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ABSTRACT

Background

Nasal polyps frequently occur in people with cystic fibrosis. Sinus infections have been shown to be a factor in the development of serious
chest complications in these people. Nasal polyps have been linked to a higher risk of lower respiratory tract infections with Pseudomonas
aeruginosa . Topical nasal steroids are of proven efficacy for treating nasal polyposis in the non-cystic fibrosis population. There is no clear
current evidence for the efficacy of topical steroids for nasal polyps in people with cystic fibrosis. This is an updated version of a previously
published review.

Objectives

To assess the effectiveness of topical nasal steroids for treating symptomatic nasal polyps in people with cystic fibrosis.

Search methods

We searched the Cochrane Cystic Fibrosis and Genetic Disorders Group Trials Register comprising references identified from
comprehensive electronic database searches and handsearches of relevant journals and abstract books of conference proceedings.

Latest search: 10 June 2015.

Selection criteria

Randomised and quasi-randomised controlled comparing the effects of topical nasal steroids to placebo in people with nasal polyps with
cystic fibrosis.

Data collection and analysis

Two authors independently assessed risk of bias in the included trial and extracted data.

Main results

One single-centred trial (46 participants) was identified comparing a topical steroid (betamethasone) given as nasal drops to placebo.
Treatment was given twice daily for six weeks; 22 participants received the active drug.

Subjective symptom scores, change in polyp size, and side effects were assessed. There was no difference in nasal symptom scores between
the treatment and placebo groups. Betamethasone was effective in reducing the size of polyps, but was associated with increased reports
of mild side effects, nasal bleeding and discomfort.
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Risk of bias was high since over 50% of people enrolled did not complete the study. Follow-up of participants was short (six weeks) also
reducing the significance of the results for clinical practice.

Authors' conclusions

This review suggests topical steroids for nasal polyposis in people with cystic fibrosis have no demonstrable effect on subjective nasal
symptom scores. They have some effect in reducing the size of the polyps, but due to the small sample size, poor completion rates and lack
of follow-up, the trial is at high risk of bias and evidence for efficacy is limited. Overall there is no clear evidence for using topical steroids
in people with cystic fibrosis and nasal polyposis.

A well-designed randomised controlled trial of adequate power and long-term follow-up is needed. Validated measures of symptoms and
physical findings should be performed and quality of life issues addressed.

PLAIN LANGUAGE SUMMARY

Steroids applied directly to polyps in the nose in people with cystic fibrosis

Review question

We reviewed the evidence on the effect of applying steroids directly to polyps in the noses of people with cystic fibrosis.
Background

People with cystic fibrosis often have polyps in their nose which can cause discharge and also a blocked nose. We know that people with
cystic fibrosis and polyps in their nose also have more of some types of bacteria in their lungs. This can lead to serious chest complications
later on. If we treat the polyps effectively at an early stage, we may prevent these chest complications.

Steroid sprays or drops are often applied directly to polyps in the noseThese drugs are usually a safe treatment but can have some
important side effects, like affecting the immune system and how the body can regulate blood sugar. They also add to the existing burden
of treatment, especially if they need to be taken for the rest of a person's life. However, these drugs have been shown to be successful in
treating polyps in people who do not have cystic fibrosis.

Search date
The evidence is current to: 10 June 2015.
Study characteristics

Our search found one trial with 46 adult volunteers with cystic fibrosis which compared nasal drops containing a steroid (betamethasone)
to identical drops containing no active treatment. Two drops were applied directly to polyps twice a day for six weeks. Volunteers were put
into the different treatment groups at random and a total of 22 volunteers received the steroid drops and 24 received the dummy treatment.

Key results

The trial measured each person's perception of their symptom scores, but found no difference to the scores whether volunteers were using
the steroid drops or the dummy treatment. The trial also measured the change in polyp size and found that they shrank. There were no
major side effects linked to using betamethasone, and only three volunteers reported increased nose bleeds and discomfort.

