55)
5.7.3 Moderate
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
5.7.4 Moderate to Severe
Subtotal *** 0 1] Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 37 35 ¢ 100% 0.55[0.08,1.03]
Heterogeneity: Tau?=0; Chi*=0.65, df=3(P=0.89); 1>=0%
Test for overall effect: Z=2.28(P=0.02)
Test for subgroup differences: Chi*=0.32, df=1 (P=0.57), 1>=0%

Favours Placebo 10 5 0 10 Favours CFC-BDP

Beclomethasone versus placebo for chronic asthma (Review)
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Analysis 5.8. Comparison 5 CFC-BDP versus Placebo, not on oral steroids:
all severities, Outcome 8 Withdrawal due to asthma exacerbation.

Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.8.1 Mild
Boner 1991 0/10 2/10 e 3.25% 0.2[0.01,3.7]
Fanelli 1993 0/17 0/15 Not estimable
Pennings 1997 0/20 0/20 Not estimable
Trigg 1994 0/13 0/12 Not estimable
Subtotal (95% Cl) 60 57 e 3.25% 0.2[0.01,3.7]
Total events: 0 (CFC-BDP), 2 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=1.08(P=0.28)
5.8.2 Mild to moderate
Bel 1990 0/10 0/10 Not estimable
Berkowitz 1998 5/98 9/82 — 12.73% 0.46[0.16,1.33]
Fahy 1998 0/12 0/12 Not estimable
Hoshino 1998 2/12 3/12 —t 3.9% 0.67[0.13,3.3]
Simons 1997 5/81 15/80 — 19.6% 0.33[0.13,0.86]
Subtotal (95% Cl) 213 196 . 4 36.22% 0.41[0.22,0.79]
Total events: 12 (CFC-BDP), 27 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.6, df=2(P=0.74); 1>=0%
Test for overall effect: Z=2.68(P=0.01)
5.8.3 Moderate
Matthys 1998 0/171 1/85 —_—t 2.6% 0.17[0.01,4.05]
Nathan 2001 6/57 25/57 —H— 32.47% 0.24[0.11,0.54]
Salmeron 1989 0/21 15/22 —_— 19.68% 0.03[0,0.53]
Subtotal (95% Cl) 249 164 4 54.75% 0.16[0.08,0.35]
Total events: 6 (CFC-BDP), 41 (Placebo)
Heterogeneity: Tau?=0; Chi*=2.14, df=2(P=0.34); 1°=6.57%
Test for overall effect: Z=4.72(P<0.0001)
5.8.4 Moderate to severe
Vogt 1976 0/46 4/47 R S 5.78% 0.11[0.01,2.05]
Subtotal (95% Cl) 46 47 —— 5.78% 0.11[0.01,2.05]
Total events: 0 (CFC-BDP), 4 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=1.47(P=0.14)
Total (95% CI) 568 464 L 4 100% 0.25[0.16,0.4]
Total events: 18 (CFC-BDP), 74 (Placebo)
Heterogeneity: Tau?=0; Chi?*=5.46, df=7(P=0.6); 1>=0%
Test for overall effect: Z=5.76(P<0.0001)
Test for subgroup differences: Not applicable ‘ ‘ ‘ ‘
Favours CFC-BDP ~ 0.001 0.1 1 10 1000 Favours Placebo
Beclomethasone versus placebo for chronic asthma (Review) 138
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Study or subgroup

Analysis 5.9. Comparison 5 CFC-BDP versus Placebo, not on oral
steroids: all severities, Outcome 9 Oropharyngeal side-effects.

CFC-BDP
n/N

Placebo
n/N

Risk Ratio
M-H, Fixed, 95% CI

Weight

Risk Ratio
M-H, Fixed, 95% CI

5.9.1 Mild
Pennings 1997
Subtotal (95% ClI)

5/20
20

Total events: 5 (CFC-BDP), 3 (Placebo)

Heterogeneity: Not applicable

Test for overall effect: Z=0.78(P=0.44)

5.9.2 Mild to moderate

Bel 1990
Subtotal (95% CI)

1/10
10

Total events: 1 (CFC-BDP), 0 (Placebo)

Heterogeneity: Not applicable

Test for overall effect: Z=0.7(P=0.49)

5.9.3 Moderate
Matthys 1998
Nathan 1997
Subtotal (95% Cl)

2/171
15/105
276

Total events: 17 (CFC-BDP), 10 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.19, df=1(P=0.67); 1>=0%
Test for overall effect: Z=1.3(P=0.19)

5.9.4 Moderate to severe

Vogt 1976
Subtotal (95% CI)

0/46
46

Total events: 0 (CFC-BDP), 4 (Placebo)

Heterogeneity: Not applicable

Test for overall effect: Z=1.47(P=0.14)

Total (95% Cl)

352

Total events: 23 (CFC-BDP), 17 (Placebo)
Heterogeneity: Tau?=0; Chi*=3.71, df=4(P=0.45); 1>=0%
Test for overall effect: Z=0.9(P=0.37)

Test for subgroup differences: Not applicable

3/20
20

0/10
10

1/85
9/109
194

4/47
47

271

R

N

¢

16.56%
16.56%

2.76%
2.76%

7.37%
48.74%
56.11%

24.57%
24.57%

100%

1.67[0.46,6.06]
1.67[0.46,6.06]

3(0.14,65.9]
3[0.14,65.9]

0.99[0.09,10.81]
1.73[0.79,3.78]
1.63[0.78,3.42]

0.11[0.01,2.05]
0.11[0.01,2.05]

1.3[0.73,2.33]

Comparison 6. CFC-BDP versus Placebo, not oral steroids: all delivery devices

Favours CFC-BDP

0.001

0.1 1 10

1000 Favours Placebo

Outcome or sub- No. of studies No. of partici- Statistical method Effect size
group title pants

1FEV (L) 6 612 Mean Difference (IV, Fixed, 95% Cl) 0.36[0.22, 0.49]
1.1 MDI 5 588 Mean Difference (IV, Fixed, 95% Cl) 0.36[0.22, 0.49]
1.2 MDI+SPACER 1 24 Mean Difference (IV, Fixed, 95% Cl) 0.40 [-0.40, 1.20]
1.3DPI 0 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0, 0.0]
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Outcome or sub- No. of studies No. of partici- Statistical method Effect size

group title pants

2 FEV1 (% predicted) 7 198 Mean Difference (IV, Random, 95% Cl) 5.36 [-0.88, 11.60]
2.1 MDI 6 182 Mean Difference (IV, Random, 95% Cl) 5.26[-1.67,12.18]
2.2 MDI+SPACER 1 16 Mean Difference (IV, Random, 95% Cl) 6.30 [-10.32, 22.92]
2.3DPI 0 0 Mean Difference (IV, Random, 95% Cl) 0.0[0.0, 0.0]

3 Morning PEFR (L/ 2 78 Mean Difference (IV, Fixed, 95% Cl) 46.52 [-15.18,108.21]
min)

3.1 MDI 1 54 Mean Difference (IV, Fixed, 95% Cl) 51.90 [-21.05, 124.85]
3.2 MDI+SPACER 1 24 Mean Difference (IV, Fixed, 95% Cl) 33.0[-82.62, 148.62]
3.3DPI 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

4 Changein morning 4 1112 Mean Difference (IV, Fixed, 95% Cl) 39.05[31.95, 46.15]
PEF (L/min)

4.1 MDI 3 604 Mean Difference (IV, Fixed, 95% Cl) 39.55[30.40, 48.71]
4.2 MDI + SPACER 1 508 Mean Difference (IV, Fixed, 95% Cl) 38.30[27.06, 49.54]
4.3 DPI 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

5 Daily use of beta2 3 294 Mean Difference (IV, Random, 95% Cl) -2.39[-4.02,-0.75]
agonists (puffs/day)

5.1 MDI 3 294 Mean Difference (IV, Random, 95% Cl) -2.39[-4.02,-0.75]
5.2 MDI+SPACER 0 0 Mean Difference (IV, Random, 95% Cl) 0.0[0.0,0.0]
5.3DPI 0 0 Mean Difference (IV, Random, 95% Cl) 0.0[0.0, 0.0]

6 Daily asthma symp- 2 38 Std. Mean Difference (IV, Random, 95% Cl)  -2.81[-3.77,-1.86]
tom score

6.1 MDI 2 38 Std. Mean Difference (IV, Random, 95% Cl)  -2.81[-3.77,-1.86]
6.2 MDI+SPACER 0 0 Std. Mean Difference (IV, Random, 95% CI)  0.0[0.0, 0.0]

6.3 DPI 0 0 Std. Mean Difference (IV, Random, 95% CI) 0.0 [0.0, 0.0]

7 Methacholine 5 89 Std. Mean Difference (IV, Fixed, 95% Cl) 0.53[0.10, 0.96]
bronchial respon-

siveness (log values)

7.1 MDI 4 73 Std. Mean Difference (IV, Fixed, 95% Cl) 0.58[0.11, 1.06]
7.2 MDI+SPACER 1 16 Std. Mean Difference (IV, Fixed, 95% Cl) 0.30 [-0.69, 1.29]
7.3 DPI 0 0 Std. Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
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Outcome or sub- No. of studies No. of partici- Statistical method Effect size
group title pants

11 Withdrawal dueto 15 1185 Risk Ratio (M-H, Fixed, 95% Cl) 0.25[0.16, 0.39]
asthma exacerbation

11.1 MDI 11 955 Risk Ratio (M-H, Fixed, 95% Cl) 0.24[0.14,0.39]
11.2 MDI+SPACER 3 69 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
11.3 DPI 1 161 Risk Ratio (M-H, Fixed, 95% Cl) 0.33[0.13, 0.86]
12 Oropharyngeal 5 623 Risk Ratio (M-H, Fixed, 95% Cl) 1.30[0.73, 2.33]
side-effects

12.1 MDI 4 603 Risk Ratio (M-H, Fixed, 95% Cl) 1.26[0.69, 2.27]
12.2 MDI+SPACER 1 20 Risk Ratio (M-H, Fixed, 95% Cl) 3.0[0.14, 65.90]
12.3DPI 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0 [0.0, 0.0]

Analysis 6.1. Comparison 6 CFC-BDP versus Placebo, not oral steroids: all delivery devices, Outcome 1 FEV (L).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
6.1.1 MDI
Bronsky 1998 102 2.9(0.7) 87 2.5(0.9) - 32.48% 0.33[0.1,0.56]
Gross 1999 117 2.9(0.9) 117 2.5(0.9) = 35.27% 0.35[0.13,0.57]
Pennings 1997 19 3.9(0.9) 17 3.6(0.7) — 6.73% 0.3[-0.21,0.81]
Salmeron 1989 21 2.6(0.7) 22 2(0.7) —— 8.95% 0.62[0.18,1.06]
Vogt 1976 46 2(0.8) 40 1.7(0.9) —— 13.86% 0.29[-0.07,0.65]
Subtotal *** 305 283 ¢ 97.29% 0.36[0.22,0.49]
Heterogeneity: Tau?=0; Chi*=1.6, df=4(P=0.81); 1>=0%
Test for overall effect: Z=5.2(P<0.0001)
6.1.2 MDI+SPACER
Fahy 1998 12 3.3(0.9) 12 2.9(L.1) —_ 2.71% 0.4[-0.4,1.2]
Subtotal *** 12 12 e 2.71% 0.4[-0.4,1.2]
Heterogeneity: Not applicable
Test for overall effect: Z=0.97(P=0.33)
6.1.3DPI
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 317 295 ¢ 100% 0.36[0.22,0.49]
Heterogeneity: Tau?=0; Chi*=1.61, df=5(P=0.9); 1>=0%
Test for overall effect: Z=5.29(P<0.0001)
Test for subgroup differences: Chi?=0.01, df=1 (P=0.92), 1>=0%

Favours Placebo 4 2 0 2

Favours CFC-BDP
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Analysis 6.2. Comparison 6 CFC-BDP versus Placebo, not oral

steroids: all delivery devices, Outcome 2 FEV1 (% predicted).
Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% Cl Random, 95% Cl
6.2.1 MDI
Fanelli 1993 17 95.9 (11.1) 15 93.2(12.4) T 17.71% 2.7[-5.5,10.9]
Fournier 1990 6 70 (25) 5 70(21) — 4.37% 0[-27.18,27.18]
Hoshino 1998 9 73.7(10.1) 9 68.5(9.2) ™ 16.76% 5.2[-3.73,14.13]
Kerstjens 1994 43 77.6(19.9) 30 58.2 (16.9) — 17.32% 19.44[10.94,27.94]
Radha 1975 13 63.2 (11.7) 15 60.2 (15) e 15.54% 2.92[-6.98,12.82]
Vatrella 1996 10 86 (6.3) 10 88(9.5) 4 19.23% -2[-9.06,5.06]
Subtotal *** 98 84 L 4 90.92% 5.26[-1.67,12.18]
Heterogeneity: Tau?=46.92; Chi*=15.47, df=5(P=0.01); 1>=67.68%
Test for overall effect: Z=1.49(P=0.14)
6.2.2 MDI+SPACER
Bel 1990 8 94.4 (16.4) 8 88.1(17.5) T 9.08% 6.3[-10.32,22.92]
Subtotal *** 8 8 - 9.08% 6.3[-10.32,22.92]
Heterogeneity: Not applicable
Test for overall effect: Z=0.74(P=0.46)
6.2.3DPI
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 106 92 & 100% 5.36[-0.88,11.6]
Heterogeneity: Tau?=39.7; Chi?=15.49, df=6(P=0.02); 1*=61.27%
Test for overall effect: Z=1.68(P=0.09)
Test for subgroup differences: Chi*=0.02, df=1 (P=0.88), 1>=0% ‘ ‘ ‘ ‘

Favours Placebo ~ -100 -50 0 50 100 Favours CFC-BDP

Analysis 6.3. Comparison 6 CFC-BDP versus Placebo, not oral

steroids: all delivery devices, Outcome 3 Morning PEFR (L/min).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
6.3.1 MDI
Kerstjens 1994 31 433.7 23 381.8 _—._’ 71.53% 51.9[-21.05,124.85]
(167.8) (104.7)
Subtotal *** 31 23 ——e I 71.53% 51.9[-21.05,124.85]
Heterogeneity: Not applicable
Test for overall effect: Z=1.39(P=0.16)
6.3.2 MDI+SPACER
Fahy 1998 12 404 (144) 12 371(145) & # 28.47% 33[-82.62,148.62]
Subtotal *** 12 12 —————— 28.47% 33[-82.62,148.62]
Heterogeneity: Not applicable
Test for overall effect: Z=0.56(P=0.58)
Favours Placebo ~ -100 -50 0 50 100

Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
6.3.3DPI
Subtotal *** 0 0 Not estimable

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total *** 43 35 —e— 100%

Heterogeneity: Tau?=0; Chi*=0.07, df=1(P=0.79); 1>=0%
Test for overall effect: Z=1.48(P=0.14)
Test for subgroup differences: Chi*=0.07, df=1 (P=0.79), 1>=0%

46.52[-15.18,108.21]

Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP

Analysis 6.4. Comparison 6 CFC-BDP versus Placebo, not oral steroids:

all delivery devices, Outcome 4 Change in morning PEF (L/min).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
6.4.1 MDI
Gross 1999 117 -14 (58.8) 117 -63.4 (56.5) —— 23.08% 49.4[34.62,64.18]
Matthys 1998 171 46 (53) 85 16 (55) —— 25.22% 30[15.86,44.14]
Nathan 2001 57 19.3 (56.6) 57 -21.4(55.9) — 11.82% 40.7[20.05,61.35]
Subtotal *** 345 259 <& 60.11% 39.55[30.4,48.71]

Heterogeneity: Tau?=0; Chi*=3.47, df=2(P=0.18); 1?=42.4%
Test for overall effect: Z=8.47(P<0.0001)

6.4.2 MDI + SPACER

Malmstrom 1999 251 39.1(65.7) 257 0.8 (63.5) —— 39.89% 38.3[27.06,49.54]
Subtotal *** 251 257 ’ 39.89% 38.3[27.06,49.54]
Heterogeneity: Not applicable
Test for overall effect: Z=6.68(P<0.0001)
6.4.3 DPI
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 596 516 ‘ 100% 39.05[31.95,46.15]
Heterogeneity: Tau?=0; Chi*=3.5, df=3(P=0.32); 1>=14.31%
Test for overall effect: Z=10.78(P<0.0001)
Test for subgroup differences: Chi*=0.03, df=1 (P=0.87), 1>=0%

Favours CFC-BDP ~ -100 -50 0 50 100 Favours Placebo

Analysis 6.5. Comparison 6 CFC-BDP versus Placebo, not oral steroids:
all delivery devices, Outcome 5 Daily use of beta2 agonists (puffs/day).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% CI
6.5.1 MDI ‘
Favours CFC-BDP  -10 -5 0 5 10 Favours Placebo
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
Hoshino 1998 9 2.4(1.4) 9 5.8(1.6) —E— 29.08% -3.4[-4.79,-2.01]
Matthys 1998 171 1.3(2) 85 2.2(1.9) = 35.58% -0.95[-1.45,-0.45]
Vatrella 1996 10 0.5(0.3) 10 3.5(0.8) = 35.34% -3[-3.55,-2.45]
Subtotal *** 190 104 - 100% -2.39[-4.02,-0.75]

Heterogeneity: Tau?=1.89; Chi*>=33.27, df=2(P<0.0001); 1>=93.99%
Test for overall effect: Z=2.86(P=0)

6.5.2 MDI+SPACER
Subtotal *** 0 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

6.5.3DPI
Subtotal *** 0 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total *** 190 104 - 100%
Heterogeneity: Tau?=1.89; Chi*>=33.27, df=2(P<0.0001); 1>=93.99%
Test for overall effect: Z=2.86(P=0)

Test for subgroup differences: Not applicable

Not estimable

Not estimable

-2.39[-4.02,-0.75]

Favours CFC-BDP  -10 -5 0 5 10 Favours Placebo

Analysis 6.6. Comparison 6 CFC-BDP versus Placebo, not oral
steroids: all delivery devices, Outcome 6 Daily asthma symptom score.

Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl

6.6.1 MDI

Hoshino 1998 9 1.2(0.7) 9 6.9 (2.9) —— 51.85% -2.57[-3.9,-1.25]

Vatrella 1996 10 0.4(0.3) 10 2(0.6) —— 48.15% -3.07[-4.44,-1.69]

Subtotal *** 19 19 L g 100% -2.81[-3.77,-1.86]

Heterogeneity: Tau?=0; Chi*=0.26, df=1(P=0.61); 1>=0%
Test for overall effect: Z=5.77(P<0.0001)

6.6.2 MDI+SPACER
Subtotal *** 0 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

6.6.3 DPI
Subtotal *** 0 1]
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total *** 19 19 L 4 100%
Heterogeneity: Tau?=0; Chi*=0.26, df=1(P=0.61); 1>=0%
Test for overall effect: Z=5.77(P<0.0001)

Test for subgroup differences: Not applicable

Not estimable

Not estimable

-2.81[-3.77,-1.86]

Favours CFC-BDP  -10 -5 0 5 10 Favours Placebo
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Analysis 6.7. Comparison 6 CFC-BDP versus Placebo, not oral steroids: all

delivery devices, Outcome 7 Methacholine bronchial responsiveness (log values).

Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
6.7.1 MDI
Bennati 1989 10 0(0.5) 7 0.2 (0.3) 7 19.07% 0.43[-0.55,1.41]
Boner 1991 10 0.4(0.7) 8 0.2 (0.6) T 18.99% 0.85[-0.13,1.84]
Maestrelli 1993 7 -0.2(0.4) 8 -0.5(0.6) — 16.75% 0.61[-0.44,1.65]
Wang 1994 12 -0.4 (0.6) 11 -0.6 (0.4) — 26.42% 0.48[-0.35,1.31]
Subtotal *** 39 34 81.23% 0.58[0.11,1.06]
Heterogeneity: Tau?=0; Chi*=0.45, df=3(P=0.93); 1>=0%
Test for overall effect: Z=2.4(P=0.02)
6.7.2 MDI+SPACER
Bel 1990 8 0.5(0.5) 8 0.3(0.3) 7 18.77% 0.3[-0.69,1.29]
Subtotal *** 8 8 ~a 18.77% 0.3[-0.69,1.29]
Heterogeneity: Not applicable
Test for overall effect: Z=0.6(P=0.55)
6.7.3DPI
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 47 42 100% 0.53[0.1,0.96]
Heterogeneity: Tau?=0; Chi*=0.7, df=4(P=0.95); 1>=0%
Test for overall effect: Z=2.42(P=0.02)
Test for subgroup differences: Chi*=0.25, df=1 (P=0.62), 1>=0% ‘ ‘ ‘ ‘
Favours CFC-BDP 4 2 2 4 Favours Placebo
Analysis 6.11. Comparison 6 CFC-BDP versus Placebo, not oral steroids:
all delivery devices, Outcome 11 Withdrawal due to asthma exacerbation.
Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.11.1 MDI
Bennati 1989 0/10 2/10 B 2.88% 0.2[0.01,3.7]
Bergmann 1990 2/68 7/65 —+— 8.26% 0.27[0.06,1.27]
Berkowitz 1998 5/98 9/82 —+ 11.31% 0.46[0.16,1.33]
Boner 1991 0/10 2/10 B 2.88% 0.2[0.01,3.7]
Fanelli 1993 0/17 0/15 Not estimable
Hoshino 1998 2/12 3/12 —t 3.46% 0.67[0.13,3.3]
Matthys 1998 0/171 1/85 B 2.31% 0.17[0.01,4.05]
Nathan 2001 6/57 25/57 —a— 28.85% 0.24[0.11,0.54]
Pennings 1997 0/20 0/20 Not estimable
Salmeron 1989 0/21 15/22 17.49% 0.03[0,0.53]
Vogt 1976 0/46 4/47 — 5.14% 0.11[0.01,2.05]
Subtotal (95% Cl) 530 425 <& 82.58% 0.24[0.14,0.39]
Total events: 15 (CFC-BDP), 68 (Placebo)
0.001 0.1 1 10 1000 Favours Placebo

Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Heterogeneity: Tau?=0; Chi?*=5.49, df=8(P=0.7); I>=0%
Test for overall effect: Z=5.66(P<0.0001)

6.11.2 MDI+SPACER

Bel 1990 0/10 0/10 Not estimable
Fahy 1998 0/12 0/12 Not estimable
Trigg 1994 0/13 0/12 Not estimable
Subtotal (95% Cl) 35 34 Not estimable

Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

6.11.3 DPI
Simons 1997 5/81 15/80 — 17.42% 0.33[0.13,0.86]
Subtotal (95% CI) 81 80 - 17.42% 0.33[0.13,0.86]

Total events: 5 (CFC-BDP), 15 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=2.26(P=0.02)

Total (95% CI) 646 539 <& 100% 0.25[0.16,0.39]
Total events: 20 (CFC-BDP), 83 (Placebo)
Heterogeneity: Tau?=0; Chi*=5.49, df=9(P=0.79); 1>=0%
Test for overall effect: Z=6.09(P<0.0001)

Test for subgroup differences: Not applicable

Favours CFC-BDP  0-001 0.1 1 10 1000 Favours Placebo

Analysis 6.12. Comparison 6 CFC-BDP versus Placebo, not oral
steroids: all delivery devices, Outcome 12 Oropharyngeal side-effects.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

6.12.1 MDI

Matthys 1998 2/171 1/85 e ee— 7.37% 0.99[0.09,10.81]
Nathan 1997 15/105 9/109 b= 48.74% 1.73[0.79,3.78]
Pennings 1997 5/20 3/20 —T 16.56% 1.67[0.46,6.06]
Vogt 1976 0/46 4/47 —_— 24.57% 0.11[0.01,2.05]
Subtotal (95% Cl) 342 261 <> 97.24% 1.26[0.69,2.27]

Total events: 22 (CFC-BDP), 17 (Placebo)
Heterogeneity: Tau?=0; Chi*=3.52, df=3(P=0.32); 1’>=14.77%
Test for overall effect: Z=0.75(P=0.45)

6.12.2 MDI+SPACER
Bel 1990 1/10 0/10 B 2.76% 3[0.14,65.9]
Subtotal (95% ClI) 10 10 ——e 2.76% 3[0.14,65.9]
Total events: 1 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Z=0.7(P=0.49)

6.12.3 DPI

Favours CFC-BDP  0.001 0.1 1 10 1000 Favours Placebo
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Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 352 271 <> 100% 1.3[0.73,2.33]
Total events: 23 (CFC-BDP), 17 (Placebo)
Heterogeneity: Tau?=0; Chi?=3.71, df=4(P=0.45); 1>=0%
Test for overall effect: Z=0.9(P=0.37)
Test for subgroup differences: Not applicable
Favours CFC-BDP  0.001 0.1 1 10 1000 Favours Placebo

Comparison 7. CFC-BDP versus placebo, not on oral steroids: all study durations

Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

1FEV1(L) 6 612 Mean Difference (IV, Fixed, 95% Cl) 0.36[0.22, 0.49]

1.1 At week 4 2 110 Mean Difference (IV, Fixed, 95% Cl) 0.31[-0.02, 0.63]

1.2 >4 weeks 4 502 Mean Difference (IV, Fixed, 95% Cl) 0.37[0.22,0.51]

2 FEV1 (% predicted) 7 198 Mean Difference (IV, Random, 95% CI)  5.36 [-0.88, 11.60]
2.1 At week 4 1 32 Mean Difference (IV, Random, 95% CI)  2.70 [-5.50, 10.90]
2.2 >4 weeks 6 166 Mean Difference (IV, Random, 95% CI)  5.90 [-1.75, 13.56]

3 FEV1 % (change from 2 756 Mean Difference (IV, Fixed, 95% Cl) 12.15[8.34, 15.96]
baseline)

3.1 Atweek 4 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

3.2>4 weeks 2 756 Mean Difference (IV, Fixed, 95% Cl) 12.15[8.34, 15.96]

4 Morning PEFR (L/min) 2 78 Mean Difference (IV, Fixed, 95% Cl) 46.52 [-15.18,108.21]
4.1 At week 4 1 24 Mean Difference (IV, Fixed, 95% Cl) 33.0[-82.62, 148.62]
4.2 >4 weeks 1 54 Mean Difference (IV, Fixed, 95% Cl) 51.90[-21.05, 124.85]
5Change in morning PEF 4 1112 Mean Difference (IV, Fixed, 95% Cl) 39.05[31.95, 46.15]
(L/min)

5.1 At week 4 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5.2 >4 weeks 4 1112 Mean Difference (IV, Fixed, 95% Cl) 39.05[31.95, 46.15]

6 Methacholine bronchial 5 89 Std. Mean Difference (1IV, Fixed, 95% 0.53[0.10, 0.96]

responsiveness (log val-
ues)

Cl)
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Outcome or subgroup
title

No. of studies

No. of partici-
pants

Statistical method

Effect size

6.1 At week 4 1 17 Std. Mean Difference (IV, Fixed, 95% 0.43[-0.55,1.41]
Cl)

6.2 >4 weeks 4 72 Std. Mean Difference (IV, Fixed, 95% 0.55[0.08, 1.03]
Cl)

7 FEF25-75% (L/second) 2 110 Mean Difference (IV, Fixed, 95% Cl) -0.93[-1.28,-0.58]

7.1 At week 4 1 24 Mean Difference (IV, Fixed, 95% Cl) -4.6 [-5.60, -3.60]

7.2 >4 weeks 1 86 Mean Difference (IV, Fixed, 95% Cl) -0.42 [-0.79, -0.05]

10 Total daily Beta2-ag- 2 622 Mean Difference (IV, Fixed, 95% Cl) -2.32[-2.55,-2.09]

onist use (change from

baseline)

10.1 At week 4 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

10.2 > 4 weeks 2 622 Mean Difference (IV, Fixed, 95% Cl) -2.32[-2.55,-2.09]

11 Daily use of Beta2-ag- 3 294 Mean Difference (IV, Fixed, 95% Cl) -1.98[-2.34,-1.62]

onists (puffs per day)

11.1 At week 4 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

11.2 >4 weeks 3 294 Mean Difference (IV, Fixed, 95% Cl) -1.98[-2.34,-1.62]

12 Daytime asthma 2 611 Mean Difference (IV, Fixed, 95% Cl) -0.65[-1.08,-0.22]

symptoms score (change

from baseline)

12.1 At week 4 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

12.2 > 4 weeks 2 611 Mean Difference (IV, Fixed, 95% Cl) -0.65[-1.08,-0.22]

13 Daily asthma symp- 2 38 Mean Difference (IV, Fixed, 95% Cl) -1.80[-2.22,-1.37]

toms score

13.1 At week 4 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

13.2 >4 weeks 2 38 Mean Difference (IV, Fixed, 95% Cl) -1.80[-2.22,-1.37]

40 Withdrawals due to 15 1185 Risk Ratio (M-H, Fixed, 95% Cl) 0.25[0.16, 0.39]

asthma exacerbation

40.1 At week 4 4 169 Risk Ratio (M-H, Fixed, 95% CI) 0.14[0.02,1.13]

40.2 > 4 weeks 11 1016 Risk Ratio (M-H, Fixed, 95% CI) 0.26[0.17,0.41]

41 Oropharyngel side-ef- 5 623 Risk Ratio (M-H, Fixed, 95% Cl) 1.30[0.73, 2.33]

fect

41.1 At week 4 2 307 Risk Ratio (M-H, Fixed, 95% CI) 1.19[0.59, 2.38]

41.2 > 4 weeks 3 316 Risk Ratio (M-H, Fixed, 95% CI) 1.62[0.56, 4.65]

Beclomethasone versus placebo for chronic asthma (Review)
Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

148



- Coch rane Trusted evidence.
= . Informed decisions.
- Li b ra ry Better health.

Cochrane Database of Systematic Reviews

Analysis 7.1. Comparison 7 CFC-BDP versus placebo, not on oral steroids: all study durations, Outcome 1 FEV1 (L).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
7.1.1 At week 4
Fahy 1998 12 3.3(0.9) 12 2.9(1.1) T 2.71% 0.4[-0.4,1.2]
Vogt 1976 46 2(0.8) 40 1.7(0.9) * 13.86% 0.29[-0.07,0.65]
Subtotal *** 58 52 ¢ 16.57% 0.31[-0.02,0.63]
Heterogeneity: Tau?=0; Chi*=0.06, df=1(P=0.81); 1>=0%
Test for overall effect: Z=1.86(P=0.06)
7.1.2>4 weeks
Bronsky 1998 102 2.9(0.7) 87 2.5(0.9) F 32.48% 0.33[0.1,0.56]
Gross 1999 117 2.9(0.9) 117 2.5(0.9) h 35.27% 0.35[0.13,0.57]
Pennings 1997 19 3.9(0.9) 17 3.6(0.7) ™ 6.73% 0.3[-0.21,0.81]
Salmeron 1989 21 2.6 (0.7) 22 2(0.7) -+ 8.95% 0.62[0.18,1.06]
Subtotal *** 259 243 } 83.43% 0.37[0.22,0.51]
Heterogeneity: Tau?=0; Chi*=1.44, df=3(P=0.7); I>=0%
Test for overall effect: Z=4.96(P<0.0001)
Total *** 317 295 { 100% 0.36[0.22,0.49]
Heterogeneity: Tau?=0; Chi*=1.61, df=5(P=0.9); I>=0%
Test for overall effect: Z=5.29(P<0.0001)
Test for subgroup differences: Chi*=0.11, df=1 (P=0.74), 1>=0% ‘ ‘ ‘ ‘

Favours Placebo  -10 5 0 5 10 Favours CFC-BDP

Analysis 7.2. Comparison 7 CFC-BDP versus placebo, not on oral
steroids: all study durations, Outcome 2 FEV1 (% predicted).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
7.2.1 At week 4
Fanelli 1993 17 95.9 (11.1) 15 93.2 (12.4) - 17.71% 2.7[-5.5,10.9]
Subtotal *** 17 15 <> 17.71% 2.7[-5.5,10.9]
Heterogeneity: Not applicable
Test for overall effect: Z=0.65(P=0.52)
7.2.2>4 weeks
Bel 1990 8 94.4 (16.4) 8 88.1(17.5) —_1T*— 9.08% 6.3[-10.32,22.92]
Fournier 1990 6 70 (25) 5 70(21) e — 4.37% 0[-27.18,27.18]
Hoshino 1998 9 73.7(10.1) 9 68.5(9.2) ™ 16.76% 5.2[-3.73,14.13]
Kerstjens 1994 43 77.6(19.9) 30 58.2 (16.9) —— 17.32% 19.44[10.94,27.94]
Radha 1975 13 63.2 (11.7) 15 60.2 (15) - 15.54% 2.92[-6.98,12.82]
Vatrella 1996 10 86 (6.3) 10 88(9.5) - 19.23% -2[-9.06,5.06]
Subtotal *** 89 7 . 4 82.29% 5.9[-1.75,13.56]
Heterogeneity: Tau?=55.32; Chi*=15.1, df=5(P=0.01); 1*=66.88%
Test for overall effect: Z=1.51(P=0.13)
Total *** 106 92 & 100% 5.36[-0.88,11.6]
Heterogeneity: Tau?=39.7; Chi?=15.49, df=6(P=0.02); 1*=61.27%

Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
Test for overall effect: Z=1.68(P=0.09)
Test for subgroup differences: Chi?=0.4, df=1 (P=0.53), I*=0%
Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP

Analysis 7.3. Comparison 7 CFC-BDP versus placebo, not on oral
steroids: all study durations, Outcome 3 FEV1 % (change from baseline).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
7.3.1At week 4
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
7.3.2>4 weeks
Laviolette 1999 200 -0.7(18.8) 48 -12.1(24.3) i 26.89% 11.47[4.13,18.81]
Malmstrom 1999 251 13.1(27.7) 257 0.7 (23.2) . 73.11% 12.4[7.95,16.85]
Subtotal *** 451 305 | 100% 12.15[8.34,15.96]
Heterogeneity: Tau?=0; Chi*=0.05, df=1(P=0.83); 1>=0%
Test for overall effect: Z=6.26(P<0.0001)
Total *** 451 305 100% 12.15[8.34,15.96]
Heterogeneity: Tau?=0; Chi*=0.05, df=1(P=0.83); 1>=0%
Test for overall effect: Z=6.26(P<0.0001)
Test for subgroup differences: Not applicable

Favours Placebo ‘—1000 —560 0 5(;0 100(3

Analysis 7.4. Comparison 7 CFC-BDP versus placebo, not on oral
steroids: all study durations, Outcome 4 Morning PEFR (L/min).

