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BACKGROUND AND 0BJECTIVE: The mainstay of treatment for acute bronchiolitis remains supportive
care. The objective of this study was to assess the efficacy and safety of nebulized hypertonic
saline (HS) in infants with acute bronchiolitis.

METHODS: Data sources included PubMed and the Virtual Health Library of the Latin American
and Caribbean Center on Health Sciences Information up to May 2015. Studies selected were
randomized or quasi-randomized controlled trials comparing nebulized HS with 0.9% saline
or standard treatment.

RresuLts: We included 24 trials involving 3209 patients, 1706 of whom received HS. Hospitalized
patients treated with nebulized HS had a significantly shorter length of stay compared with
those receiving 0.9% saline or standard care (15 trials involving 1956 patients; mean
difference [MD] —0.45 days, 95% confidence interval [CI] —0.82 to —0.08). The HS group also
had a significantly lower posttreatment clinical score in the first 3 days of admission (5 trials
involving 404 inpatients; day 1: MD —0.99, 95% CI —1.48 to —0.50; day 2: MD —1.45, 95% CI
—2.06 to —0.85; day 3: MD —1.44, 95% CI —1.78 to —1.11). Nebulized HS reduced the risk of
hospitalization by 20% compared with 0.9% saline among outpatients (7 trials involving 951
patients; risk ratio 0.80, 95% CI 0.67-0.96). No significant adverse events related to HS
inhalation were reported. The quality of evidence is moderate due to inconsistency in results
between trials and study limitations (risk of bias).

concrusions: Nebulized HS is a safe and potentially effective treatment of infants with acute
bronchiolitis.
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Acute bronchiolitis in infancy, mainly
caused by respiratory syncytial virus
(RSV), is the most common lower
respiratory infection and the leading
cause of hospitalization in children
younger than 2 years. In the United
States, acute bronchiolitis in infancy
is responsible for ~150 000
hospitalizations each year at an
estimated cost of $500 million.1.2
From 1992 to 2000, bronchiolitis
accounted for ~1 868 000 emergency
department (ED) visits for children
younger than 2 years.3 In the United
Kingdom, hospital admissions for
acute bronchiolitis increased from
21 330 in 2004 and 2005 to 33472 in
2010 and 2011.4

Globally, it has been estimated that,
in 2005, at least 33.8 million
episodes of RSV-associated acute
lower respiratory infections (ALRIs)
occurred in children younger than

5 years, with incidence in developing
countries more than twice that of
industrialized countries.> In the same
year, RSV-associated severe ALRIs
were responsible for ~3.4 million
hospitalizations and 66 000 to 199
000 deaths in young children
worldwide, with 99% of these
deaths occurring in developing
countries.

Despite its high incidence and
morbidity, there are few effective
therapies for acute bronchiolitis in
infancy, and the mainstay of
treatment remains supportive care.®’
Given the theoretical effects of
hypertonic saline (HS) in reducing
airway edema, unblocking mucus
plugging, and improving mucociliary
clearance, HS administered via
nebulizer has been proposed as

a potentially effective therapy for
acute bronchiolitis in infants.8 The
first randomized trial, published in
2002, showed a significant effect of
nebulized 3% saline solution in
improving symptom scores among 65
outpatients with acute bronchiolitis,
as compared with 0.9% normal saline
(NS).? Over the past decades,

a growing number of randomized
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trials have been undertaken to assess
the effects and safety of nebulized HS
in infants with acute
bronchiolitis.10-19 The Cochrane
review published in 2013 including
11 randomized trials shows that
nebulized 3% saline may significantly
reduce the length of stay (LOS) in
hospitalized infants with acute
bronchiolitis and improve the clinical
severity score (CSS) in both
outpatient and inpatient
populations.29 Since then, new trials
with conflicting results have been
published, and an updated synthesis
of the literature is needed.21 We
decided to conduct a new systematic
review of currently available
randomized trials to assess the
efficacy and safety of nebulized HS in
infants with acute bronchiolitis and to
explore possible reasons for
inconsistent results across trials. We
hypothesize that nebulized HS may be
less effective than previously claimed
for acute bronchiolitis and effect size
of HS may mainly depend on
diagnostic accuracy of bronchiolitis
and the treatment regimen.