The small number of volunteers in this trial means the calculations and results should be regarded with some caution. More trials are
needed to confirm the findings and these trials should report on measures of symptoms and quality of life issues.

Quality of the evidence

We think that volunteers had a truly equal chance of being put in either the steroid group or the control group and wouldn't have known
which treatment they were receiving, so these issues would not have influenced the results in any way. However, over 50% of people
enrolled did not complete the study and the reasons for dropping out were not very clearly explained. We think it is important to take this
fact into account when considering the trial results. Also, the trial only followed the volunteers for six weeks, which is a short time when
evaluating a treatment that could be needed for the rest of a person's life.
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BACKGROUND

Description of the condition

Cystic fibrosis (CF) is an autosomal recessive condition that is
common in people of a Northern European background but less
common in people of Hispanic, African or Asian background
(Bobadilla 2002). The genetic defect causes an abnormality of salt
transport that has a detrimental effect on different parts of the
body, most notably the airways and pancreas. In the airways the
salt transport defect causes an abnormal airway surface liquid,
which results in chronic airway infection and inflammation leading
eventually to airway damage and respiratory failure (Southern
2007).

The upper airways are frequently affected in people with CF
with rhinosinusitis (sinusitis) and nasal polyps regularly described
(Robertson 2008). Nasal polyps are benign growths of water-
logged tissue that arise from the lining tissue in the roof of
the nasal cavity. They have a grape-like appearance and can
sometimes be large enough to cause complete nasal obstruction
and occasionally disfigurement with broadening of the bridge of
the nose. Nasal polyposis affects about four per cent of the non-
CF population (Hedman 1999), but polyposis and rhinosinusitis is
much commoner in the CF population (reports of 25% to 40% of
individuals with CF (Fokkens 2007b)). There are reports of children
and adults being diagnosed with CF following presentation with
nasal polyps, although this is uncommon.

Description of the intervention

The accessibility of the nasal cavity makes the delivery of topical
treatments very straightforward, either by spray or drops. For
many years corticosteroids have been delivered topically to treat
nasal conditions including polyposis. A variety of corticosteroids
are available in once or twice-daily dosing regimes. Other topical
treatments include nasal washings with medicated salt water
(saline douches) (Fokkens 2007a). For more severe polyposis
endoscopic surgery is the most common treatment, although
systemic steroids are also prescribed (Robertson 2008).

How the intervention might work

It is not clear how topical steroids might work for CF nasal
polyposis (or rhinosinusitis); however, corticosteroids are potent
anti-inflammatory agents that reduce the activation and function
of inflammatory cells, in this case within the nasal lining (Burgel
2004). They have been investigated extensively in individuals
without CF and have proved their clinical effectiveness at reducing
nasal symptoms of blockage, discharge, polyp size and improving
quality of life (Lund 1998).

Why it is important to do this review

Nasal polyposis (or rhinosinusitis) is a common and distressing
complication for children and adults with CF. It is associated with
significant morbidity and reduced quality of life and therefore
it is imperative to have a clear evidence base on which to
establish treatment strategies. Whilst topical steroids are generally
a safe treatment, they may be associated with significant side
effects, most notably systemic absorption with potential adrenal
suppression. They also represent a significant treatment burden
for individuals with daily dosing which is potentially a life-long
intervention. The evidence for clinical efficacy of topical and

system steroids in nasal polyps and rhinosinusitis has already
been assessed for non-CF patients (Kim 2007; Patiar 2007). It is
particularly important to establish the efficacy in people with
CF as infections originating from the sinuses have been shown
to be a causative factor in the development of serious chest
complications later on (Roby 2008). Furthermore, people with CF
who also have nasal polyps have a higher frequency of chronic
colonisation of Pseudomonas aeruginosa in the lower respiratory
tract (Henriksson 2002). Early effective management of the nasal
disease may prevent this. In addition, if the disease process in the
nose is halted, surgical intervention may be avoided with its own
inherent complications.