Favours CFC-BDP

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
7.4.1 At week 4 ‘
Fahy 1998 12 404 (144) 12 371 (145) +— 28.47% 33[-82.62,148.62]
Subtotal *** 12 12 ‘ 28.47% 33[-82.62,148.62]
Heterogeneity: Not applicable
Test for overall effect: Z=0.56(P=0.58)
7.4.2>4 weeks
Kerstjens 1994 31 433.7 23 381.8 . 71.53% 51.9[-21.05,124.85]
(167.8) (104.7)
Subtotal *** 31 23 b 71.53% 51.9[-21.05,124.85]
Heterogeneity: Not applicable
Test for overall effect: Z=1.39(P=0.16)
Total *** 43 35 . 2 100% 46.52[-15.18,108.21]
Heterogeneity: Tau?=0; Chi*=0.07, df=1(P=0.79); I*>=0%
Favours Placebo ‘-1000 -560 0 5(;0 100(;

Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo
N Mean(SD) N Mean(SD)

Mean Difference Weight Mean Difference

Fixed, 95% Cl

Fixed, 95% Cl

Test for overall effect: Z=1.48(P=0.14)
Test for subgroup differences: Chi*=0.07, df=1 (P=0.79), 1>=0%

Favours Placebo  -1000  -500 0

500 1000 Favours CFC-BDP

Analysis 7.5. Comparison 7 CFC-BDP versus placebo, not on oral
steroids: all study durations, Outcome 5 Change in morning PEF (L/min).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
7.5.1 At week 4
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
7.5.2>4 weeks
Gross 1999 117 -14 (58.8) 117 -63.4 (56.5) —— 23.08% 49.4[34.62,64.18]
Malmstrom 1999 251 39.1(65.7) 257 0.8 (63.5) —— 39.89% 38.3[27.06,49.54]
Matthys 1998 171 46 (53) 85 16 (55) —— 25.22% 30[15.86,44.14]
Nathan 2001 57 19.3 (56.6) 57 -21.4(55.9) — 11.82% 40.7[20.05,61.35]
Subtotal *** 596 516 & 100% 39.05[31.95,46.15]
Heterogeneity: Tau?=0; Chi*=3.5, df=3(P=0.32); 1>=14.31%
Test for overall effect: Z=10.78(P<0.0001)
Total *** 596 516 & 100% 39.05[31.95,46.15]
Heterogeneity: Tau?=0; Chi*=3.5, df=3(P=0.32); 1>=14.31%
Test for overall effect: Z=10.78(P<0.0001)
Test for subgroup differences: Not applicable

Favours Placebo ~ -100 -50 0 50 100 Favours CFC-BDP

Analysis 7.6. Comparison 7 CFC-BDP versus placebo, not on oral steroids: all
study durations, Outcome 6 Methacholine bronchial responsiveness (log values).

Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
7.6.1 At week 4
Bennati 1989 10 0(0.5) 7 -0.2(0.3) —_— 19.07% 0.43[-0.55,1.41]
Subtotal *** 10 7 i 19.07% 0.43[-0.55,1.41]
Heterogeneity: Not applicable
Test for overall effect: Z=0.86(P=0.39)
7.6.2>4 weeks
Bel 1990 8 0.5(0.5) 8 0.3(0.3) e — 18.77% 0.3[-0.69,1.29]
Boner 1991 10 0.4 (0.7) 8 -0.2(0.6) . — 18.99% 0.85[-0.13,1.84]
Maestrelli 1993 7 -0.2 (0.4) 8 -0.5(0.6) S 16.75% 0.61[-0.44,1.65]
Wang 1994 12 -0.4(0.6) 11 -0.6 (0.4) — 26.42% 0.48[-0.35,1.31]
Subtotal *** 37 35 L 2 80.93% 0.55[0.08,1.03]
Heterogeneity: Tau?=0; Chi*=0.65, df=3(P=0.89); 1>=0%

Favours CFC-BDP 4 2 0 2 4 Favours Placebo
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Study or subgroup CFC-BDP Placebo Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Test for overall effect: Z=2.28(P=0.02)
Total *** 47 42 <o 100% 0.53[0.1,0.96]
Heterogeneity: Tau?=0; Chi*=0.7, df=4(P=0.95); 1>=0%
Test for overall effect: Z=2.42(P=0.02)
Test for subgroup differences: Chi*=0.05, df=1 (P=0.82), 1>=0%
Favours CFC-BDP 4 0 2 4 Favours Placebo

Analysis 7.7. Comparison 7 CFC-BDP versus placebo, not on oral
steroids: all study durations, Outcome 7 FEF25-75% (L/second).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
7.7.1 At week 4
Fahy 1998 12 -2.6 (1.3) 12 2(1.2) — 12.15% -4.6[-5.6,-3.6]
Subtotal *** 12 12 & 12.15% -4.6[-5.6,-3.6]
Heterogeneity: Not applicable
Test for overall effect: Z=9.01(P<0.0001)
7.7.2>4 weeks
Vogt 1976 46 -1.6 (1) 40 -1.2(0.8) . 87.85% -0.42[-0.79,-0.05]
Subtotal *** 46 40 ¢ 87.85% -0.42[-0.79,-0.05]
Heterogeneity: Not applicable
Test for overall effect: Z=2.21(P=0.03)
Total *** 58 52 ¢ 100% -0.93[-1.28,-0.58]
Heterogeneity: Tau?=0; Chi*=58.85, df=1(P<0.0001); 1>=98.3%
Test for overall effect: Z=5.21(P<0.0001)
Test for subgroup differences: Chi*=58.85, df=1 (P<0.0001), 1?=98.3%

Favours CFC-BDP 10 0 5 10 Favours Placebo

Analysis 7.10. Comparison 7 CFC-BDP versus placebo, not on oral steroids: all
study durations, Outcome 10 Total daily Beta2-agonist use (change from baseline).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
7.10.1 At week 4
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
7.10.2 > 4 weeks
Malmstrom 1999 251 -2.3(1.4) 257 0(1.3) . 95.3% -2.32[-2.55,-2.09]
Nathan 2001 57 -1(2.9) 57 1.3(2.9) —— 4.7% -2.36[-3.41,-1.31]
Subtotal *** 308 314 ‘ 100% -2.32[-2.55,-2.09]

Heterogeneity: Tau?=0; Chi>=0.01, df=1(P=0.94); 1>=0%
Test for overall effect: Z=19.93(P<0.0001)

Favours CFC-BDP

-10

0 5 10

Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review)
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Total *** 308 314 ‘ 100% -2.32[-2.55,-2.09]

Heterogeneity: Tau?=0; Chi?=0.01, df=1(P=0.94); 1>=0%
Test for overall effect: Z=19.93(P<0.0001)

Test for subgroup differences: Not applicable

Favours CFC-BDP

-10

5 10

Favours Placebo

Analysis 7.11. Comparison 7 CFC-BDP versus placebo, not on oral steroids:
all study durations, Outcome 11 Daily use of Beta2- agonists (puffs per day).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
7.11.1 At week 4
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
7.11.2>4 weeks
Hoshino 1998 9 2.4(1.4) 9 5.8(1.6) — 6.68% -3.4[-4.79,-2.01]
Matthys 1998 171 1.3(2) 85 2.2(1.9) B 50.93% -0.95[-1.45,-0.45]
Vatrella 1996 10 0.5(0.3) 10 3.5(0.8) = 42.39% -3[-3.55,-2.45]
Subtotal *** 190 104 ¢ 100% -1.98[-2.34,-1.62]
Heterogeneity: Tau?=0; Chi?=33.27, df=2(P<0.0001); I*=93.99%
Test for overall effect: Z=10.83(P<0.0001)
Total *** 190 104 ¢ 100% -1.98[-2.34,-1.62]

Heterogeneity: Tau?=0; Chi?=33.27, df=2(P<0.0001); I*=93.99%

Test for overall effect: Z=10.83(P<0.0001)

Test for subgroup differences: Not applicable

Favours CFC-BDP

-10

5 10

Favours Placebo

Analysis 7.12. Comparison 7 CFC-BDP versus placebo, not on oral steroids: all study
durations, Outcome 12 Daytime asthma symptoms score (change from baseline).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
7.12.1 At week 4
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
7.12.2 >4 weeks
Kerstjens 1994 62 0.5 (1.5) 41 0.3(1.5) ] 51.53% -0.84[-1.44,-0.24]
Malmstrom 1999 251 0.6 (4.9) 257 0.2 (1) = 48.47% -0.45[-1.07,0.17]
Subtotal *** 313 298 ¢ 100% -0.65[-1.08,-0.22]

Heterogeneity: Tau?=0; Chi>=0.78, df=1(P=0.38); 1>=0%
Test for overall effect: Z=2.96(P=0)

Favours CFC-BDP

-10

5 10

Favours Placebo
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Total *** 313 298 ¢* 100% -0.65[-1.08,-0.22]
Heterogeneity: Tau?=0; Chi*=0.78, df=1(P=0.38); 1>=0%
Test for overall effect: Z=2.96(P=0)
Test for subgroup differences: Not applicable
Favours CFC-BDP  -10 S 0 10 Favours Placebo

Analysis 7.13. Comparison 7 CFC-BDP versus placebo, not on oral
steroids: all study durations, Outcome 13 Daily asthma symptoms score.

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
7.13.1 At week 4
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
7.13.2>4 weeks
Hoshino 1998 9 1.2 (0.7 9 6.9 (2.9) —t 4.81% -5.7[-7.65,-3.75]
Vatrella 1996 10 0.4 (0.3) 10 2(0.6) . 95.19% -1.6[-2.04,-1.16]
Subtotal *** 19 19 ¢ 100% -1.8[-2.22,-1.37]
Heterogeneity: Tau?=0; Chi*=16.18, df=1(P<0.0001); I*=93.82%
Test for overall effect: Z=8.24(P<0.0001)
Total *** 19 19 ¢ 100% -1.8[-2.22,-1.37]
Heterogeneity: Tau?=0; Chi*=16.18, df=1(P<0.0001); I*=93.82%
Test for overall effect: Z=8.24(P<0.0001)
Test for subgroup differences: Not applicable

-10 5 0 10 Favours Placebo

Favours CFC-BDP

Analysis 7.40. Comparison 7 CFC-BDP versus placebo, not on oral steroids:
all study durations, Outcome 40 Withdrawals due to asthma exacerbation.

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.40.1 At week 4
Bennati 1989 0/10 210 4 2.88% 0.2[0.01,3.7]
Fahy 1998 0/12 0/12 Not estimable
Fanelli 1993 0/17 0/15 Not estimable
Vogt 1976 0/46 a/a7 4 5.14% 0.11[0.01,2.05]
Subtotal (95% CI) 85 34 HEEE— 8.02% 0.14[0.02,1.13]
Total events: 0 (CFC-BDP), 6 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.07, df=1(P=0.79); 1>=0%
Test for overall effect: Z=1.85(P=0.07)
7.40.2 > 4 weeks
Bel 1990 0/10 0/10 Not estimable

Favours CFC-BDP

Favours Placebo
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Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

154



- Coch rane Trusted evidence.
= . Informed decisions.
] Ll b ra ry Better health.

Cochrane Database of Systematic Reviews

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bergmann 1990 2/68 7/65 4 8.26% 0.27[0.06,1.27]
Berkowitz 1998 5/98 9/82 B 11.31% 0.46[0.16,1.33]
Boner 1991 0/10 2/10 4 2.88% 0.2[0.01,3.7]
Hoshino 1998 2/12 3/12 3.46% 0.67[0.13,3.3]
Matthys 1998 0/171 1/85 4 2.31% 0.17[0.01,4.05]
Nathan 2001 6/57 25/57 ———&%—— 28.85% 0.24[0.11,0.54]
Pennings 1997 0/20 0/20 Not estimable
Salmeron 1989 0/21 15/22 ‘7 17.49% 0.03[0,0.53]
Simons 1997 5/81 15/80 —_— 17.42% 0.33[0.13,0.86]
Trigg 1994 0/13 0/12 Not estimable
Subtotal (95% Cl) 561 455 . 91.98% 0.26[0.17,0.41]
Total events: 20 (CFC-BDP), 77 (Placebo)
Heterogeneity: Tau?=0; Chi*=4.96, df=7(P=0.66); 1>=0%
Test for overall effect: Z=5.79(P<0.0001)
Total (95% Cl) 646 539 - 100% 0.25[0.16,0.39]
Total events: 20 (CFC-BDP), 83 (Placebo)
Heterogeneity: Tau?=0; Chi*=5.49, df=9(P=0.79); 1>=0%
Test for overall effect: Z=6.09(P<0.0001)
Test for subgroup differences: Not applicable ‘ ‘ ‘ ‘ ‘
Favours CFC-BDP 0.1 02 0.5 1 2 10 Favours Placebo
Analysis 7.41. Comparison 7 CFC-BDP versus placebo, not on oral
steroids: all study durations, Outcome 41 Oropharyngel side-effect.
Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.41.1 At week 4
Nathan 1997 15/105 9/109 —— 48.74% 1.73[0.79,3.78]
Vogt 1976 0/46 4/47 < 24.57% 0.11[0.01,2.05]
Subtotal (95% CI) 151 156 —~l— 73.31% 1.19[0.59,2.38]
Total events: 15 (CFC-BDP), 13 (Placebo)
Heterogeneity: Tau?=0; Chi*=3.42, df=1(P=0.06); 1>=70.74%
Test for overall effect: Z=0.49(P=0.63)
7.41.2>4 weeks
Bel 1990 1/10 0/10 > 2.76% 3[0.14,65.9]
Matthys 1998 2/171 1/85 < > 7.37% 0.99[0.09,10.81]
Pennings 1997 5/20 3/20 * 16.56% 1.67[0.46,6.06]
Subtotal (95% ClI) 201 115 ——e 26.69% 1.62[0.56,4.65]
Total events: 8 (CFC-BDP), 4 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.32, df=2(P=0.85); 1>=0%
Test for overall effect: Z=0.89(P=0.37)
Total (95% Cl) 352 271 . 100% 1.3[0.73,2.33]
Total events: 23 (CFC-BDP), 17 (Placebo)
Heterogeneity: Tau?=0; Chi*=3.71, df=4(P=0.45); 1>=0%
Test for overall effect: Z=0.9(P=0.37)
Test for subgroup differences: Not applicable
01 02 05 1 2 10 Favours Placebo

Favours CFC-BDP
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Comparison 8. CFC-BDP versus Placebo,on oral steroids: 400 mcg/d or less

Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

1 FEV1 (% predicted) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
1.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

1.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

1.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2 Daily dose of oral pred- 2 63 Mean Difference (IV, Fixed, 95% Cl) -6.31[-8.68, -3.94]
nisiolone (mg)

2.1 Children 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2.2 Adults 2 63 Mean Difference (IV, Fixed, 95% Cl) -6.31 [-8.68, -3.94]
2.3 Children and Adults 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3 Reductionin daily dose 2 45 Mean Difference (IV, Fixed, 95% Cl) -4.91[-5.88, -3.94]
of oral prednisolone (mg)

3.1 Children 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3.2 Adults 2 45 Mean Difference (IV, Fixed, 95% Cl) -4.91 [-5.88, -3.94]
3.3 Children and Adults 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4 Daytime asthma symp- 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
tom score

4.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

4.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5 Night-time asthma 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
symptom score

5.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

5.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

6 Plasma cortisol (mmol/ 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
L

6.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

6.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Beclomethasone versus placebo for chronic asthma (Review)
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Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

6.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7 Oropharyngeal side-ef- 1 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected
fects

7.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

7.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

7.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]

8 Oropharyngeal Can- 1 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected
didiasis (No. of patients)

8.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

8.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

8.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

9 Discontinuation oforal 4 152 Risk Ratio (M-H, Random, 95% Cl) 6.95[2.79, 17.34]
steroids (No. of patients)

9.1 Children 0 0 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0,0.0]

9.2 Adults 4 152 Risk Ratio (M-H, Random, 95% Cl) 6.95[2.79, 17.34]
9.3 Children and Adults 0 0 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0,0.0]

Analysis 8.1. Comparison 8 CFC-BDP versus Placebo,on oral
steroids: 400 mcg/d or less, Outcome 1 FEV1 (% predicted).

Study or subgroup CFC-BDP Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
8.1.1 Children
8.1.2 Adults
Davies 1977 16 59 (24) 61(28.9) —H— -2[-20.08,16.08]
8.1.3 Children and Adults
Favours Placebo  -100 -50 0 50 Favours CFC-BDP

Beclomethasone versus placebo for chronic asthma (Review)
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Analysis 8.2. Comparison 8 CFC-BDP versus Placebo,on oral steroids:
400 mcg/d or less, Outcome 2 Daily dose of oral prednisiolone (mg).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
8.2.1 Children
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
8.2.2 Adults
Davies 1977 16 5 (4) 17 10 (4.1) —— 73.19% -5[-7.77,-2.23]
Webb 1977 16 3(6) 14 12.9 (6.7) ‘— 26.81% -9.9[-14.48,-5.32]
Subtotal *** 32 31 - 100% -6.31[-8.68,-3.94]
Heterogeneity: Tau?=0; Chi*=3.22, df=1(P=0.07); 1°=68.95%
Test for overall effect: Z=5.22(P<0.0001)
8.2.3 Children and Adults
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 32 31 100% -6.31[-8.68,-3.94]

Heterogeneity: Tau?=0; Chi*=3.22, df=1(P=0.07); 1°=68.95%
Test for overall effect: Z=5.22(P<0.0001)

Test for subgroup differences: Not applicable

Favours CFC-BDP

-10

10 Favours Placebo

Analysis 8.3. Comparison 8 CFC-BDP versus Placebo,on oral steroids: 400
mcg/d or less, Outcome 3 Reduction in daily dose of oral prednisolone (mg).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
8.3.1 Children
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
8.3.2 Adults
Cameron 1973 10 -5.6 (1.4) 10 -1.3(1.3) -.— 71.44% -4.25[-5.4,-3.1]
Kerigan 1977 13 -7.4(3.1) 12 -0.8(1.2) 28.56% -6.57[-8.39,-4.75]
Subtotal *** 23 22 100% -4.91[-5.88,-3.94]
Heterogeneity: Tau?=0; Chi*=4.48, df=1(P=0.03); 1>=77.65%
Test for overall effect: Z=9.92(P<0.0001)
8.3.3 Children and Adults
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 23 22 100% -4.91[-5.88,-3.94]

Heterogeneity: Tau?=0; Chi*=4.48, df=1(P=0.03); I>=77.65%

Favours CFC-BDP

-10

10 Favours Placebo
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

Test for overall effect: Z=9.92(P<0.0001)

Test for subgroup differences: Not applicable

Favours CFC-BDP  -10 S 0 5 10 Favours Placebo

Analysis 8.4. Comparison 8 CFC-BDP versus Placebo,on oral steroids:
400 mcg/d or less, Outcome 4 Daytime asthma symptom score.