METHODS

We followed the recommendations of
the Preferred Reporting Items for
Systematic Reviews and Meta-
Analyses statement for writing this
systematic review and meta-
analysis.22 The full review protocol is
available in the supplementary
material. We used different data
sources, search strategy, and
statistical techniques than that used
in the 2013 Cochrane review.20

Data Sources and Search Strategy

We searched PubMed and the Virtual
Health Library of the Latin American
and Caribbean Center on Health
Sciences Information (BIREME),
which contains Medline, CENTRAL,
LILACS, IBECS, and >20 other
databases (www.bireme.br). All
databases were searched from
inception until May 2015. The search
strategy on PubMed was as follows:
(bronchiolitis OR “acute wheezing”
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OR “respiratory syncytial virus” OR
RSV OR “parainfluenza virus”) AND
(“hypertonic saline” OR “saline
solution” OR 3% saline OR 5% saline
OR saline). We used the limits of
study type: clinical trial, randomized
controlled trial (RCT). The search
strategy on the Virtual Health Library
of BIREME was as follows:
bronchiolitis AND “hypertonic saline.”
There was no restriction on language
of publication. We also conducted

a search of the ClinicalTrials.gov trials
registry to identify completed but
unpublished trials. We checked
reference lists of all primary studies
and review articles for additional
relevant trials.

Study Selection

To be included in this review, studies
had to meet all of the following
criteria: (1) study design: RCTs or
quasi-RCTs; (2) participants: infants
up to 24 months of age with diagnosis
of acute bronchiolitis; we classified
participants into “inpatients” who
were admitted to the hospital and
“outpatients” who attended at an
ambulatory care unit or ED; (3)
interventions and comparisons:
nebulized HS (=3%) alone or mixed
with bronchodilator, compared with
nebulized NS alone or mixed with
same bronchodilator, or standard
treatment; (4) outcome measures:
primary outcomes included LOS in
hospital for inpatients defined as
time to actual discharge or time taken
to be ready for discharge, and
admission rate for outpatients, and
secondary outcomes included CSSs,
rate of readmission to hospital or
ED, oxygen saturation, respiratory
rate, heart rate, time for the
resolution of symptoms/signs,
duration of oxygen supplementation,
results of pulmonary function tests,
radiologic findings, and adverse
events (AEs). We excluded studies
that included patients who had had
recurrent wheezing or were
intubated and ventilated, and studies
that assessed pulmonary function
alone.
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Two review authors (RM and LZ)
independently assessed the titles and
abstracts of all citations identified by
the searches. We obtained the full
articles when they appeared to meet
the inclusion criteria or there were
insufficient data in the title and
abstract to make a clear decision for
their inclusion. The definitive
inclusion of trials was made after
reviewing the full-text articles. We
resolved any disagreements between
the 2 review authors about study
inclusion by discussion and
consensus.

Data Extraction and Management

One review author (LZ) extracted
study details from the included trials
by using a standardized data
extraction form. These were checked
by another review author (RM). We
resolved any disagreements by
discussion and consensus. We
extracted the following data: (1)
study characteristics: year of
publication, and country and setting
of study; (2) methods: study design,
methods of random sequence
generation, allocation concealment
and blinding, and description of
withdrawal; (3) participants: sample
size, age, gender, and inclusion and
exclusion criteria; (4) interventions
and controls: concentration and
volume of saline, type of nebulizer,
interval of administration, treatment
duration, and cointerventions; (5)
outcomes: primary and secondary
outcomes as described previously.
For continuous outcomes, we
extracted sample size, mean (median)
and precision of measurements (SD,
SE, 95% confidence interval [CI], or
interquartile range) of each treatment
arm. For dichotomous outcomes, we
extracted number of events and total
number of participants of each
treatment arm. We contacted the
principal investigators of 5
trials10.12,18,23,24 for methodological
details and additional trial data, of
whom 310.12.18 provided the
requested data. We used Engauge
digitizing software (digitizer.
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sourceforge.net) to extract the 25th
and 75th percentiles of LOS in
hospital from the figure of 1 paper.24
For 2 trials,2425 we estimated mean
and SD from median and interquartile
range of LOS in hospital by using the
method described by Wan et al.26
When the trial recruited multiple
groups, we combined them into HS
and NS groups.141517.24,27

Assessment of Risk of Bias

Two reviewers (RM and LZ)
independently assessed the risk of
bias in included trials by examining
the 6 key domains according to the
recommendations of the Cochrane
Collaboration.28 We graded each
potential source of bias as yes, no, or
unclear, relating to whether the
potential for bias was low, high, or
unknown. We resolved any
disagreements between the 2 review
authors by discussion and consensus.

Data Synthesis and Statistical
Analysis

We performed meta-analysis for
quantitative data synthesis whenever
there were available data from the
primary studies. For continuous
outcomes, we used weighted mean
difference (MD) between treatment

groups and 95% CI as the metrics of
effect size. Dichotomous data were
synthesized by using risk ratios (RR)
and 95% ClIs as the effect measures.
We used the random-effects model
for meta-analyses.

We assessed heterogeneity in results
between studies by using the
Cochrane Q test (P < .1 considered
significant) and the I? statistic. The I
statistic ranges from 0% to 100% and
measures the degree of inconsistency
across studies, with values of 25%,
50%, and 75% corresponding to low,
moderate, and high heterogeneity,
respectively.2?