This is an updated version of a previously published review (Beer
2011).

OBJECTIVES

To test the hypothesis that topical nasal steroids are an effective
form of treatment for symptomatic nasal polyps in people with CF.

METHODS

Criteria for considering studies for this review
Types of studies

Randomised controlled trials and quasi-randomised trials.

Types of participants

Adults and children with diagnosed CF (diagnosed by sweat or
genetic testing or both) who present with symptomatic nasal
polyps are to be included in both the treatment and control groups.
Participants will not be excluded on the basis of previous surgery
for nasal polyps.

Types of interventions

We will compare different pharmaceutical topical steroid agents
versus saline douches or placebo at the standard optimum
therapeutic dose and regimen as recommended by the British
National Formulary (British National Formulary 2009).

Types of outcome measures
Primary outcomes

1. Quality of life (QOL) (as measured by a validated QOL score i.e.
CFQolL (Gee 2000), CFQ-R (Quittner 2009))

2. Nasal symptom score (as measured by a validated score i.e.
SNOT (Hopkins 2009))

Secondary outcomes

1. Treatment burden (as measured by validated score)

2. Need for surgery

3. Polyp size (determined by a validated score (MacKay 1997))
4

. Adverse events
a. Mild (not requiring significant treatment) e.g. limited
epistaxis, discomfort

b. Moderate (requiring significant treatment or admission) e.g.
epistaxis, adrenal suppression

c. Severe (life threatening) e.g. epistaxis, adrenal failure
5. Respiratory function

Topical nasal steroids for treating nasal polyposis in people with cystic fibrosis (Review) 3
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a. forced expiratory volume at one second (FEV;) % of predicted
value
b. FEV;/forced vital capacity (FVC) ratio

6. New CF pathogens recognised from culture of upper or lower
airway secretions

Search methods for identification of studies
Electronic searches

We identified relevant trials identified from the Group's Cystic
Fibrosis Trials Register using the term 'nasal polyps".

The Cystic Fibrosis Trials Register is compiled from electronic
searches of the Cochrane Central Register of Controlled Trials
(CENTRAL) (updated each new issue of The Cochrane Library),
quarterly searches of MEDLINE, a search of EMBASE to 1995
and the prospective handsearching of two journals - Pediatric
Pulmonology and the Journal of Cystic Fibrosis. Unpublished work
is identified by searching the abstract books of three major cystic
fibrosis conferences: the International Cystic Fibrosis Conference;
the European Cystic Fibrosis Conference and the North American
Cystic Fibrosis Conference. For full details of all searching activities
for the register, please see the relevant sections of the Cystic
Fibrosis and Genetic Disorders Group Module.

Date of the last search of the Cystic Fibrosis Trials Register: 10 June
2015.

Searching other resources

Reference lists of all relevant papers were screened to identify
additional relevant citations and other potential studies.

Data collection and analysis
Selection of studies

Two authors (HB, ACS) independently selected trials for inclusion
into the review and resolved any disagreements by discussion with
a third author. The authors documented the reason for excluding
trials. We planned to clearly categorise studies where important
information is lacking (including foreign language studies awaiting
translation) and report these as 'Studies awaiting classification'.

Data extraction and management

Two review authors (HB, ACS) independently undertook data
extraction using a data extraction form, adapted from a form
developed by the Cochrane Cystic Fibrosis and Genetic Disorders
Review Group. The review authors resolved any disagreements by
consensus or through discussion with a third author, which was
then recorded on the final data extraction form. One review author
(HB) transcribed these into RevMan 5 (Review Manager 2008).
Another review author verified all data entry for discrepancies.

We planned to report outcomes at three months, six months, nine
months, one year and at further six-monthly intervals thereafter,
but data were only available for the three-month time-point.

Assessment of risk of bias in included studies

Two review authors assessed each trial using a simple form,
following the domain-based evaluation described in the Cochrane
Handbook for Systematic Reviews of Interventions (Higgins 2008).