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

8.4.1 Children

8.4.2 Adults
Davies 1977 16 4(8) 17 8(8.3) + -4[-9.54,1.54]

8.4.3 Children and Adults

=
o

Favours CFC-BDP  -10 -5 0 5 Favours Placebo

Analysis 8.5. Comparison 8 CFC-BDP versus Placebo,on oral steroids:
400 mcg/d or less, Outcome 5 Night-time asthma symptom score.

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

8.5.1 Children

8.5.2 Adults

Davies 1977 16 2(4) 17 883 4¢——— -6[-10.38,-1.62]

8.5.3 Children and Adults

Favours CFC-BDP  -10 5 0 5 0 Favours Placebo

=

Analysis 8.6. Comparison 8 CFC-BDP versus Placebo,on oral
steroids: 400 mcg/d or less, Outcome 6 Plasma cortisol (mmol/L).

Study or subgroup Placebo CFC-BDP Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% ClI
8.6.1 Children
8.6.2 Adults
Davies 1977 16 -165.5(110.4) 17 -137.9(113.7) < + -27.59[-104.04,48.86]
8.6.3 Children and Adults
Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP
Beclomethasone versus placebo for chronic asthma (Review) 159
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Analysis 8.7. Comparison 8 CFC-BDP versus Placebo,on oral
steroids: 400 mcg/d or less, Outcome 7 Oropharyngeal side-effects.
Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.7.1 Children
8.7.2 Adults
BTTA 1976 4/47 5/50 — 0.85[0.24,2.98]
8.7.3 Children and Adults
Favours CFC-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo

Analysis 8.8. Comparison 8 CFC-BDP versus Placebo,on oral steroids: 400
mcg/d or less, Outcome 8 Oropharyngeal Candidiasis (No. of patients).

Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.8.1 Children
8.8.2 Adults
Brompton/MRC 1974 15/35 3/33 —_—t 4.71[1.5,14.81]
8.8.3 Children and Adults
0.01 0.1 1 10 100 Favours Placebo

Favours CFC-BDP

Analysis 8.9. Comparison 8 CFC-BDP versus Placebo,on oral steroids: 400
mcg/d or less, Outcome 9 Discontinuation of oral steroids (No. of patients).

Study or subgroup CFC-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
8.9.1 Children
Subtotal (95% ClI) 0 0 Not estimable
Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Not applicable
8.9.2 Adults
Brompton/MRC 1974 7/35 1/33 R . E— 20.05% 6.6[0.86,50.79]
Harvey 1976 10/17 2/15 —— 45.8% 4.41[1.14,17.02]
Hodson 1974 10/11 0/11 % 11.27% 21[1.38,319.38]
Webb 1977 12/16 1/14 I 22.89% 10.5[1.56,70.89]
Subtotal (95% CI) 79 73 P 100% 6.95[2.79,17.34]
Total events: 39 (CFC-BDP), 4 (Placebo)
Heterogeneity: Tau?=0; Chi*=1.34, df=3(P=0.72); 1>=0%
Test for overall effect: Z=4.16(P<0.0001)
8.9.3 Children and Adults
Subtotal (95% ClI) 0 0 Not estimable

Favours Placebo ~ 0-01 0.1 1 10 100 Favours CFC-BDP
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Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

160



Trusted evidence.
Informed decisions.
Better health.

Cpchrane
Library

O
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CFC-BDP
n/N

Placebo
n/N

Cochrane Database of Systematic Reviews

Risk Ratio
M-H, Random, 95% CI

Weight

Risk Ratio
M-H, Random, 95% CI

Total events: 0 (CFC-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 79 73
Total events: 39 (CFC-BDP), 4 (Placebo)

Heterogeneity: Tau?=0; Chi*=1.34, df=3(P=0.72); 1>=0%

Test for overall effect: Z=4.16(P<0.0001)

Test for subgroup differences: Not applicable

100%

6.95[2.79,17.34]

Favours Placebo  0-01

0.1 1 10 100

Comparison 9. CFC-BDP versus Placebo, on oral steroids: 500-800 mcg/d

Favours CFC-BDP

Outcome or subgroup No. of studies

title

No. of partici-
pants

Statistical method

Effect size

7 Discontinuation of oral 1

Risk Ratio (M-H, Fixed, 95% CI)

Totals not selected

steroids

7.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]
7.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
7.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

8 Oropharyngeal candidi- 1

Risk Ratio (M-H, Fixed, 95% CI)

Totals not selected

asis

8.1 Children 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0, 0.0]
8.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]
8.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

9 Oropharyngeal side-ef- 1

Risk Ratio (M-H, Fixed, 95% Cl)

Totals not selected

fects

9.1 Children 0 Risk Ratio (M-H, Fixed, 95% CI) 0.0[0.0,0.0]
9.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]
9.3 Children and Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
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Analysis 9.7. Comparison 9 CFC-BDP versus Placebo, on oral

steroids: 500-800 mcg/d, Outcome 7 Discontinuation of oral steroids.

Study or subgroup CFC-BDP Placebo Risk Ratio
n/N n/N M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

9.7.1 Children

9.7.2 Adults
Brompton/MRC 1974 22/33 32/33 —

9.7.3 Children and Adults

0.69[0.54,0.88]

Favours CFC-BDP 0.1 02 0.5 1 2

Analysis 9.8. Comparison 9 CFC-BDP versus Placebo, on oral

steroids: 500-800 mcg/d, Outcome 8 Oropharyngeal candidiasis.

Study or subgroup CFC-BDP Placebo Risk Ratio
n/N n/N M-H, Fixed, 95% CI

10 Favours Placebo

Risk Ratio
M-H, Fixed, 95% CI

9.8.1 Children

9.8.2 Adults

Brompton/MRC 1974 24/33 3/33 —) 8[2.67,24.01]

9.8.3 Children and Adults

Favours CFC-BDP 0.1 02 0.5 1 2

Analysis 9.9. Comparison 9 CFC-BDP versus Placebo, on oral

steroids: 500-800 mcg/d, Outcome 9 Oropharyngeal side-effects.

Study or subgroup CFC-BDP Placebo Risk Ratio
n/N n/N M-H, Fixed, 95% CI

10 Favours Placebo

Risk Ratio
M-H, Fixed, 95% CI

9.9.1 Children

9.9.2 Adults
BTTA 1976 4/43 5/50 —H

9.9.3 Children and Adults

0.93[0.27,3.25]

Favours CFC-BDP 0.1 02 05 1 2

Comparison 10. CFC-BDP versus Placebo, on oral steroids: 1000 mcg/d or greater

10 Favours Placebo

Outcome or subgroup  No. of studies No. of partici- Statistical method Effect size

title pants

1 Change in FEV1(%) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
1.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Beclomethasone versus placebo for chronic asthma (Review)
Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

162



= 3 Cochrane
st g Library

Trusted evidence.
Informed decisions.
Better health.

Cochrane Database of Systematic Reviews

Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

1.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

1.3 Childrenand Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2 PEF (% predicted) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
2.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2.3 Childrenand Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

3 Daily asthma symp- 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
tom score

3.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3.3 Childrenand Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4 Daily dose of oral 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
prednislone (mg)

4.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4.3 Childrenand Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5 Discontinuation of 1 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected
oral prednisolone

5.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

5.2 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

5.3 Childrenand Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

Analysis 10.1. Comparison 10 CFC-BDP versus Placebo, on oral
steroids: 1000 mcg/d or greater, Outcome 1 Change in FEV1(%).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% CI
10.1.1 Children
10.1.2 Adults
Lacronique 1991 56 7(21) 40 6 (20) —+ 13[4.71,21.29]
10.1.3 Children and Adults
Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP

Beclomethasone versus placebo for chronic asthma (Review)
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Analysis 10.2. Comparison 10 CFC-BDP versus Placebo, on oral
steroids: 1000 mcg/d or greater, Outcome 2 PEF (% predicted).
Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
10.2.1 Children
10.2.2 Adults
Lacronique 1991 56 53(16) 40 45 (15) —+ 8[1.74,14.26]
10.2.3 Children and Adults
Favours Placebo  -100 -50 0 50 100 Favours CFC-BDP

Analysis 10.3. Comparison 10 CFC-BDP versus Placebo, on oral steroids:

1000 mcg/d or greater, Outcome 3 Daily asthma symptom score.

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
10.3.1 Children
10.3.2 Adults
Lacronique 1991 56 0.4 (0.9) 40 1.1(1.2) — -0.7[-1.14,-0.26]
10.3.3 Children and Adults
Favours CFC-BDP -4 2 0 2 4 Favours Placebo

Analysis 10.4. Comparison 10 CFC-BDP versus Placebo, on oral steroids:

1000 mcg/d or greater, Outcome 4 Daily dose of oral prednislone (mg).

Study or subgroup CFC-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
10.4.1 Children
10.4.2 Adults
Lacronique 1991 56 3.1(7.4) 40 9.1(94) ——+—— -6[-9.5,-2.5]
10.4.3 Children and Adults
Favours CFC-BDP  -10 5 0 5 10 Favours Placebo

Study or subgroup

Analysis 10.5. Comparison 10 CFC-BDP versus Placebo, on oral steroids:
1000 mcg/d or greater, Outcome 5 Discontinuation of oral prednisolone.

CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.5.1 Children ‘
Favours CFC-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review)
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Study or subgroup CFC-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

10.5.2 Adults

Lacronique 1991 15/63 40/61 — 0.36[0.23,0.59]
10.5.3 Children and Adults
Favours CFC-BDP 5»1 012 0‘5 1 2 5 1(; Favours Placebo
Comparison 11. CFC-BDP versus Placebo, on oral steroids: all doses
Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
1 Reduction in daily dose of 2 45 Mean Difference (IV, Fixed, 95% CI)  -4.91[-5.88, -3.94]
oral prednisolone (mg)
1.1 400 mcg/day or less 2 45 Mean Difference (IV, Fixed, 95% Cl)  -4.91[-5.88, -3.94]
1.2 500 to 800 mcg/day 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0 [0.0, 0.0]
1.31000 mcg/day or greater 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0 (0.0, 0.0]
2 Daily dose of oral pred- 3 159 Mean Difference (IV, Fixed, 95% Cl)  -6.21[-8.18, -4.25]
nisolone (mg)
2.1400 mcg/day or less 2 63 Mean Difference (IV, Fixed, 95% Cl)  -6.31[-8.68, -3.94]
2.2 500 to 800 mcg/day 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0 [0.0, 0.0]
2.31000 mcg/day or greater 1 96 Mean Difference (IV, Fixed, 95% Cl)  -6.0 [-9.50, -2.50]
3 Discontinuation of oral 5 274 Risk Ratio (M-H, Random, 95% Cl) 5.30[1.95, 14.46]
steroids (No. of patients)
3.1400 mcg/day or less 3 84 Risk Ratio (M-H, Random, 95% Cl) 7.05[2.54,19.57]
3.2500 to 800 mcg/day 1 66 Risk Ratio (M-H, Random, 95% Cl) 11.00[1.50, 80.43]
3.31000 mcg/d or greater 1 124 Risk Ratio (M-H, Random, 95% Cl) 2.21[1.52,3.21]

Analysis 11.1. Comparison 11 CFC-BDP versus Placebo, on oral steroids:
all doses, Outcome 1 Reduction in daily dose of oral prednisolone (mg).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
11.1.1 400 mcg/day or less
Cameron 1973 10 5.6 (L4 10 1.3(1.3) B 71.44% -4.25[-5.4,-3.1]
Kerigan 1977 13 7.4(3.1) 12 0.8(1.2) —— 28.56% -6.57[-8.39,-4.75)
Subtotal *** 23 22 <o 100% -4.91[-5.88,-3.94]
-10 5 0 5 10 Favours Placebo

Favours CFC-BDP
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Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Heterogeneity: Tau?=0; Chi*=4.48, df=1(P=0.03); I>=77.65%
Test for overall effect: Z=9.92(P<0.0001)
11.1.2 500 to 800 mcg/day
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
11.1.3 1000 mcg/day or greater
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 23 22 L 100% -4.91[-5.88,-3.94]
Heterogeneity: Tau?=0; Chi*=4.48, df=1(P=0.03); 1>=77.65%
Test for overall effect: Z=9.92(P<0.0001)
Test for subgroup differences: Not applicable
Favours CFC-BDP  -10 -5 0 5 10 Favours Placebo

Analysis 11.2. Comparison 11 CFC-BDP versus Placebo, on oral
steroids: all doses, Outcome 2 Daily dose of oral prednisolone (mg).

Study or subgroup CFC-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
11.2.1 400 mcg/day or less
Davies 1977 16 5(4) 17 10 (4.1) —u— 50.17% -5[-7.77,-2.23]
Webb 1977 16 3(6) 14 12.9(6.7) ‘— 18.37% -9.9[-14.48,-5.32]
Subtotal *** 32 31 - 68.54% -6.31[-8.68,-3.94]
Heterogeneity: Tau?=0; Chi*=3.22, df=1(P=0.07); 1?=68.95%
Test for overall effect: Z=5.22(P<0.0001)
11.2.2 500 to 800 mcg/day
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
11.2.3 1000 mcg/day or greater
Lacronique 1991 56 3.1(7.4) 40 9.1(9.4) — 31.46% -6[-9.5,-2.5]
Subtotal *** 56 40 el 31.46% -6[-9.5,-2.5]
Heterogeneity: Not applicable
Test for overall effect: Z=3.36(P=0)
Total *** 88 71 P 100% -6.21[-8.18,-4.25]
Heterogeneity: Tau?=0; Chi*=3.24, df=2(P=0.2); 1>=38.31%
Test for overall effect: Z=6.21(P<0.0001)
Test for subgroup differences: Chi*=0.02, df=1 (P=0.88), 1>=0%

Favours CFC-BDP 10 5 0 5 10 Favours Placebo
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Analysis 11.3. Comparison 11 CFC-BDP versus Placebo, on oral steroids:
all doses, Outcome 3 Discontinuation of oral steroids (No. of patients).

Study or subgroup CFC-BDP
n/N

Placebo
n/N

Risk Ratio Weight

M-H, Random, 95% CI

Risk Ratio

M-H, Random, 95% Cl

11.3.1 400 mcg/day or less

Harvey 1976 10/17
Hodson 1974 10/11
Webb 1977 12/16
Subtotal (95% Cl) 44
Total events: 32 (CFC-BDP), 3 (Placebo)
Heterogeneity: Tau?=0; Chi*=1.36, df=2(P=0.51); 1>=0%
Test for overall effect: Z=3.74(P=0)

11.3.2 500 to 800 mcg/day

Brompton/MRC 1974 11/33
Subtotal (95% Cl) 33
Total events: 11 (CFC-BDP), 1 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Z=2.36(P=0.02)

11.3.3 1000 mcg/d or greater

Lacronique 1991 48/63
Subtotal (95% Cl) 63
Total events: 48 (CFC-BDP), 21 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Z=4.18(P<0.0001)

Total (95% Cl) 140
Total events: 91 (CFC-BDP), 25 (Placebo)

Heterogeneity: Tau?=0.69; Chi*>=9.78, df=4(P=0.04); 1>=59.1%

Test for overall effect: Z=3.26(P=0)

Test for subgroup differences: Not applicable

2/15
0/11
1/14

40

1/33
33

21/61
61

134

. — 22.54%

40—’ 10.01%

—_— 16%

- 48.54%

e S—— 15.24%

———— 15.24%

36.21%
36.21%

¢

. 100%

4.41[1.14,17.02]
21[1.38,319.38]
10.5[1.56,70.89]
7.05[2.54,19.57]

11[1.5,80.43]
11[1.5,80.43]

2.21[1.52,3.21]
2.21[1.52,3.21]

5.3[1.95,14.46]

Favours Placebo

0.01

0.1

1 10 100 Favours CFC-BDP

Comparison 12. HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or less - Hampel and Nayak 100mcg arms

Outcome or subgroup ti-  No. of studies No. of partici- Statistical method Effect size

tle pants

1 FEV1(% predicted 2 414 Mean Difference (IV, Fixed, 95% Cl) 5.90[3.48, 8.31]
change from baseline)

1.1 Children 1 236 Mean Difference (IV, Fixed, 95% Cl) 5.54[2.23, 8.85]

1.2 Adults 1 178 Mean Difference (IV, Fixed, 95% Cl) 6.3[2.77,9.83]

1.3 Children and adults 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2 Change in morning PEF 2 408 Mean Difference (IV, Fixed, 95% Cl) 40.49 [30.09, 50.89]
(L/min)

2.1 Children 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
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Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

167



= 3 Cochrane
st g Library

Trusted evidence.
Informed decisions.
Better health.

