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Abstract

This first RCT of hypertonic saline use in pediatric non-CF bronchiectasis patients uses a cross over design and demonstrates an

improvement in predicted FEV1 and FVC. Limitations include lack of blinding and risk of information bias, as well as reduced

precision due to absence of within subject comparisons.

Re: Effectiveness of hypertonic saline nebulization in airway clearance in children with non-
cystic fibrosis bronchiectasis: a randomized control trial

Rafiaa Valjia, BMSc, MD, Rahul Mehtab, BSc, MD, Anne Hicksb, MD, MSc, PhD

Affiliations : aUniversity of Manitoba, Winnipeg, Manitoba; bUniversity of Alberta, Edmonton, Alberta

Address correspondence to: Rafiaa Valji, Department of Pediatrics, Health Sciences Centre, CS516-820
Sherbrook Street, Winnipeg, MB, R3A 1R9, rvalji@hsc.mb.ca, 587-438-2043 (phone), 204-787-1944 (fax)

Short title : Re: RCT of 3% saline in pediatric non-CF bronchiectasis

Conflict of Interest Disclosures:

Dr. Valji does not have any conflicts of interest relevant to this article to disclose.

Dr. Mehta does not have any conflicts of interest relevant to this article to disclose.

Dr. Hicks is a site co-investigator for the Vertex-CF disease modifying drugs and AstraZeneca-RSV prophy-
laxis trials. She is a site primary investigator for the Sanofi-asthma biologics trial.

Funding/Support: No funding was secured for this study.

Keywords:

Bronchiectasis

Non-cystic fibrosis

Hypertonic saline

Abstract

1



P
os

te
d

on
31

J
an

20
24

—
T

h
e

co
p
y
ri

gh
t

h
ol

d
er

is
th

e
au

th
or

/f
u
n
d
er

.
A

ll
ri

gh
ts

re
se

rv
ed

.
N

o
re

u
se

w
it

h
ou

t
p

er
m

is
si

on
.

—
h
tt

p
s:

//
d
oi

.o
rg

/1
0.

22
54

1/
au

.1
70

66
75

52
.2

48
91

64
5/

v
1

—
T

h
is

is
a

p
re

p
ri

n
t

a
n
d

h
as

n
o
t

b
ee

n
p

ee
r-

re
v
ie

w
ed

.
D

a
ta

m
ay

b
e

p
re

li
m

in
a
ry

.

This first RCT of hypertonic saline use in pediatric non-CF bronchiectasis patients uses a cross over design
and demonstrates an improvement in predicted FEV1 and FVC. Limitations include lack of blinding and
risk of information bias, as well as reduced precision due to absence of within subject comparisons.

Dear Editor,

I congratulate the authors of “Effectiveness of hypertonic saline nebulization in airway clearance in chil-
dren with non-cystic fibrosis (non-CF) bronchiectasis: a randomized control trial” on performing the first
randomized control trial of its kind in the pediatric population. Through a crossover design, the authors
demonstrate that nebulized 3% saline significantly improved mean predicted forced expiratory volume in 1
second and predicted forced vital capacity.

Unfortunately, the absence of a placebo introduces significant bias to the authors’ intended comparison of
conventional airway clearance therapy (ACT) to conventional ACT with hypertonic saline. Isotonic saline
(+/- amiloride to mask taste) has been used as a placebo in cystic fibrosis studies with no significant
therapeutic effect1. Although a bronchiolitis and chronic obstructive pulmonary disease study suggest that
isotonic saline may not be benign, consideration of a placebo would still be reasonable in this context2,3.
With this non-blinded design in a population of patients who demonstrated adherence prior to participation,
knowledge of the intervention status may have influenced participant behaviour. Differential adherence to
conventional ACT would lead to information bias.

Furthermore, the 2010 British Thoracic Society bronchiectasis definition includes subjective elements: per-
ception of increased cough, sputum, and fatigue. Non-blinded participants and investigators were at risk for
differential misclassification of exacerbations.

The method of analysing the intervention and control arms for each phase of the study allows the two phases
to be easily compared by the reader but does not take advantage of the cross over design. Performing within
subject comparisons would have decreased variability within the data and enabled a more precise treatment
effect.

The European Respiratory Society regards non-CF bronchiectasis as “one of the most neglected diseases in
respiratory medicine”4. There is disproportionately even less research in children than adults. This article is
much appreciated, and will hopefully result in larger, potentially multisite studies that incorporate blinding
and are powered to enable stratification by bronchiectasis type.

References:

1. Wark P, McDonald VM. Nebulised hypertonic saline for cystic fibrosis Cochrane Cystic Fi-
brosis and Genetic Disorders Group, editor. Cochrane Database of Systematic Reviews. 2018
[accessed 2021 Jul 14];2018(9). https://onlinelibrary.wiley.com/doi/10.1002/14651858.CD001506.pub4.
doi:10.1002/14651858.CD001506.pub4

2. House SA, Gadomski AM, Ralston SL. Evaluating the Placebo Status of Nebulized Normal Saline
in Patients With Acute Viral Bronchiolitis: A Systematic Review and Meta-analysis. JAMA Pediatrics.
2020;174(3):250. doi:10.1001/jamapediatrics.2019.5195

3. Khan SY, O’Driscoll BR. Is nebulized saline a placebo in COPD? BMC Pulmonary Medicine. 2004;4(1):9.
doi:10.1186/1471-2466-4-9

4. Chalmers JD, Aliberti S, Polverino E, Vendrell M, Crichton M, Loebinger M, Dimakou K, Clifton I, van der
Eerden M, Rohde G, et al. The EMBARC European Bronchiectasis Registry: protocol for an international
observational study. ERJ Open Research. 2016;2(1):00081–02015. doi:10.1183/23120541.00081-2015

2