We assessed the following domains, stating low risk, unclear risk
and high risk of bias:

randomisation of participants;

concealment of allocation;

blinding (of participants, personnel and outcome assessors);
incomplete outcome data addressed,;

selective outcome reporting;

ok W

other sources of bias.

We compared the assessments and discussed any inconsistencies
between the review authors in the interpretation of inclusion
criteria and their significance to the selected studies. We resolved
any disagreements through discussion with a third author. We did
not automatically exclude any study as a result of being judged to
have an unclear or high risk of bias. We presented the evaluation
of the risk of bias in included studies in the 'Results' section of the
review, both as text and within the risk of bias tables.

Measures of treatment effect

For dichotomous data, we calculated an estimate of treatment
effect for each outcome across studies using risk ratio (RR) where
appropriate. For continuous outcomes, we planned to record either
mean relative change from baseline for each group or mean
post-treatment or intervention values and standard deviation. If
standard errors (SEs) were reported, where possible, we planned
to convert these to standard deviations (SDs). We planned to
calculate a pooled estimate of treatment effect by calculating the
standardized mean difference (SMD) and 95% confidence intervals
(Cls).

Unit of analysis issues

We will include data from any eligible cross-over trials in the
review; we plan to analyse these using a method recommended by
Elbourne (Elbourne 2002).

Dealing with missing data

We identified that raw data from the symptom scores (individual
and combined) were missing. However, narrative information was
available for the outcomes in question and we are of the opinion
that the missing data would not alter our conclusions.

We are planning to contact the original investigators to seek these
missing data in order to set up a meta-analysis. We will contact
them in time for the first update of this review.

If we were unable to obtain the missing data by this method, we
will assume the missing data are random and impute mean data
adjusted to SEs. We will discuss the potential impact of the missing
data in the review findings.

Assessment of heterogeneity

We planned to assess clinical heterogeneity by examining the
characteristics of the trials; the similarity between the types of
participants, the interventions and the outcomes as specified in
the criteria for included trials. We also planned to assess statistical
homogeneity using the 12 statistic, where 12 values over 50%
indicate moderate to high heterogeneity (Higgins 2003).

Topical nasal steroids for treating nasal polyposis in people with cystic fibrosis (Review) 4
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Assessment of reporting biases

We carried out a comprehensive search to obtain all available
studies, and systematically reviewed these to compare the study
protocols or the 'Methods' sections of published papers against the
'Results' section to ascertain that data had been addressed for all
stated measured outcomes. If we had identified sufficient studies
(more than 10), we would have used funnel plots to make a visual
assessment of small study effects and possible publication bias, or
other causes (Higgins 2003).

Data synthesis

We planned to use fixed-effect analysis if heterogeneity was low.
If we found that heterogeneity is moderate to high (12 more than
50%), we will use the random-effects model.

Subgroup analysis and investigation of heterogeneity

We planned to assess for clinical heterogeneity by examining the
subgroups for:

« age of participants;

« severity of disease;

« intervention type used (spray versus drops);

« previous surgery for nasal polyps or sinusitis or both.

Sensitivity analysis

We planned to test the robustness of our results by performing
sensitivity analysis by allocation method (including and excluding
the quasi-randomised trials) and risk of bias (comparing all trials
against those of only low risk of bias).

RESULTS

Description of studies
Results of the search

One trial was identified from our search and included in our review
(Hadfield 2000).

Included studies
Trial Characteristics

The included trial is a randomised, double-blind trial of the
treatment of nasal polyps in adults with CF. The trial was single-
centred and of parallel design lasting six weeks (Hadfield 2000).

Participants

There were 46 participants; all of whom were adults (over 16 years
old) with CF and nasal polyps. Individuals were excluded if they
were: pregnant or breast feeding; taking oral steroids; taking more
than 1500 micrograms of inhaled steroid per day; or if they had a
severely deviated nasal septum or had undergone a surgical nasal
polypectomy within the preceding six months.