Cochrane Database of Systematic Reviews

Outcome or subgroup ti-  No. of studies No. of partici- Statistical method Effect size

tle pants

2.2 Adults 2 408 Mean Difference (IV, Fixed, 95% Cl) 40.49 [30.09, 50.89]
2.3 children and adults 0 0 Mean Difference (1IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3 Change in evening PEF 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
(L/min)

3.1 Children 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

3.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3.3 children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4 FEF25%-75% (%change 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
from baseline)

4.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4.2 Adults 1 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

4.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5 FEV1 (L/min) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
5.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5.2 Adults 1 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

5.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

6 Change in beta2-agonist 3 644 Mean Difference (IV, Random, 95% CI)  -0.78[-1.43,-0.13]
use (puffs/day)

6.1 Children 1 236 Mean Difference (IV, Random, 95% Cl)  -0.29 [-0.61, 0.03]
6.2 Adults 2 408 Mean Difference (IV, Random, 95% Cl)  -1.05 [-1.82,-0.27]
6.3 Children and adults 0 0 Mean Difference (IV, Random, 95% Cl)  0.0[0.0, 0.0]

7 Asthma symptoms score: 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
wheeze (change from

baseline)

7.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7.3 Children and adults 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

8 Asthma symptoms score: 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
cough (change from base-

line)

8.1 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Beclomethasone versus placebo for chronic asthma (Review)
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8.3 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

8.4 Adults 1 Mean Difference (1IV, Fixed, 95% Cl) 0.0[0.0,0.0]

9 Asthma symptoms 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
score: shortness of breath

(Change from baseline)

9.1 Children 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

9.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

9.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

10 Asthma symptoms 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
scores: Chest tightness

(change from baseline)

10.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

10.2 Adults 1 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

10.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

11 Days free from any 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
asthma symptoms (%)

11.1 Children 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

11.2 Adults 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

11.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

12 Nights without sleep 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
disturbance %

12.1 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

12.4 Children 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

12.5 Adults 1 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

13 Change in percentage 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
of nights without sleep

disturbance

13.1 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

13.2 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

13.3 Adults 1 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

14 Exacerbations of asth- 2 414 Risk Ratio (M-H, Fixed, 95% Cl) 0.81[0.37,1.76]

ma
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14.1 Children 1 236 Risk Ratio (M-H, Fixed, 95% Cl) 0.32[0.07, 1.56]
14.2 Adults 1 178 Risk Ratio (M-H, Fixed, 95% Cl) 1.23[0.48, 3.16]
14.3 Children and adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

15 Increased asthma 2 466 Risk Ratio (M-H, Random, 95% Cl) 0.35[0.07, 1.74]
symptoms

15.1 Adults 1 230 Risk Ratio (M-H, Random, 95% Cl) 0.12[0.01,0.89]
15.2 Children 1 236 Risk Ratio (M-H, Random, 95% CI) 0.62[0.33, 1.14]
15.3 Children and adults 0 0 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0, 0.0]

16 Total withdrawals 2 414 Risk Ratio (M-H, Fixed, 95% Cl) 0.68[0.39, 1.18]
16.1 Children 1 236 Risk Ratio (M-H, Fixed, 95% Cl) 0.76 [0.41, 1.43]
16.2 Adults 1 178 Risk Ratio (M-H, Fixed, 95% Cl) 0.48[0.15, 1.53]
16.3 Children and adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

17 Withdrawals duetoad- 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
verse events

17.1 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
17.3 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
17.4 Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

18 Withdrawals due to 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
non-compliance

18.1 Children 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
18.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]
18.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

19 >/=one side-effect re- 3 644 Risk Ratio (M-H, Fixed, 95% Cl) 0.97[0.81, 1.15]
ported

19.1 Childern 1 236 Risk Ratio (M-H, Fixed, 95% Cl) 0.99[0.84,1.17]
19.2 Adults 2 408 Risk Ratio (M-H, Fixed, 95% Cl) 0.88 [0.50, 1.55]
19.3 Children and adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

20 Cough 2 466 Risk Ratio (M-H, Fixed, 95% ClI) 0.78[0.32, 1.92]
20.1 Children 1 236 Risk Ratio (M-H, Fixed, 95% Cl) 0.75[0.29, 1.95]
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20.2 Adults 1 230 Risk Ratio (M-H, Fixed, 95% Cl) 1.04[0.07, 16.35]
20.3 Children and adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

21 Pharyngitis 2 466 Risk Ratio (M-H, Fixed, 95% Cl) 1.04[0.55, 1.96]
21.1 Children 1 236 Risk Ratio (M-H, Fixed, 95% Cl) 0.97 [0.47, 2.00]
21.2 Adults 1 230 Risk Ratio (M-H, Fixed, 95% Cl) 1.29[0.36, 4.70]
21.3 Children and adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

22 Rhinitis 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
22.1 Children 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

22.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

22.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

23 Sinusitis 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
23.1 Children 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

23.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

23.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

24 Upper respiratory tract 1 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected
infection

24.1 Children 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

24.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

24.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

25 Low morning plasma 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
cortisol levels

25.1 Children 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

25.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

25.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

26 Abnormal respones to 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
low dose ACTH stimulation

26.1 Children 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

26.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

26.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
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Outcome or subgroup ti-  No. of studies No. of partici- Statistical method Effect size
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28 Change in beta2-ago- 3 644 Mean Difference (IV, Random, 95% CI)  -0.78[-1.43,-0.13]
nist use (puffs/day, pre-
dosing schedule subgroup
analysis)
28.1 No OCS predosing 2 414 Mean Difference (IV, Random, 95% CI)  -0.45 [-0.80, -0.09]
schedule
28.2 OCS Pre-dosing 1 230 Mean Difference (IV, Random, 95% Cl)  -1.45[-1.94,-0.96]
schedule
Analysis 12.1. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or

less - Hampel and Nayak 100mcg arms, Outcome 1 FEV1(% predicted change from baseline).

Study or subgroup HFA-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD)

Fixed, 95% CI

Fixed, 95% Cl

12.1.1 Children

Nayak 2002 120 9.4 (13.4) 116 3.9(12.5)
Subtotal *** 120 116

Heterogeneity: Not applicable

Test for overall effect: Z=3.28(P=0)

12.1.2 Adults

Hampel 2000 91 6.7 (11.4) 87 0.4 (12.5)
Subtotal *** 91 87

Heterogeneity: Not applicable

Test for overall effect: Z=3.5(P=0)

12.1.3 Children and adults
Subtotal *** 0 (1]
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total *** 211 203
Heterogeneity: Tau?=0; Chi>=0.09, df=1(P=0.76); 1>=0%

Test for overall effect: Z=4.79(P<0.0001)

Test for subgroup differences: Chi*=0.09, df=1 (P=0.76), 1>=0%

_._
‘

53.2%
53.2%

46.8%
46.8%

100%

5.54[2.23,8.85]
5.54[2.23,8.85]

6.3[2.77,9.83]
6.3[2.77,9.83]

Not estimable

5.9[3.48,8.31]

Favours Placebo

-10

0 5 10

Favours HFA-BDP

Analysis 12.2. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/
d or less - Hampel and Nayak 100mcg arms, Outcome 2 Change in morning PEF (L/min).

Study or subgroup HFA-BDP Placebo
N Mean(SD) N Mean(SD)

Mean Difference
Fixed, 95% CI

Weight Mean Difference

Fixed, 95% ClI

12.2.1 Children
Subtotal *** 0 0

Not estimable

Favours Placebo

-100

0 50 100

Favours HFA-BDP

Beclomethasone versus placebo for chronic asthma (Review)

Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

172



- Coch rane Trusted evidence.
= . Informed decisions.

q Li b rary Better health. Cochrane Database of Systematic Reviews

Study or subgroup HFA-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

Heterogeneity: Not applicable
Test for overall effect: Not applicable
12.2.2 Adults
Gross 1999 113 -5.3(57.8) 117 -63.4(58.8) —— 47.59% 58.1[43.02,73.18]
Hampel 2000 91 29.5 (50.7) 87 5(47.1) —— 52.41% 24.5[10.13,38.87]
Subtotal *** 204 204 <o 100% 40.49[30.09,50.89]
Heterogeneity: Tau?=0; Chi*=10, df=1(P=0); I*=90%
Test for overall effect: Z=7.63(P<0.0001)
12.2.3 children and adults
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 204 204 <o 100% 40.49[30.09,50.89]

Heterogeneity: Tau?=0; Chi*=10, df=1(P=0); I*=90%
Test for overall effect: Z=7.63(P<0.0001)

Test for subgroup differences: Not applicable

Favours Placebo  -100

-50

50

100

Favours HFA-BDP

Analysis 12.3. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/
d or less - Hampel and Nayak 100mcg arms, Outcome 3 Change in evening PEF (L/min).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
12.3.1 Children
12.3.2 Adults
Hampel 2000 91 22.7 (41.5) 87 6.3 (49.4) — 16.4[2.97,29.83]

12.3.3 children and adults

Favours Placebo

-100

-50

50

100 Favours HFA-BDP

Analysis 12.4. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or
less - Hampel and Nayak 100mcg arms, Outcome 4 FEF25%-75% (%change from baseline).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
12.4.1 Children
12.4.2 Adults
Hampel 2000 91 21.8(37.1) 87 -0.3(27.7) — 22.15[12.57,31.73]

12.4.3 Children and adults

Favours Placebo

-100

-50

50

100 Favours HFA-BDP
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Analysis 12.5. Comparison 12 HFA-BDP versus Placebo, not on oral sterids:
400 mcg/d or less - Hampel and Nayak 100mcg arms, Outcome 5 FEV1 (L/min).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) Mean(SD) Fixed, 95% CI Fixed, 95% Cl
12.5.1 Children
12.5.2 Adults
Gross 1999 113 2.8(0.9) 2.5(0.9) 0.28[0.06,0.5]

12.5.3 Children and adults

Favours Placebo

-10 -5

Favours HFA-BDP

Analysis 12.6. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or
less - Hampel and Nayak 100mcg arms, Outcome 6 Change in beta2-agonist use (puffs/day).

Study or subgroup HFA-BDP Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
12.6.1 Children
Nayak 2002 120 -0.5(1.5) 116 -0.3(1) - 35.38% -0.29[-0.61,0.03]
Subtotal *** 120 116 L 35.38% -0.29[-0.61,0.03]
Heterogeneity: Not applicable
Test for overall effect: Z=1.78(P=0.07)
12.6.2 Adults
Gross 1999 113 0.2(1.9) 117 1.9) —— 31.6% -1.45[-1.94,-0.96]
Hampel 2000 91 -1.2(1.7) 87 1.2) —— 33.02% -0.66[-1.09,-0.23]
Subtotal *** 204 204 - 64.62% -1.05[-1.82,-0.27]
Heterogeneity: Tau?=0.26; Chi*=5.57, df=1(P=0.02); 1>=82.06%
Test for overall effect: Z=2.65(P=0.01)
12.6.3 Children and adults
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 324 320 - 100% -0.78[-1.43,-0.13]
Heterogeneity: Tau?=0.28; Chi?=14.98, df=2(P=0); 1>=86.65%
Test for overall effect: Z=2.35(P=0.02)
Test for subgroup differences: Chi*=9.4, df=1 (P=0), 1>=89.37%

Favours HFA-BDP -4 2 0 4 Favours Placebo

Analysis 12.7. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or less - Hampel
and Nayak 100mcg arms, Outcome 7 Asthma symptoms score: wheeze (change from baseline).

Study or subgroup
N

HFA-BDP

Mean(SD)

Placebo
Mean(SD)

Mean Difference
Fixed, 95% CI

Mean Difference
Fixed, 95% Cl

12.7.1 Children

Favours HFA-BDP

-4 2

2 4 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review)

Copyright © 2008 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

174



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

12.7.2 Adults
Hampel 2000 91 -0.6 (0.9) 87 -0.2(0.7) -+ -0.37[-0.6,-0.14]

12.7.3 Children and adults

Favours HFA-BDP -4 2 0 2 4 Favours Placebo

Analysis 12.8. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or less -
Hampel and Nayak 100mcg arms, Outcome 8 Asthma symptoms score: cough (change from baseline).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

12.8.1 Children and adults
12.8.3 Children

12.8.4 Adults
Hampel 2000 91 -0.4(0.9) 87 -0(0.7) + -0.34[-0.57,-0.11]

Favours HFA-BDP  -10 -5 0 5 10 Favours Placebo

Analysis 12.9. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or less - Hampel
and Nayak 100mcg arms, Outcome 9 Asthma symptoms score: shortness of breath (Change from baseline).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

12.9.1 Children

12.9.2 Adults
Hampel 2000 91 -0.5(0.9) 87 -0.2(0.8) —t -0.26[-0.5,-0.02]

12.9.3 Children and adults

Favours HFA-BDP -1 0.5 0 0.5 1 Favours Placebo

Analysis 12.10. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or less - Hampel
and Nayak 100mcg arms, Outcome 10 Asthma symptoms scores: Chest tightness (change from baseline).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% ClI

12.10.1 Children

12.10.2 Adults
Hampel 2000 91 -0.4 (0.9) 87 0.2(0.7) —+ -0.62[-0.85,-0.39]

12.10.3 Children and adults

Favours HFA-BDP -4 2 0 2 4 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review) 175
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Analysis 12.11. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or less
- Hampel and Nayak 100mcg arms, Outcome 11 Days free from any asthma symptoms (%).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

12.11.1 Children

Nayak 2002 118 29.4(41.3) 114 17.6 (41.6) — 11.8[1.13,22.47]
12.11.2 Adults

12.11.3 Children and adults

Favours Placebo  -100 -50 0 50 100 Favours HFA-BDP

Analysis 12.12. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or
less - Hampel and Nayak 100mcg arms, Outcome 12 Nights without sleep disturbance %.

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

12.12.1 Children and adults
12.12.4 Children

12.12.5 Adults
Gross 1999 113 72(37.1) 117 47 (38.1) — 25[15.28,34.72]

Favours Placebo  -100 -50 0 50 100 Favours HFA-BDP

Analysis 12.13. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or less - Hampel
and Nayak 100mcg arms, Outcome 13 Change in percentage of nights without sleep disturbance.

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

12.13.1 Children and adults

12.13.2 Children

12.13.3 Adults

Hampel 2000 91 21.4(32.7) 87 8.2(27.6) —+ 13.2[4.34,22.06]

Favours Placebo  -100 -50 0 50 100 Favours HFA-BDP

Analysis 12.14. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/
d or less - Hampel and Nayak 100mcg arms, Outcome 14 Exacerbations of asthma.

Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
12.14.1 Children ‘
Favours HFA-BDP 0.1 0.2 0.5 1 2 5 10 Favours Placebo
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Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nayak 2002 2/120 6116 4¢—BW—— 46.02% 0.32[0.07,1.56]
Subtotal (95% Cl) 120 116 = — 46.02% 0.32[0.07,1.56]
Total events: 2 (HFA-BDP), 6 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=1.41(P=0.16)
12.14.2 Adults
Hampel 2000 9/91 7/87 —i— 53.98% 1.23[0.48,3.16]
Subtotal (95% ClI) 91 87 —— 53.98% 1.23[0.48,3.16]

Total events: 9 (HFA-BDP), 7 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.43(P=0.67)

12.14.3 Children and adults

Subtotal (95% Cl) 0 0
Total events: 0 (HFA-BDP), 0 (Placebo)

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% Cl) 211 203 ———

Total events: 11 (HFA-BDP), 13 (Placebo)
Heterogeneity: Tau?=0; Chi*=2.06, df=1(P=0.15); 1?=51.4%
Test for overall effect: Z=0.53(P=0.6)

Test for subgroup differences: Not applicable

Not estimable

100% 0.81[0.37,1.76]

Favours HFA-BDP 0.1 0.2 0.5

10 Favours Placebo

Analysis 12.15. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/
d or less - Hampel and Nayak 100mcg arms, Outcome 15 Increased asthma symptoms.

Study or subgroup HFA-BDP Placebo Risk

Ratio

n/N n/N M-H, Random, 95% CI

Weight Risk Ratio
M-H, Random, 95% CI

12.15.1 Adults

Gross 1999 1/113 9/117 S
Subtotal (95% ClI) 113 117 e
Total events: 1 (HFA-BDP), 9 (Placebo)

Heterogeneity: Tau?=0; Chi?=0, df=0(P<0.0001); 1>=100%

Test for overall effect: Z=2.07(P=0.04)

12.15.2 Children

Nayak 2002 14/120 22/116
Subtotal (95% CI) 120 116
Total events: 14 (HFA-BDP), 22 (Placebo)

Heterogeneity: Not applicable

Test for overall effect: Z=1.54(P=0.12)

12.15.3 Children and adults

Subtotal (95% Cl) 0 0
Total events: 0 (HFA-BDP), 0 (Placebo)

Heterogeneity: Not applicable

33.45% 0.12[0.01,0.89]
33.45% 0.12[0.01,0.89]

66.55% 0.62[0.33,1.14]
66.55% 0.62[0.33,1.14]

Not estimable

Favours HFA-BDP ~ 0.01 0.1

1 10

100 Favours Placebo
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Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Test for overall effect: Not applicable
Total (95% CI) 233 233 —~l 100% 0.35[0.07,1.74]
Total events: 15 (HFA-BDP), 31 (Placebo)
Heterogeneity: Tau?=0.9; Chi*=2.52, df=1(P=0.11); 1*=60.25%
Test for overall effect: Z=1.28(P=0.2)
Test for subgroup differences: Not applicable

Favours HFA-BDP  0.01 0.1 1 10 100 Favours Placebo

Analysis 12.16. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400
mcg/d or less - Hampel and Nayak 100mcg arms, Outcome 16 Total withdrawals.

Study or subgroup

HFA-BDP Placebo
n/N n/N

Risk Ratio
M-H, Fixed, 95% CI

Weight

Risk Ratio
M-H, Fixed, 95% CI

12.16.1 Children
Nayak 2002
Subtotal (95% Cl)

Total events: 15 (HFA-BDP), 19 (Placebo)

Heterogeneity: Not applicable
Test for overall effect: Z=0.84(P=0.4)

12.16.2 Adults

Hampel 2000

Subtotal (95% Cl)

Total events: 4 (HFA-BDP), 8 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Z=1.24(P=0.21)

12.16.3 Children and adults
Subtotal (95% Cl)

Total events: 0 (HFA-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% Cl)

Total events: 19 (HFA-BDP), 27 (Placebo)

15/120 19/116
120 116

4/91 8/87
91 87

211 203

Heterogeneity: Tau?=0; Chi*=0.48, df=1(P=0.49); 1>=0%

Test for overall effect: Z=1.38(P=0.17)

Test for subgroup differences: Not applicable

\*

70.26%
70.26%

29.74%
29.74%

100%

0.76[0.41,1.43]
0.76[0.41,1.43]

0.48[0.15,1.53]
0.48[0.15,1.53]

Not estimable

0.68[0.39,1.18]

Favours HFA-BDP

Favours Placebo

Analysis 12.17. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/
d or less - Hampel and Nayak 100mcg arms, Outcome 17 Withdrawals due to adverse events.

Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
12.17.1 Children and adults
Favours HFA-BDP  0.01 0.1 1 10 100 Favours Placebo
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Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

12.17.3 Children

12.17.4 Adults
Hampel 2000 1/91 2/87 S S E— 0.48[0.04,5.18]

Favours HFA-BDP ~ 0.01 0.1 1 10 100 Favours Placebo

Analysis 12.18. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or
less - Hampel and Nayak 100mcg arms, Outcome 18 Withdrawals due to non-compliance.

Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

12.18.1 Children

Nayak 2002 1/120 0/116 + 2.9[0.12,70.49]

12.18.2 Adults

12.18.3 Children and adults

Favours HFA-BDP  0.01 0.1 1 10 100 Favours Placebo

Analysis 12.19. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/
d or less - Hampel and Nayak 100mcg arms, Outcome 19 >/= one side-effect reported.

Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
12.19.1 Childern ‘
Nayak 2002 84/120 82/116 . 78.53% 0.99[0.84,1.17]
Subtotal (95% ClI) 120 116 ‘ 78.53% 0.99[0.84,1.17]
Total events: 84 (HFA-BDP), 82 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.12(P=0.91)
12.19.2 Adults
Gross 1999 11/113 18/117 —_— 16.66% 0.63[0.31,1.28]
Hampel 2000 9/91 5/87 —_— 4.81% 1.72[0.6,4.93]
Subtotal (95% CI) 204 204 e 21.47% 0.88[0.5,1.55]
Total events: 20 (HFA-BDP), 23 (Placebo)
Heterogeneity: Tau?=0; Chi*=2.4, df=1(P=0.12); 1>=58.33%
Test for overall effect: Z=0.45(P=0.65)
12.19.3 Children and adults
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (HFA-BDP), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 324 320 ‘ ‘ ’ ‘ ‘ ‘ 100% 0.97[0.81,1.15]
Favours HFA-BDP 01 0.2 0.5 1 2 5 10 Favours Placebo
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Study or subgroup HFA-BDP Placebo

n/N n/N

Risk Ratio
M-H, Fixed, 95% CI

Weight

Risk Ratio
M-H, Fixed, 95% CI

Total events: 104 (HFA-BDP), 105 (Placebo)
Heterogeneity: Tau?=0; Chi*=2.63, df=2(P=0.27); 1?=23.92%
Test for overall effect: Z=0.39(P=0.7)

Test for subgroup differences: Not applicable

Favours HFA-BDP

Analysis 12.20. Comparison 12 HFA-BDP versus Placebo, not on oral sterids:

0.1

0.2

0.5 1 2

10

Favours Placebo

400 mcg/d or less - Hampel and Nayak 100mcg arms, Outcome 20 Cough.

Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
12.20.1 Children ‘
Nayak 2002 7/120 9/116 R B 90.3% 0.75[0.29,1.95]
Subtotal (95% Cl) 120 116 - 90.3% 0.75[0.29,1.95]
Total events: 7 (HFA-BDP), 9 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.59(P=0.56)
12.20.2 Adults
Gross 1999 1/113 1/117 9.7% 1.04[0.07,16.35]
Subtotal (95% CI) 113 117 ——e N — 9.7% 1.04[0.07,16.35]
Total events: 1 (HFA-BDP), 1 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.02(P=0.98)
12.20.3 Children and adults
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (HFA-BDP), 0 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 233 233 P 100% 0.78[0.32,1.92]
Total events: 8 (HFA-BDP), 10 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.05, df=1(P=0.83); 1>=0%
Test for overall effect: Z=0.54(P=0.59)
Test for subgroup differences: Not applicable

0.01 0.1 1 10 100 Favours Placebo

Favours HFA-BDP

Analysis 12.21. Comparison 12 HFA-BDP versus Placebo, not on oral sterids:
400 mcg/d or less - Hampel and Nayak 100mcg arms, Outcome 21 Pharyngitis.

Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
12.21.1 Children ‘
Nayak 2002 13/120 13/116 —.— 77.08% 0.97[0.47,2]
Subtotal (95% CI) 120 116 ‘ 77.08% 0.97[0.47,2]

Total events: 13 (HFA-BDP), 13 (Placebo)

Favours HFA-BDP

0.1

0.2

0.5 1

N

10

Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review)
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Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Heterogeneity: Not applicable
Test for overall effect: Z=0.09(P=0.93)

12.21.2 Adults
Gross 1999 5/113 4/117 - 22.92% 1.29[0.36,4.7]
Subtotal (95% CI) 113 117 e —— 22.92% 1.29[0.36,4.7]
Total events: 5 (HFA-BDP), 4 (Placebo)

Heterogeneity: Not applicable
Test for overall effect: Z=0.39(P=0.69)

12.21.3 Children and adults
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (HFA-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 233 233 i 100% 1.04[0.55,1.96]
Total events: 18 (HFA-BDP), 17 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.15, df=1(P=0.7); I>=0%
Test for overall effect: Z=0.13(P=0.9)

Test for subgroup differences: Not applicable

Favours HFA-BDP 0.1 02 05 1 2 5 10 Favours Placebo

Analysis 12.22. Comparison 12 HFA-BDP versus Placebo, not on oral sterids:
400 mcg/d or less - Hampel and Nayak 100mcg arms, Outcome 22 Rhinitis.

Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

12.22.1 Children
Nayak 2002 21/120 22/116 — 0.92[0.54,1.58]

12.22.2 Adults

12.22.3 Children and adults

FavoursHFA-BDP 01 02 05 1 2 ® 10 FavoursPlacebo

Analysis 12.23. Comparison 12 HFA-BDP versus Placebo, not on oral sterids:
400 mcg/d or less - Hampel and Nayak 100mcg arms, Outcome 23 Sinusitis.

Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
12.23.1 Children
Nayak 2002 4/120 1/116 } 3.87[0.44,34.08]
12.23.2 Adults
12.23.3 Children and adults
Favours HFA-BDP 0.1 0.2 0.5 1 2 5 10 Favours Placebo
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Analysis 12.24. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/
d or less - Hampel and Nayak 100mcg arms, Outcome 24 Upper respiratory tract infection.

Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

12.24.1 Children
Nayak 2002 34/120 26/116 -t 1.26[0.81,1.97]

12.24.2 Adults

12.24.3 Children and adults

Favours HFA-BDP 0.1 02 05 1 2 5 10 Favours Placebo

Analysis 12.25. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or
less - Hampel and Nayak 100mcg arms, Outcome 25 Low morning plasma cortisol levels.

Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

12.25.1 Children

Nayak 2002 12/111 16/104 —_—t 0.7[0.35,1.41]
12.25.2 Adults

12.25.3 Children and adults

FavoursHFABDP 01 02 05 1 2 ® 10 FavoursPlacebo

Analysis 12.26. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or less -
Hampel and Nayak 100mcg arms, Outcome 26 Abnormal respones to low dose ACTH stimulation.

Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

12.26.1 Children

Nayak 2002 0/22 320 4 : 0.13[0.01,2.38]
12.26.2 Adults

12.26.3 Children and adults

Favours Placebo  0-01 0.1 1 10 100 Favours HFA-BDP

Analysis 12.28. Comparison 12 HFA-BDP versus Placebo, not on oral sterids: 400 mcg/d or less - Hampel and
Nayak 100mcg arms, Outcome 28 Change in beta2-agonist use (puffs/day, predosing schedule subgroup analysis).

Study or subgroup HFA-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
12.28.1 No OCS predosing schedule ‘

Favours HFA-BDP -4 2 0 2 4 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review) 182
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Study or subgroup HFA-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% Cl
Hampel 2000 91 -1.2(1.7) 87 -0.5(1.2) —— 33.02% -0.66[-1.09,-0.23]
Nayak 2002 120 -0.5(1.5) 116 -0.3(1) i 35.38% -0.29[-0.61,0.03]
Subtotal *** 211 203 L 2 -0.45[-0.8,-0.09]
Heterogeneity: Tau?=0.03; Chi*=1.83, df=1(P=0.18); 1>=45.24%
Test for overall effect: Z=2.44(P=0.01)
12.28.2 OCS Pre-dosing schedule
Gross 1999 113 0.2(1.9) 117 1.6 (1.9) —— -1.45[-1.94,-0.96]
Subtotal *** 113 117 <@ -1.45[-1.94,-0.96]
Heterogeneity: Not applicable
Test for overall effect: Z=5.76(P<0.0001)
Total *** 324 320 - -0.78[-1.43,-0.13]
Heterogeneity: Tau?=0.28; Chi*=14.98, df=2(P=0); 1>=86.65%
Test for overall effect: Z=2.35(P=0.02)
Test for subgroup differences: Chi*=13.15, df=1 (P=0), 1>=92.4% ‘ ‘ ‘

Favours HFA-BDP 2 0 2 4 Favours Placebo

Comparison 13. HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less - Hampel and Nayak 160 to 200 mcg

arms
Outcome or subgroup ti-  No. of studies No. of partici- Statistical method Effect size
tle pants
1 FEV1 (% predicted) 2 412 Mean Difference (IV, Fixed, 95% Cl) 6.36 [3.94, 8.78]
(change from baseline)
1.1 Children 1 233 Mean Difference (IV, Fixed, 95% Cl) 4.9[1.70, 8.10]
1.2 Adults 1 179 Mean Difference (IV, Fixed, 95% Cl) 8.30[4.60, 12.00]
1.3 Children and adults 0 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]
2 Change in morning PEF 2 409 Mean Difference (IV, Fixed, 95% Cl) 43.21[32.64,53.79]
(L/min)
2.1 Adults 2 409 Mean Difference (IV, Fixed, 95% Cl) 43.21[32.64,53.79]
2.2 Children 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
2.3 Children and adults 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3 Changein evening PEF 1

Mean Difference (1V, Fixed, 95% Cl)

Totals not selected

(L/min)

3.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
3.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
3.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4 Change in FEF25-75 (%) 1

Mean Difference (1V, Fixed, 95% Cl)

Totals not selected
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4.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4.2 Adults 1 Mean Difference (1IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5 Change in beta2-agonist 3 642 Mean Difference (1V, Fixed, 95% Cl) -0.81[-1.01,-0.61]
use (puffs/day)

5.1 Children 1 233 Mean Difference (IV, Fixed, 95% Cl) -0.74 [-0.99, -0.49]
5.2 Adults 2 409 Mean Difference (IV, Fixed, 95% Cl) -0.92[-1.25,-0.59]
5.3 Children and adults 0 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

6 Nights without sleep dis- 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
turbance (%)

6.1 Children 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

6.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

6.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7 Change in percentageof 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
nights without sleep dis-

turbance

7.1 Children and adults 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

7.2 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7.3 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

8 Asthma symptoms score: 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
cough (change from base-

line)

8.1 Children 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

8.2 Adults 1 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

8.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

9 Asthma symptoms 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
score: shortness of breath

(change from baseline)

9.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

9.2 Adults 1 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

9.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
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10 Asthma symptoms 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
score: chest tightness

(change from baseline)

10.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]
10.2 Adults 1 Mean Difference (1IV, Fixed, 95% Cl) 0.0[0.0,0.0]
10.3 Children and adults 0 Mean Difference (1V, Fixed, 95% Cl) 0.0[0.0,0.0]

11 Asthma symptoms 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
score: wheeze (change

from baseline)

11.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
11.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]
11.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

12 Days free from any 1 Mean Difference (1V, Fixed, 95% Cl) Totals not selected
asthma symptoms (%)

12.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
12.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
12.3 Children and adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

13 Exacerbations of asth- 2 411 Risk Ratio (M-H, Fixed, 95% Cl) 0.89[0.42,1.91]
ma

13.1 Children 1 233 Risk Ratio (M-H, Fixed, 95% Cl) 0.50[0.13, 1.94]
13.2 Adults 1 178 Risk Ratio (M-H, Fixed, 95% Cl) 1.23[0.48, 3.16]
13.3 Children and adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

14 Increased asthma 2 463 Risk Ratio (M-H, Fixed, 95% Cl) 0.42[0.23,0.77]
symptoms

14.1 Children 1 233 Risk Ratio (M-H, Fixed, 95% Cl) 0.54 [0.28, 1.04]
14.2 Adults 1 230 Risk Ratio (M-H, Fixed, 95% Cl) 0.12[0.01, 0.89]
14.3 Children and adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

15 Total withdrawals 2 412 Odds Ratio (M-H, Fixed, 95% Cl) 0.47[0.24, 0.92]
15.1 Children 1 233 0dds Ratio (M-H, Fixed, 95% Cl) 0.43[0.18, 0.98]
15.2 Adults 1 179 0Odds Ratio (M-H, Fixed, 95% Cl) 0.57[0.18, 1.81]
15.3 Children and adults 0 0 0Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
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16 Withdrawals due to in- 1 0Odds Ratio (M-H, Fixed, 95% Cl) Totals not selected
adequate response

16.1 Children 0 Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

16.2 Adults 1 0Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

16.3 Children and adults 0 Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

17 Withdrawals duetoad- 1 0Odds Ratio (M-H, Fixed, 95% Cl) Totals not selected
verse events

17.1 Children 0 Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

17.2 Adults 1 0Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

17.3 Children and adults 0 0Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

18 >/=one side-effect re- 3 642 Risk Ratio (M-H, Fixed, 95% Cl) 0.98[0.82,1.16]
ported

18.1 Children 1 233 Risk Ratio (M-H, Fixed, 95% Cl) 1.00[0.85,1.18]
18.2 Adults 2 409 Risk Ratio (M-H, Fixed, 95% Cl) 0.87[0.49, 1.55]
18.3 Children and adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

19 Sinusitis 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
19.1 Children 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

19.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

19.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

20 Upper respiratory tract 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
infection

20.1 Children 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

20.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

20.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

21 Low morning plasma 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
cortisol levels

21.1 Children 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

21.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

21.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
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22 Abnormal respones to 1 0Odds Ratio (M-H, Fixed, 95% Cl) Totals not selected
low dose ACTH stimulation
22.1 Children 1 Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
22.2 Adults 0 0Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
22.3 Children and adults 0 Odds Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
23 Cough 2 463 Risk Ratio (M-H, Fixed, 95% CI) 1.00[0.43, 2.32]
23.1 Children 1 233 Risk Ratio (M-H, Fixed, 95% CI) 0.99[0.41, 2.41]
23.2 Adults 1 230 Risk Ratio (M-H, Fixed, 95% Cl) 1.04[0.07, 16.35]
23.3 Children and adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
24 Pharyngitis 2 463 Risk Ratio (M-H, Fixed, 95% Cl) 0.83[0.42,1.63]
24.1 Children 1 233 Risk Ratio (M-H, Fixed, 95% Cl) 0.69 [0.31, 1.54]
24.2 Adults 1 230 Risk Ratio (M-H, Fixed, 95% Cl) 1.29[0.36,4.70]
24.3 Children and adults 0 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
25 Rhinitis 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
25.1 Children 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
25.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
25.3 Children and adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]

Analysis 13.1. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less -
Hampel and Nayak 160 to 200 mcg arms, Outcome 1 FEV1 (% predicted) (change from baseline).

Study or subgroup HFA-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
13.1.1 Children
Nayak 2002 117 8.8 (12.4) 116 3.9(12.5) —i— 57.17% 4.9[1.7,8.1]
Subtotal *** 117 116 —~l— 57.17% 4.9[1.7,8.1]
Heterogeneity: Not applicable
Test for overall effect: Z=3(P=0)
13.1.2 Adults
Hampel 2000 92 8.7(12.7) 87 0.4 (12.5) —.—’ 42.83% 8.3[4.6,12]
Subtotal *** 92 87 -l 42.83% 8.3[4.6,12]
Heterogeneity: Not applicable
Test for overall effect: Z=4.4(P<0.0001)

Favours Placebo  -10 5 0 5 10 Favours HFA-BDP
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Study or subgroup HFA-BDP Placebo Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
13.1.3 Children and adults
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 209 203 e 100% 6.36[3.94,8.78]
Heterogeneity: Tau?=0; Chi*=1.86, df=1(P=0.17); 1*=46.17%
Test for overall effect: Z=5.15(P<0.0001)
Test for subgroup differences: Chi*=1.86, df=1 (P=0.17), 1’=46.17%
Favours Placebo  -10 5 0 5 10

Favours HFA-BDP

Analysis 13.2. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or
less - Hampel and Nayak 160 to 200 mcg arms, Outcome 2 Change in morning PEF (L/min).

Study or subgroup HFA-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl
13.2.1 Adults
Gross 1999 113 -5.3(57.8) 117 -63.4 (58.8) —— 49.19% 58.1[43.02,73.18]
Hampel 2000 92 33.8(54.1) 87 5(47.1) —— 50.81% 28.8[13.96,43.64]
Subtotal *** 205 204 L 2 100% 43.21[32.64,53.79]
Heterogeneity: Tau?=0; Chi*=7.37, df=1(P=0.01); 1°=86.43%
Test for overall effect: Z=8.01(P<0.0001)
13.2.2 Children
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
13.2.3 Children and adults
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total *** 205 204 L 2 100% 43.21[32.64,53.79]

Heterogeneity: Tau?=0; Chi*=7.37, df=1(P=0.01); 1°=86.43%
Test for overall effect: Z=8.01(P<0.0001)

Test for subgroup differences: Not applicable

Favours Placebo  -100

-50

50 100

Favours HFA-BDP

Analysis 13.3. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or
less - Hampel and Nayak 160 to 200 mcg arms, Outcome 3 Change in evening PEF (L/min).