Interventions

Participants were either given active treatment or placebo; 22
participants were prescribed the active drug and 24 the placebo.
Treatment was in the form of either betamethasone sodium
diphosphate nasal drops or passive placebo drops containing an
identical vehicle, prescribed as two drops to be used twice a day for
six weeks, in a head down and forwards position.

Outcomes measured

Polyp grading and subjective nasal symptom scores were assessed
prior to the start of the trial and after six weeks.

Side-effects were also reported (see Risk of bias in included
studies).

Excluded studies

No other trials were identified.

Risk of bias in included studies

See risk of bias table (Characteristics of included studies)

Allocation
Generation of the allocation sequence

The Hadfield trial was described as being randomised using
random number tables. The randomisation method was deemed
adequate and so we judged this trial to have a low risk of bias from
the generation of the randomisation sequence (Hadfield 2000).

Concealment of allocation

For the Hadfield study allocation was concealed by a pharmacist at
the institution and was thus judged as adequate and thus having a
low risk of bias (Hadfield 2000).

Blinding

Blinding was provided by the pharmacy producing nasal drops
in the form of either betamethasone sodium diphosphate nasal
drops or passive placebo contained in an identical vehicle. The
participants and clinicians were completely blind to this process,
therefore the risk of bias was judged to be low.

Incomplete outcome data

The percentage of participants enrolled that were not available
for analysis was 52%. Of the 46 patients enrolled into the trial, 22
completed and the results were analysed on an available case basis.
The trial authors reported no bias as they felt both groups were
comparable due to similar drop-out rates and pre-treatment polyp
sizes. They report no statistical difference between the two groups
using the Mann-Whitney Rank Sum test.

The trial authors contacted non-completing participants by
telephone or letter to ascertain the reasons for dropping out. Those
participants who replied, stated their reasons for dropping out as
difficulty in returning for the follow-up or indeed not continuing
treatment due to lack of symptoms at the commencement of the
trial.

Given that 52% of participants did not complete the trial, the risk of
bias was judged to be high.

Selective reporting

One of the primary outcomes of the study was to measure
subjective nasal symptoms by the visual analogue staging system
at commencement and at six weeks. The individual scores from the
raw data are not included, although analysis of these showed there
to be no statistical difference between the two groups. Absence of
these individual results lead to a high risk of bias.

Topical nasal steroids for treating nasal polyposis in people with cystic fibrosis (Review) 5
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Other potential sources of bias

There were no other identified potential sources of bias.

Effects of interventions

Only one study has so far been identified which compares
betamethasone drops against placebo (Hadfield 2000).

The results are presented by outcome in the order in which they
appear in the aims of the review. Within each outcome, data are
described as a narrative account and data have been entered into
graphs for results of treatment on polyp size and side effects.

Primary outcome measures
1. Quality of life

This outcome was not reported in the included trial.

2. Nasal symptom score

The included trial pre-stated an outcome measure of subjective
nasal symptoms using a visual analogue score. The individual
scores from the raw data were not included in the publication.
The overall symptom scores for the combined cohort of
participants receiving either betamethasone or placebo drops
showed improvement, but there was no significant change for the
betamethasone or placebo groups nor any change for individual
symptoms.

Secondary outcome measures
1. Treatment burden

This outcome was not reported in the included trial.

2. Need for surgery

This outcome was not reported in the included trial.

3. Polyp size

Polyp size was assessed by endoscopic grading using the Mackay
and Lund system (MacKay 1997). These were graded by the same
observer at commencement of treatment and at six weeks for both
sides of the nose. Change in polyp size was compared using the
Wilcoxon signed rank test. Data for the left side of the nose and right
side of the nose were presented and graded separately. There was a
significant reduction in size of polyps for those on active treatment
(right P=0.016, left P =0.004), whereas placebo had no effect (right
P =0.06, left P=0.5) The results show that the RR for a reduction in
size of polyp overall to be statistically significant in the treatment
group as compared to the placebo group, RR 2.74 (95% Cl 1.42 to
5.31) (Analysis 1.1).

4. Adverse events

a. Mild (not requiring significant treatment) e.g. limited epistaxis,
discomfort

Three participants suffered mild side effects and all completed the
trial. They were all within the active treatment group, and suffered
with bleeding and discomfort. No breakdown of the side effects
was provided. The results presented for mild adverse events were
not statistically significant, RR 8.27 (95% CI 0.48 to 143.35) (Analysis
1.2).

b. Moderate (requiring significant treatment or admission) e.g.
epistaxis, adrenal suppression

This outcome was not reported in the included trial.

c. Severe (life threatening) e.g. epistaxis, adrenal failure

This outcome was not reported in the included trial.

5. Respiratory function

a. FEV; % of predicted value
This outcome was not reported in the included trial.
b. FEV,/FVC ratio

This outcome was not reported in the included trial.

6. New CF pathogens recognised from culture of upper or lower
airway secretions

This outcome was not reported in the included trial.
DISCUSSION

The primary aim of this review was to evaluate the effectiveness of
topical nasal steroids in individuals with CF and nasal polyposis.

We identified one trial with a total of 46 participants which satisfied
our criteria for eligibility. Only 22 participants completed the trial
and were included in analysis.

The included trial did not report on the review's first primary
outcome (quality of life).The reported results did not show any
measurable difference between the groups in nasal symptoms
when examining either individual symptoms or overall symptom
scores. The betamethasone nasal drops were effective, however,
in reducing the size of the polyps in this group of patients, as
measured by a clinician blinded to the intervention. The trial
authors reported that there were only a few minor side effects and
no moderate or major side effects from the drops.

The study design was adequately blinded and randomised
with validated outcome measures examining symptomatic
improvement, polyp size and adverse events secondary to the
treatment.

The major concern with this trial is that over 50% of the initial
cohort did not complete the study. Attempts to establish reason
for losses to the trial were attempted but were poor. Reasons
given ranged from lack of symptoms prior to entering the trial
and distance to follow-up. The small number of participants and
significant drop out rate reduced the power of the calculations and
validity of the results considerably.

Reporting of results was also selective leading to a high risk of bias
with regards the subjective symptom scores. Raw data from the
symptom scores (individual and combined) were not included. We
are planning to contact the original investigators to seek missing
data to set up a meta-analysis.

Another perceived problem was the length of the trial, which was six
weeks. It is useful to have examined the impact of topical steroids
on short-term symptoms and polyp size; however, studies of longer
duration are required to more rigorously assess the relevance to
patients.
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Further work is required to assess the impact of topical steroids on
the quality of life of patients and the longer term consequences of
treating nasal polyposis.

AUTHORS' CONCLUSIONS

Implications for practice

Nasal polyposis is a significant problem affecting many people with
CF. As the outlook for this condition improves, this problem will
continue to affect increasing numbers of adults with CF. The results
of this review do not provide a clear evidence base to support
the use of topical steroids, but do not provide a strong argument
against their use, aside from a possible increase in the incidence of
mild adverse events.

Implications for research

This is a major clinical problem that adversely affects the quality
of life of many people with CF. There is an urgent need for a large
and well-designed clinical trial examining medical therapies for
CF nasal polyposis. Such a trial must be adequately powered to
show a difference in a meaningful primary outcome that has direct
impact on patients, such as quality of life. Other outcomes should
use validated measures to assess symptoms and polyp size. Given
the lack of evidence and uncertainty over the natural history, such
a trial should be placebo-controlled and over a duration that is
relevant to patients (at least six months). A pragmatic multi-centre
design is desirable to achieve adequate recruitment and ensure
sufficient trial completion and intention-to-treat analysis.
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CHARACTERISTICS OF STUDIES

Characteristics of included studies [ordered by study ID]

Hadfield 2000

Methods

Randomised, double blind, placebo-controlled. Parallel design.