Placebo
Mean(SD)

Study or subgroup HFA-BDP

N Mean(SD) N

Mean Difference
Fixed, 95% CI

Mean Difference
Fixed, 95% Cl

13.3.1 Children

13.3.2 Adults

Favours Placebo

-100

-50

100 Favours HFA-BDP
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Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
Hampel 2000 92 22.1(48.1) 87 6.3(49.4) —t 15.8[1.52,30.08]

13.3.3 Children and adults

Favours Placebo ~ -100 -50 0 50 100 Favours HFA-BDP

Analysis 13.4. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/
d or less - Hampel and Nayak 160 to 200 mcg arms, Outcome 4 Change in FEF25-75 (%).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

13.4.1 Children

13.4.2 Adults
Hampel 2000 92 29.2 (47.1) 87 -0.3(27.7) — 29.55[18.31,40.79]

13.4.3 Children and adults

Favours Placebo  -100 -50 0 50 100 Favours HFA-BDP

Analysis 13.5. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less
- Hampel and Nayak 160 to 200 mcg arms, Outcome 5 Change in beta2-agonist use (puffs/day).

Study or subgroup HFA-BDP Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
13.5.1 Children ‘
Nayak 2002 117 -1(1) 116 -0.3(1) H 62.72% -0.74[-0.99,-0.49]
Subtotal *** 117 116 ) 62.72% -0.74[-0.99,-0.49]

Heterogeneity: Not applicable
Test for overall effect: Z=5.76(P<0.0001)

13.5.2 Adults

Hampel 2000 92 -1(1.8) 87 0.5(1.2) * 20.98% -0.51[-0.95,-0.07]
Gross 1999 113 0.2 (1.9) 117 1.6(1.9) + 16.3% -1.45[-1.94,-0.96)
Subtotal *** 205 204 ¢ 37.28% -0.92[-1.25,-0.59]

Heterogeneity: Tau?=0; Chi*=7.84, df=1(P=0.01); 1>=87.24%
Test for overall effect: Z=5.53(P<0.0001)

13.5.3 Children and adults
Subtotal *** 0 0 Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total *** 322 320 [ 100% -0.81[-1.01,-0.61]
Heterogeneity: Tau?=0; Chi*=8.58, df=2(P=0.01); 1>=76.68%
Test for overall effect: Z=7.94(P<0.0001)

Test for subgroup differences: Chi*=0.74, df=1 (P=0.39), 1>=0%

Favours HFA-BDP  -10 -5 0 5 10 Favours Placebo
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Analysis 13.6. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less
- Hampel and Nayak 160 to 200 mcg arms, Outcome 6 Nights without sleep disturbance (%).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
13.6.1 Children
13.6.2 Adults
Gross 1999 113 72(37.1) 117 47 (38.1) — 25[15.28,34.72]

13.6.3 Children and adults

Favours Placebo

-100

-50

50 100

Favours HFA-BDP

Analysis 13.7. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less - Hampel
and Nayak 160 to 200 mcg arms, Outcome 7 Change in percentage of nights without sleep disturbance.

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
13.7.1 Children and adults
13.7.2 Children
13.7.3 Adults
Hampel 2000 92 25.2 (41.1) 87 8.2(27.6) — 17[6.79,27.21]

Favours Placebo

-100

50

100 Favours HFA-BDP

Analysis 13.8. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less - Hampel
and Nayak 160 to 200 mcg arms, Outcome 8 Asthma symptoms score: cough (change from baseline).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
13.8.1 Children
13.8.2 Adults
Hampel 2000 92 -0.3(0.8) 87 -0(0.7) + -0.28[-0.49,-0.07]

13.8.3 Children and adults

Favours HFA-BDP

-10

5 10

Favours Placebo

Analysis 13.9. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less - Hampel and
Nayak 160 to 200 mcg arms, Outcome 9 Asthma symptoms score: shortness of breath (change from baseline).

Study or subgroup HFA-BDP

N Mean(SD) N

Placebo
Mean(SD)

Mean Difference
Fixed, 95% ClI

Mean Difference
Fixed, 95% CI

13.9.1 Children

Favours HFA-BDP

-10

5 10

Favours Placebo
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Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

13.9.2 Adults
Hampel 2000 92 -0.6 (0.9) 87 -0.2(0.8) + -0.33[-0.58,-0.08]

13.9.3 Children and adults

Favours HFA-BDP  -10 S 0 5 10 Favours Placebo

Analysis 13.10. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less - Hampel and
Nayak 160 to 200 mcg arms, Outcome 10 Asthma symptoms score: chest tightness (change from baseline).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

13.10.1 Children

13.10.2 Adults
Hampel 2000 92 -0.4(0.9) 87 0.2(0.7) + -0.59[-0.82,-0.36]

13.10.3 Children and adults

Favours HFA-BDP  -10 -5 0 5 10 Favours Placebo

Analysis 13.11. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less - Hampel
and Nayak 160 to 200 mcg arms, Outcome 11 Asthma symptoms score: wheeze (change from baseline).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

13.11.1 Children

13.11.2 Adults
Hampel 2000 92 -0.5(0.9) 87 -0.2(0.7) + -0.29[-0.52,-0.06]

13.11.3 Children and adults

Favours HFA-BDP  -10 5 0 5 10 Favours Placebo

Analysis 13.12. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less -
Hampel and Nayak 160 to 200 mcg arms, Outcome 12 Days free from any asthma symptoms (%).

Study or subgroup HFA-BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% ClI

13.12.1 Children

13.12.2 Adults
Nayak 2002 117 32.1(42.2) 114 17.6 (41.6) —t 14.5[3.69,25.31]

13.12.3 Children and adults

Favours Placebo ~ -100 -50 0 50 100 Favours HFA-BDP
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Analysis 13.13. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/
d or less - Hampel and Nayak 160 to 200 mcg arms, Outcome 13 Exacerbations of asthma.

Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.13.1 Children
Nayak 2002 3/117 6/116 L 45.71% 0.5[0.13,1.94]
Subtotal (95% CI) 117 116 ——e— 45.71% 0.5[0.13,1.94]

Total events: 3 (HFA-BDP), 6 (Placebo)
Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=1.01(P=0.31)

13.13.2 Adults
Hampel 2000 9/91 7/87 —i— 54.29% 1.23[0.48,3.16]
Subtotal (95% Cl) 91 87 ——— 54.29% 1.23[0.48,3.16]
Total events: 9 (HFA-BDP), 7 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Z=0.43(P=0.67)

13.13.3 Children and adults
Subtotal (95% ClI) 0 0 Not estimable
Total events: 0 (HFA-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% Cl) 208 203 ——— 100% 0.89[0.42,1.91]
Total events: 12 (HFA-BDP), 13 (Placebo)

Heterogeneity: Tau?=0; Chi*=1.16, df=1(P=0.28); 1’=13.66%
Test for overall effect: Z=0.29(P=0.77)

Test for subgroup differences: Not applicable

Favours HFA-BDP 0.1 02 05 1 2 5 10 Favours Placebo

Analysis 13.14. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/
d or less - Hampel and Nayak 160 to 200 mcg arms, Outcome 14 Increased asthma symptoms.

Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.14.1 Children
Nayak 2002 12/117 22/116 —.— 71.42% 0.54[0.28,1.04]
Subtotal (95% Cl) 117 116 el 71.42% 0.54[0.28,1.04]

Total events: 12 (HFA-BDP), 22 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=1.84(P=0.07)

13.14.2 Adults
Gross 1999 1/113 9/117 ‘7 28.58% 0.12[0.01,0.89]
Subtotal (95% CI) 113 117  — 28.58% 0.12[0.01,0.89]
Total events: 1 (HFA-BDP), 9 (Placebo)

Heterogeneity: Tau?=0; Chi?=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=2.07(P=0.04)

FavoursHFABDP 01 02 05 1 2 ® 10 FavoursPlacebo
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Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

13.14.3 Children and adults
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (HFA-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 230 233 —~— 100% 0.42[0.23,0.77]
Total events: 13 (HFA-BDP), 31 (Placebo)

Heterogeneity: Tau?=0; Chi*=2.11, df=1(P=0.15); 1’=52.61%
Test for overall effect: Z=2.78(P=0.01)

Test for subgroup differences: Not applicable

Favours HFA-BDP 0.1 02 05 1 2 5 10 Favours Placebo

Analysis 13.15. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/
d or less - Hampel and Nayak 160 to 200 mcg arms, Outcome 15 Total withdrawals.

Study or subgroup HFA-BDP Placebo 0dds Ratio Weight 0dds Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.15.1 Children
Nayak 2002 9/117 19/116 —HF— 69.37% 0.43[0.18,0.98]
Subtotal (95% CI) 117 116 —~—l 69.37% 0.43[0.18,0.98]

Total events: 9 (HFA-BDP), 19 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=2(P=0.05)

13.15.2 Adults
Hampel 2000 5/92 8/87 —_— 30.63% 0.57[0.18,1.81]
Subtotal (95% CI) 92 87 ——e 30.63% 0.57[0.18,1.81]
Total events: 5 (HFA-BDP), 8 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Z=0.96(P=0.34)

13.15.3 Children and adults
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (HFA-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 209 203 —al— 100% 0.47[0.24,0.92]
Total events: 14 (HFA-BDP), 27 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.16, df=1(P=0.69); 1>=0%
Test for overall effect: Z=2.19(P=0.03)

Test for subgroup differences: Not applicable

FavoursHFA-BDP 01 02 05 1 2 ® 10 FavoursPlacebo
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Analysis 13.16. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less -
Hampel and Nayak 160 to 200 mcg arms, Outcome 16 Withdrawals due to inadequate response.

Study or subgroup HFA-BDP Placebo 0dds Ratio 0dds Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

13.16.1 Children

13.16.2 Adults

Hampel 2000 0/92 2/87 4 0.18[0.01,3.91]
13.16.3 Children and adults
Favours HFA-BDP 0.1 0.2 0.5 1 2 5 10 Favours Placebo
Analysis 13.17. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or
less - Hampel and Nayak 160 to 200 mcg arms, Outcome 17 Withdrawals due to adverse events.
Study or subgroup HFA-BDP Placebo 0dds Ratio 0dds Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.17.1 Children
13.17.2 Adults
Hampel 2000 1/92 2/87 < 0.47[0.04,5.24]
13.17.3 Children and adults
Favours HFA-BDP  0-1 02 05 1 2 5 10 Favours Placebo
Analysis 13.18. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/
d or less - Hampel and Nayak 160 to 200 mcg arms, Outcome 18 >/= one side-effect reported.
Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.18.1 Children ‘
Nayak 2002 83/117 82/116 - 78.3% 1[0.85,1.18]
Subtotal (95% ClI) 117 116 ‘ 78.3% 1[0.85,1.18]
Total events: 83 (HFA-BDP), 82 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.04(P=0.97)
13.18.2 Adults
Gross 1999 11/113 18/117 . ——— 16.82% 0.63[0.31,1.28]
Hampel 2000 9/92 5/87 R B 4.89% 1.7[0.59,4.88]
Subtotal (95% ClI) 205 204 ‘ 21.7% 0.87[0.49,1.55]
Total events: 20 (HFA-BDP), 23 (Placebo)
Heterogeneity: Tau?=0; Chi*=2.35, df=1(P=0.13); 1>=57.39%
Test for overall effect: Z=0.46(P=0.64)
13.18.3 Children and adults
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (HFA-BDP), 0 (Placebo)
Favours HFA-BDP 0.1 0.2 0.5 1 2 5 10 Favours Placebo
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Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 322 320 <& 100% 0.98[0.82,1.16]
Total events: 103 (HFA-BDP), 105 (Placebo)
Heterogeneity: Tau?=0; Chi*=2.64, df=2(P=0.27); 1?=24.23%
Test for overall effect: Z=0.28(P=0.78)

Test for subgroup differences: Not applicable

Favours HFA-BDP 0.1 02 05 1 2 5 10 Favours Placebo

Analysis 13.19. Comparison 13 HFA-BDP versus Placebo, not on oral steroids:
400mcg/d or less - Hampel and Nayak 160 to 200 mcg arms, Outcome 19 Sinusitis.

Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.19.1 Children
Nayak 2002 0/117 1/116 < 0.33[0.01,8.03]
13.19.2 Adults
13.19.3 Children and adults

Favours HFA-BDP 0.1 0.2 0.5 1 2 5 10 Favours Placebo
Analysis 13.20. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or
less - Hampel and Nayak 160 to 200 mcg arms, Outcome 20 Upper respiratory tract infection.

Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.20.1 Children
Nayak 2002 24/117 26/116 —_— 0.92[0.56,1.5]

13.20.2 Adults

13.20.3 Children and adults

Favours HFA-BDP 0.1 02 05 1 2 5 0 Favours Placebo

=

Analysis 13.21. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less
- Hampel and Nayak 160 to 200 mcg arms, Outcome 21 Low morning plasma cortisol levels.

Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.21.1 Children
Nayak 2002 8/110 16/104 —t— 0.47[0.21,1.06]
Favours HFA-BDP 0.1 0.2 0.5 1 2 5 10 Favours Placebo
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Study or subgroup HFA-BDP Placebo Risk Ratio
n/N n/N M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

13.21.2 Adults

13.21.3 Children and adults

Favours HFA-BDP 0.1 0.2 0.5 1 2 5 10

Favours Placebo

Analysis 13.22. Comparison 13 HFA-BDP versus Placebo, not on oral steroids: 400mcg/d or less -
Hampel and Nayak 160 to 200 mcg arms, Outcome 22 Abnormal respones to low dose ACTH stimulation.

Study or subgroup HFA-BDP Placebo 0dds Ratio 0dds Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.22.1 Children
Nayak 2002 1/19 3/20 < 0.31[0.03,3.33]
13.22.2 Adults
13.22.3 Children and adults
Favours HFA-BDP 0.1 02 0.5 1 2 5 10 Favours Placebo

Analysis 13.23. Comparison 13 HFA-BDP versus Placebo, not on oral steroids:

400mcg/d or less - Hampel and Nayak 160 to 200 mcg arms, Outcome 23 Cough.

Study or subgroup HFA-BDP Placebo Risk Ratio Weight
n/N n/N M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

13.23.1 Children ‘

Nayak 2002 9/117 9/116 —.— 90.19%
Subtotal (95% CI) 117 116 ‘ 90.19%
Total events: 9 (HFA-BDP), 9 (Placebo)

Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.02(P=0.98)

13.23.2 Adults
Gross 1999 1/113 1/117 9.81%

Subtotal (95% Cl) 113 117 ————mm— 9.81%

Total events: 1 (HFA-BDP), 1 (Placebo)

V' N
v

Heterogeneity: Not applicable
Test for overall effect: Z=0.02(P=0.98)

13.23.3 Children and adults

Subtotal (95% Cl) 0 0
Total events: 0 (HFA-BDP), 0 (Placebo)

Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% Cl) 230 233 —~l— 100%
Total events: 10 (HFA-BDP), 10 (Placebo)
Heterogeneity: Tau?=0; Chi*=0, df=1(P=0.98); 1>=0%
Test for overall effect: Z=0.01(P=0.99)

0.99[0.41,2.41]
0.99[0.41,2.41]

1.04[0.07,16.35]
1.04[0.07,16.35]

Not estimable

1[0.43,2.32]

Favours HFA-BDP 0.1 02 05 1 2 5 10 Favours Placebo
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Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Test for subgroup differences: Not applicable

Favours HFA-BDP 0.1 02 05 1 2 5 10 Favours Placebo

Analysis 13.24. Comparison 13 HFA-BDP versus Placebo, not on oral steroids:
400mcg/d or less - Hampel and Nayak 160 to 200 mcg arms, Outcome 24 Pharyngitis.

Study or subgroup HFA-BDP Placebo Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.24.1 Children
Nayak 2002 9/117 13/116 —B— 76.86% 0.69[0.31,1.54]
Subtotal (95% CI) 117 116 el 76.86% 0.69[0.31,1.54]
Total events: 9 (HFA-BDP), 13 (Placebo)
Heterogeneity: Tau?=0; Chi?=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=0.91(P=0.36)
13.24.2 Adults
Gross 1999 5/113 4/117 - 23.14% 1.29[0.36,4.7]
Subtotal (95% CI) 113 117 ——e 23.14% 1.29[0.36,4.7]

Total events: 5 (HFA-BDP), 4 (Placebo)
Heterogeneity: Not applicable
Test for overall effect: Z=0.39(P=0.69)

13.24.3 Children and adults
Subtotal (95% Cl) 0 0 Not estimable
Total events: 0 (HFA-BDP), 0 (Placebo)
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 230 233 —~al— 100% 0.83[0.42,1.63]
Total events: 14 (HFA-BDP), 17 (Placebo)
Heterogeneity: Tau?=0; Chi*=0.67, df=1(P=0.41); 1>=0%
Test for overall effect: Z=0.55(P=0.58)

Test for subgroup differences: Not applicable

FavoursHFA-BDP 01 02 05 1 2 ® 10 FavoursPlacebo

Analysis 13.25. Comparison 13 HFA-BDP versus Placebo, not on oral steroids:
400mcg/d or less - Hampel and Nayak 160 to 200 mcg arms, Outcome 25 Rhinitis.

Study or subgroup HFA-BDP Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

13.25.1 Children
Nayak 2002 23/117 22/116 — 1.04[0.61,1.75]

13.25.2 Adults

13.25.3 Children and adults

Favours HFA-BDP 0.1 02 05 1 2 5 10 Favours Placebo
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Comparison 14. BDP versus Placebo: Crossover studies, not on oral steroids: 400 mcg/d or less

Trusted evidence.
Informed decisions.
Better health.

Cochrane Database of Systematic Reviews

Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

1FEV1 (L) 3 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
1.1 Children 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

1.2 Adults 2 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

1.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2 FVC (L) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
2.1 Children 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

2.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3 Daily PEFR (L/min) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
3.1 Children 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

3.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

4 Daily asthma symptom 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
score

4.1 Children 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

4.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

4.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5 Methacholine bronchial 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
responsiveness (log10

PD20 FEV1)

5.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

5.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

5.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

6 Histamine bronchial 2 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
responsiveness (log10

PC20 FEV1)

6.1 Children 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

6.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Beclomethasone versus placebo for chronic asthma (Review)
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Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

6.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7 8am serum cortisol 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
(mmol/L)

7.1 Children 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

7.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

8 4pm serum cortisol 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
(mmol/L)

8.1 Children 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

8.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

8.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

9 Serum cortisol 30 mins 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
post 0.25mg cosyntropin

(mmol/L)

9.1 Children 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

9.2 Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

9.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Analysis 14.1. Comparison 14 BDP versus Placebo: Crossover

studies, not on oral steroids: 400 mcg/d or less, Outcome 1 FEV1 (L).