Participants

46 adults (over 16 years old) with CF and nasal polyps, excluding those who were pregnant or breast
feeding, taking oral steroids, taking more than 1500 micrograms of inhaled steroid per day, had a se-
verely deviated nasal septum or had undergone a surgical nasal polypectomy within the preceding 6
months.

Interventions

Nasal drops in the form of either betamethasone sodium diphosphate nasal drops or passive placebo
drops containing an identical vehicle, prescribed as two drops to be used twice a day for 6 weeks, in a
head down and forwards position.

22 participants received the active form of the drug with only 10 completing the course.

24 participants were prescribed the placebo and 11 of this group completed.

Outcomes Primary outcome was polyp size.

Secondary outcomes were subjective symptom scores.

Notes

Risk of bias

Bias Authors' judgement Support for judgement

Random sequence genera-  Low risk Randomisation was conducted using random number tables by the study cen-

tion (selection bias) tre.

Allocation concealment Low risk Pharmacy controlled.

(selection bias)

Blinding (performance Low risk Nasal drops in the form of either betamethasone sodium diphosphate nasal

bias and detection bias) drops or passive placebo drops containing an identical vehicle produced by

All outcomes the pharmacy.

Incomplete outcome data  High risk The trial was analysed on an available case basis. No patients were excluded.

(attrition bias)

All outcomes Dropouts were reported but not included in analysis. Only 22 participants
completed the treatment of the 46 that commenced. This was rationalised by
comparing the completing and non-completing groups which were compara-
ble for both treatment and placebo groups. Non-completers were contacted
by telephone or letter but reasoning for study dropout was notably weak or
absent.

Selective reporting (re- High risk One of the secondary outcomes of subjective nasal symptoms by the visual

porting bias)

analogue staging system is not fully reported which was pre-specified mea-
surements. Analysis is reported but none of the raw results are stated.
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Hadfield 2000 (continued)

Other bias Low risk

None identified.

CF: cystic fibrosis

DATA AND ANALYSES

Comparison 1. Steroid drops versus placebo

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
1 Reduction in polyp size 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected
1.1 Up to 3 months 1 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
2 Mild adverse events 1 Risk Ratio (M-H, Fixed, 95% Cl) Totals not selected

2.1 Bleeding and discomfort 1

Risk Ratio (M-H, Fixed, 95% Cl)

0.0[0.0, 0.0]

Analysis 1.1. Comparison 1 Steroid drops versus placebo, Outcome 1 Reduction in polyp size.

Study or subgroup Steroid drops Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 Up to 3 months
Hadfield 2000 16/20 7/24 — 2.74[1.42,5.31]
Favours placebo  0.01 0.1 1 10 Favours steroid drops

Analysis 1.2. Comparison 1 Steroid drops versus placebo, Outcome 2 Mild adverse events.

Study or subgroup Steroid drops Placebo Risk Ratio Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 Bleeding and discomfort
Hadfield 2000 3/10 0/12 L — 8.27[0.48,143.35]
Favours steroid drops 0.005 0.1 1 10 Favours placebo

WHAT'S NEW

Date Event

Description

10 June 2015

New search has been performed

A search of the Cystic Fibrosis & Genetic Disorders Group's Cystic
Fibrosis Trials Register did not identify any references potentially
eligible for inclusion in this review.
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Date Event Description

The Plain Language Summary has been updated in line with new
guidance from the Cochrane Cystic Fibrosis & Genetic Disorders

Group.
10 June 2015 New citation required but conclusions As no new information has been added to this review, our con-
have not changed clusions remain the same.
HISTORY
Protocol first published: Issue 1,2010
Review first published: Issue 5,2011
Date Event Description
26 February 2013 New citation required but conclusions No new references were included in this review, therefore the
have not changed conclusions of the review remain the same.
26 February 2013 New search has been performed A search of the Cystic Fibrosis Trials Register did not identify any

new references potentially eligible for inclusion in this review.
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