Study or subgroup BDP Placebo Mean Difference Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
14.1.1 Children
Chan 1993 15 -1.3(0.3) 15 -1.2(0.3) —t -0.05[-0.25,0.15]
14.1.2 Adults
De Marzo 1988 9 -3.8(0 9 -3.8(0.5) e 0.03[-0.47,0.53]
Ryan 1985 10 -3.3(0.8) 10 3.1(1) -0.12[-0.88,0.64]
14.1.3 Children and Adults

FavoursBDP -1 0.5 0 0.5 1 Favours Placebo

Beclomethasone versus placebo for chronic asthma (Review)
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Analysis 14.2. Comparison 14 BDP versus Placebo: Crossover
studies, not on oral steroids: 400 mcg/d or less, Outcome 2 FVC (L).

Study or subgroup BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

14.2.1 Children
Chan 1993 15 -1.6(0.3) 15 -1.5(0.3) — -0.08[-0.29,0.13]

14.2.2 Adults

14.2.3 Children and Adults

FavoursBDP -1 0.5 0 0.5 1 Favours Placebo

Analysis 14.3. Comparison 14 BDP versus Placebo: Crossover studies,
not on oral steroids: 400 mcg/d or less, Outcome 3 Daily PEFR (L/min).

Study or subgroup BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

14.3.1 Children
Chan 1993 15 -202 (37) 15 -200 (41) s m— -2[-29.95,25.95]

14.3.2 Adults

14.3.3 Children and Adults

Favours BDP ~ -100 -50 0 50 100 Favours Placebo

Analysis 14.4. Comparison 14 BDP versus Placebo: Crossover studies, not
on oral steroids: 400 mcg/d or less, Outcome 4 Daily asthma symptom score.

Study or subgroup BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

14.4.1 Children
Chan 1993 15 1.2(1.4) 15 1.6 (1.7) — -0.42[-1.51,0.67]

14.4.2 Adults

14.4.3 Children and Adults

FavoursBDP  -10 5 0 5 10 Favours Placebo

Analysis 14.5. Comparison 14 BDP versus Placebo: Crossover studies, not on oral steroids:
400 mcg/d or less, Outcome 5 Methacholine bronchial responsiveness (log10 PD20 FEV1).

Study or subgroup BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% CI

14.5.1 Children

14.5.2 Adults

FavoursBDP -1 0.5 0 0.5 1 Favours Placebo
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Study or subgroup BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
De Marzo 1988 9 0(0.5) 9 0.2 (0.4) —t -0.15[-0.56,0.26]

14.5.3 Children and Adults

FavoursBDP -1 0.5 0 0.5 1 Favours Placebo

Analysis 14.6. Comparison 14 BDP versus Placebo: Crossover studies, not on oral steroids:
400 mcg/d or less, Outcome 6 Histamine bronchial responsiveness (log10 PC20 FEV1).

Study or subgroup BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl

14.6.1 Children

Chan 1993 15 -0.3(0.5) 15 -0.4(0.4) I 0.04[-0.28,0.36]

14.6.2 Adults
Ryan 1985 10 0.1(0.6) 10 0.3(0.7) + -0.16[-0.76,0.44]

14.6.3 Children and Adults

Favours BDP -1 0.5 0 0.5 1 Favours Placebo

Analysis 14.7. Comparison 14 BDP versus Placebo: Crossover studies, not
on oral steroids: 400 mcg/d or less, Outcome 7 8am serum cortisol (mmol/L).

Study or subgroup BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% Cl Fixed, 95% Cl

14.7.1 Children
Klein 1977 22 -234.5(91.9) 22 -242.8(89.3) —_— 8.27[-45.26,61.8]

14.7.2 Adults

14.7.3 Children and Adults

Favours BDP  -100 -50 0 50 100 Favours Placebo

Analysis 14.8. Comparison 14 BDP versus Placebo: Crossover studies, not
on oral steroids: 400 mcg/d or less, Outcome 8 4pm serum cortisol (mmol/L).

Study or subgroup BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% ClI Fixed, 95% ClI

14.8.1 Children

Klein 1977 22 -176.6 (101) 22 -204.2 (102.2) + 27.59[-32.44,87.62]
14.8.2 Adults

14.8.3 Children and Adults

Favours BDP  -100 -50 0 50 100 Favours Placebo
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Analysis 14.9. Comparison 14 BDP versus Placebo: Crossover studies, not on oral steroids:
400 mcg/d or less, Outcome 9 Serum cortisol 30 mins post 0.25mg cosyntropin (mmol/L).

Study or subgroup BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
14.9.1 Children
Klein 1977 22 -521.4 (102.2) 22 -452.5(181.2) 4 -68.97[-155.9,17.96]
14.9.2 Adults
14.9.3 Children and Adults
Favours BDP  -100 -50 0 50 100 Favours Placebo

Comparison 15. BDP versus Placebo: Crossover studies, not on oral steroids: 1000 mcg/d or greater

Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

1FEV1 (L) 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
1.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

1.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

1.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2 Methacholine bronchial 1 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
responsivness (log10

PD20 FEV1)

2.1 Children 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

2.2 Adults 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

2.3 Children and Adults 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Analysis 15.1. Comparison 15 BDP versus Placebo: Crossover studies,
not on oral steroids: 1000 mcg/d or greater, Outcome 1 FEV1 (L).

Study or subgroup BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% CI
15.1.1 Children
15.1.2 Adults
De Marzo 1988 9 -3.8(0.5) 9 -3.8(0.5) — -0.02[-0.52,0.48]
15.1.3 Children and Adults
FavoursBDP -1 0.5 0 0.5 1 Favours Placebo
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Analysis 15.2. Comparison 15 BDP versus Placebo: Crossover studies, not on oral steroids:
1000 mcg/d or greater, Outcome 2 Methacholine bronchial responsivness (log10 PD20 FEV1).

Study or subgroup BDP Placebo Mean Difference Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
15.2.1 Children
15.2.2 Adults
De Marzo 1988 9 0.1(0.6) 9 0.2 (0.4) e p— -0.08[-0.54,0.38]

15.2.3 Children and Adults

Favours BDP -1 0.5 0 0.5

Comparison 16. BDP versus Placebo: Crossover studies, on oral steroids, 400 mcg/d or less

Favours Placebo

Outcome or subgroup title No. of studies No. of partici-
pants

Statistical method

Effect size

1 Patient preference for BDP 1
rather than placebo

Risk Ratio (M-H, Fixed, 95% CI)

Totals not selected

1.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0, 0.0]
1.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
1.3 Children and Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
2 Physician preference for 1 Risk Ratio (M-H, Fixed, 95% CI) Totals not selected

BDP rather than placebo

2.1 Children 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
2.2 Adults 0 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
2.3 Children and Adults 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]

Analysis 16.1. Comparison 16 BDP versus Placebo: Crossover studies, on oral steroids,

400 mcg/d or less, Outcome 1 Patient preference for BDP rather than placebo.

Study or subgroup BDP Placebo
n/N n/N

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

16.1.1 Children

16.1.2 Adults

16.1.3 Children and Adults

Smith 1973b 13/39 30/39 I —

0.43[0.27,0.7]

Favours BDP 0.1 0.2 0.5 1 2

5

10

Favours Placebo
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Analysis 16.2. Comparison 16 BDP versus Placebo: Crossover studies, on oral steroids,
400 mcg/d or less, Outcome 2 Physician preference for BDP rather than placebo.

Study or subgroup BDP Placebo Risk Ratio
n/N n/N M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

16.2.1 Children

16.2.2 Adults

16.2.3 Children and Adults
Smith 1973b 15/39 31/39 —

0.48[0.32,0.74]

Favours BDP  0.01 0.1 1 10

Comparison 17. BDP versus Placebo: Crossover studies, not on oral steroids: all doses

100

Favours Placebo

Outcome or subgroup ti-  No. of studies No. of partici- Statistical method Effect size

tle pants

1FEV1 (L) 3 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
1.4 400 mcg/day or less 2 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

1.5 500-800 mcg/day 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

1.6 1000 mcg/day or 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
greater

Analysis 17.1. Comparison 17 BDP versus Placebo: Crossover
studies, not on oral steroids: all doses, Outcome 1 FEV1 (L).

Study or subgroup BDP Placebo Mean Difference Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
17.1.4 400 mcg/day or less
Chan 1993 15 -1.3(0.3) 15 -1.2(0.3) —t -0.05[-0.25,0.15]
Ryan 1985 10 -3.3(0.8) 10 3.1(1) -0.12[-0.88,0.64]
17.1.5 500-800 mcg/day
17.1.6 1000 mcg/day or greater
De Marzo 1988 9 -3.8(0.5) 9 -3.8(0.5) — -0.02[-0.52,0.48]

FavoursBDP -1 0.5 0 0.5 1 Favours Placebo
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Comparison 18. BDP versus Placebo: Crossover studies, not on oral steroids: all severities

Outcome or sub- No. of studies No. of partici- Statistical method Effect size

group title pants

1FEV1 (L) 2 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
1.1 Mild 2 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

1.2 Mild to moderate 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

1.3 Moderate 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

1.4 Moderatetosevere 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Analysis 18.1. Comparison 18 BDP versus Placebo: Crossover
studies, not on oral steroids: all severities, Outcome 1 FEV1 (L).

Study or subgroup BDP Placebo Mean Difference Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% CI
18.1.1 Mild
De Marzo 1988 9 -3.8(0.5) 9 -3.8(0.5) —t -0.02[-0.52,0.48]
Ryan 1985 10 -3.3(0.8) 10 -3.1(1) —— -0.12[-0.88,0.64]

18.1.2 Mild to moderate

18.1.3 Moderate

18.1.4 Moderate to severe

FavoursBDP -4 2 0 2 4 Favours Placebo

Comparison 19. BDP versus Placebo: Crossover studies, not on oral steroids: all delivery devices

Outcome or sub- No. of studies No. of partici- Statistical method Effect size

group title pants

1FEV1 (L) 3 Mean Difference (IV, Fixed, 95% Cl) Totals not selected

1.1 MDI 2 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

1.2 MDI+SPACER 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]

1.3DPI 1 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]
Beclomethasone versus placebo for chronic asthma (Review) 205
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Analysis 19.1. Comparison 19 BDP versus Placebo: Crossover
studies, not on oral steroids: all delivery devices, Outcome 1 FEV1 (L).

Study or subgroup BDP Placebo Mean Difference Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
19.1.1 MDI
De Marzo 1988 9 0 9 -3.8(0.5) — -0.02[-0.52,0.48]
Ryan 1985 10 -3.3(0.8) 10 -3.1(1) -0.12[-0.88,0.64]
19.1.2 MDI+SPACER
19.1.3 DPI
Chan 1993 15 -1.3(0.3) 15 -1.2(0.3) —t -0.05[-0.25,0.15]

FavoursBDP -1 0.5 0 0.5 Favours Placebo

Comparison 20. BDP versus Placebo: Crossover studies, not on oral steroids: all study durations

Outcome or subgroup
title

No. of studies
pants

No. of partici-

Statistical method

Effect size

1FEV1 (L) 3 Mean Difference (IV, Fixed, 95% Cl) Totals not selected
1.11to 4 weeks 3 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0, 0.0]
1.2 1to 5 months 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]
1.36 monthsorgreater 0 Mean Difference (IV, Fixed, 95% Cl) 0.0[0.0,0.0]

Analysis 20.1. Comparison 20 BDP versus Placebo: Crossover
studies, not on oral steroids: all study durations, Outcome 1 FEV1 (L).

Study or subgroup BDP Placebo Mean Difference Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
20.1.11 to 4 weeks
Chan 1993 15 -1.3(0.3) 15 -1.2(0.3) 1 -0.05[-0.25,0.15]
De Marzo 1988 9 -3.8(0.5) 9 -3.8(0.5) -+ -0.02[-0.52,0.48]
Ryan 1985 10 -3.3(0.8) 10 -3.1(1) —= -0.12[-0.88,0.64]
20.1.2 1 to 5 months
20.1.3 6 months or greater

Favours BDP  -10 5 0 Favours Placebo

ADDITIONAL TABLES

Table 1. Study data not available for inclusion in meta-analysis

Study ID

Data not included
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Table 1. Study data not available for inclusion in meta-analysis (continued)

Brompton Hospital/MRC Col-
laborative Trial 1974

Reduction in dose of oral prednisolone
No numerical data available

BTTA 1976 Reduction in dose of oral prednisolone
No standard deviation values
Bel 1990 Asthma symptom score

No standard deviation values available for above outcome

Bergmann 1990

FEV1

Specific airways resistance

Asthma symptom severity score

Change in morning PEFR compared to baseline

Evening PEFR

Inhaled beta2 agonist use

Symptom scoresd deviation values for any of the above outcomes No SD values available for
above outcomes

Carpentiere 1990

FEV1 (% predicted)
Bronchial responsiveness to propranolol (PC20 FEV1)
No standard deviation values available

Gaddie 1973

FEV1

FvC

Plasma cortisol

bronchodilator use

No standard deviation values for any of the above outcomes

Harvey 1976

% change in FEV1

% change in FEF50

8am plasma cortisol

Daily dose oral prednisolone

No standard deviation values for any of the above outcomes

Hodson 1974

FEV1

FvC

Clinic PEFR

Serum cortisol

No standard deviation values available for above outcomes

Holst 1974

Morning wheeze/breathlessness/tightness of breathing scores
Night-time wheeze/breathlessness/tightness of breathing scores
FEV1

No numerical data for above outcomes

Kerrebijn 1976

%predicted FEV1
Serum cortisol
No standard deviation values for above outcomes

Klein 1977

Weekly symptom score
Asthma attack score
Additional medication score
clinic PEF

FEV1

FvC

MEF25-75

Beclomethasone versus placebo for chronic asthma (Review)
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Table 1. Study data not available for inclusion in meta-analysis (continued)
No standard deviation values for above outcomes

Kraemer 1987 % changein FEV1
% change in specific airway conductance
% change in airway resistance
No numerical data for above outcomes

Lovera 1975 Reduction in number of wheezing attacks
Days free of wheezing (symptom free days)
No standard deviation values for above outcomes
Expiratory flow at 25% vital capacity
Expiratory flow at 70% TLC
Specific airway conductance
No units stated for above outcomes

Martin 1974 FEV1
FvC
Daily symptom score
No numerical data available for above outcomes

Nathan 1997 % Change FEV1 compared to baseline
FvC
PEFR
FEF25-75%
Home PEFR am and pm
Patient and physician evaluation of symptoms (wheeziness, tightness in chest, shortness of breath
and cough)
No numerical data for above outcomes

Riordan 1974 Daily asthma symptom score
Morning PEFR
Evening PEFR
Rescue beta2 agonist use
FEV1
FVC
Plasma cortisol post ACTH analogue
No standard deviation values for above outcomes

Smith 1973a Rescue beta2 agonist use
Number of wheezing attacks per day
Daily PEFR
Basal plasma cortisol pre and post ACTH analogue
No usable numerical data for above outcomes

Smith 1973b Percentage change in FEV1 compared to baseline
Asthma symptom score
No usable numerical data for above outcomes

Fanelli 1993 Bronchial responsiveness to histamine (PC20 FEV1)
No standard deviation values

Vatrella 1996 Bronchial responsiveness to methacholine (PC20 FEV1)
No standard deviation values

Vilsvik 1974 FEV1 (% predicted)
Clinic PEFR
Plasma cortisol
Eosinophilic cell count
Data not presented in a form suitable for analysis
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Table 1. Study data not available for inclusion in meta-analysis (continued)

Vogt 1976 Asthma symptom score
Aerosol evaluation score physicians and patients
Extent of symptom relief score
8 am plasma cortisol
No standard deviation values
Webb 1977 FEV1
FvC
Plasma cortisol pre and post metyrapone
No numerical data for above outcomes
Trigg 1994 Bronchial responsiveness to histamine (PC20FEV1)
No standard deviation values for above outcomes
Wang 1994 FEV1
No standard deviation available
Berkowitz 1998 Change in FEV1
Change in FVC
Change in clinic PEFR
Asthma symptom score
Change in FEF25-75 compared to baseline
No standard deviation values available for above outcomes
Simons 1997 Changein FEV1
Change in FVC
Change morning and evening PEFR
No standard deviation available for above outcomes
Methacholine bronchial responsiveness (PC20 FEV1)
Numerical data not available
% of children not missing school due to asthma, % children not requiring beta2 agonist: data
analysed using non-parametric methods by authors therefore not included in meta-analysis
Bronsky 1998 Change in FEF25-75 compared to baseline
Change in FVC compared to baseline
Change in morning PEFR compared to baseline
Change in evening PEFR compared to baseline
Use of inhaled beta2 agonist
Change in daily asthma symptom score compared to baseline
Use of inhaled beta2 agonist
No standard deviation values available for above outcomes
Fahy 1998 Methacholine bronchial responsiveness (PC20 FEV1)

No standard deviation values available

Salmeron 1989

Daily asthma symptom score
FVC
No numerical data available

Radha 1975

Plasma cortisol
Uncertainty regarding units of measurement, no reply from author

Lacronique 1991

Daily asthma symptom scoreUncertainty regarding standard deviation values, no clarification from
author

Davies 1977

Blood eosinophil countUnits reported unclear

Hoshino 2001

Change in FEV1 (L), Change in FEV1 (% predicted)
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Table 1. Study data not available for inclusion in meta-analysis (continued)

Laviolette 1999 Morning FEVI %, Morning FEV1 (L), daytime asthma symptoms scores, B-agonists daily use %,
morning PEFR (L/min), evening PEFR (L/M), nocturnal awakings nights %, asthma exacerbations %,
asthma attacks %
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