We conducted a priori subgroup
analysis based on the treatment
regimen. We also conducted post hoc
subgroup analyses according to
diagnosis criteria for bronchiolitis
(presence of wheeze as essential
diagnostic criteria and availability of
virological testing) and risk of bias in
the trials. We performed post hoc
sensitivity analyses excluding open
trials, trials in which mean and SD
were estimated from median and
interquartile range, trials with high
risk of attrition bias (withdrawal rate
>20% or data obtained from a part of
study sample), and trials that did not

Records identified through
PUBMED and screened
(n=97)

Records identified through
BIREME and screened
(n=125)

Excluded on basis of titles ||
and abstracts (n = 75)

Excluded on basis of titles
and abstracts (n = 104)

(n=43)

Potentially relevant articles identified
through PUBMED and BIREME

I>| Duplicates (n = 17)

cligibility (n = 26)

Full text articles assessed for

Completed but unpublished
trials identified through

clinical trials registry (n = 3)

Articles excluded (n =5)

ls| - Inclusion of patients with
previous wheezing (n = 1)

- Inappropriate age group (n=1)

- Inappropriate comparators (n = 3)

24 trials included in the review
— 22 trials contributed data to the meta-analysis

FIGURE 1
Flow diagram of study selection.

Downloaded from by guest on November 30, 2016

689



‘91ed 1Jeay
‘91ed AJoledidsad CQyS :AuBpu02ag -
‘Y ¢/—8F JUBWSSasse [eoul|o
‘UoIezI|eNdsoy ‘ploJaIS0911d09

J0 asn ‘§SH Suem :Adewldd -

'SV ‘3 03 udnlad

‘lexdsoy 0} uolssiwpe :Adepuodag -
ulw 0z 10 °ovs

ur 9gueys ‘uilw 0z1—-0 SovY Adewtld -

'SV ‘JUBISSISSE
|ejuaded ‘uoissadadwi |eo1UID
ueloIsAyd ‘aled uoiezijeydsoy ¢geg
‘SUBIS |BYA :SBWO09IN0 AUBPUO0DAS -
‘uolleleyul uoye y | 38 SovY Adewid -
'$3v 70011 ‘9g4eyosipisod
swoldwAs Adojedidsad Jo uoizednp
‘93esn aJeoyyeay ‘uoljeziwopued
Wodj P 8Z UIYHM UOISSIWpPRY
‘93Jeyosip 01 awi} |enjoe :AJBpuo9ag -
“(IB Wood 38 Y 9 Jo}
%CB6= ¢0BS pue 9Meul [BNsn
0 %G/) 934eYOSIP U0} 3y ‘Auewildd -

'S3y ‘Ul 0gl
pue (9 ‘0¢ ‘0 18 a1ed eay

puB JIe Wo0J Ul %QyS :AJEpu02ag -
ulw ocl

‘09 ‘0¢ ‘0 16 §S0 Suem :Adewiud -

'Sy ‘03 01 1siARY Q3 U1 §01
U 2. PUE pZ 18 $S) SuBM Aepu0as -

U gy 18§89 Buep Auewiig -

(0g = u) BuIlES %E0 W y—
(08 = U) BUIfES %g TW y—
(0g = u) |owelng|es
1/ SW g1°0 + dulles %60 W y—

‘ulw oy ‘0z
‘0 18 UBAIS Su0IIN|oS auljeg

(0¢ = u) |oweinqjes
84/ 8w G1°0 + dulles %g W y— VN

(g = u) auldydauida o1wWadeY
%GC'¢ W G0 + aulles %60 1W §g—

(g = u) auldydauida o1wadeY
%G¢'C W G0 + dulles % W Gg—

‘Ui 1e UsAIg

SUOIIN|0S BuI|eS 9SOP dUQ (S¥/1%) %CT8

UIW 18 USAIG SUOIIN|0S
auljes Jo asop auQ

(1g = u) auljes %60 W y—
(1 = u) dulles %g W y— VN

(671 = u) a.ed pJepueig -
‘paAdIyoe

awooino Asewidd (44"
|13UN Yy 9 AJBAS UBAI GH = U) 9JBD PJUBPURIS + dUIIES %8 TW y—
(L& = u) aulles %670 TW y—

(9¢ = u) |oweing|es
8W G'g + aulles %60 TW y—

(9¢ = u)
joweingies w Gz + aulles %o —

(8¢ = u) auldydaulda
8w G| + aulles %60 TW y—

(Tle/BLl) %v8

ulw og pue (62 = u)
1B UBAIZ Su0IIN|0S auljeS auldydaulda Sw G| + aulles %g W y— VN
(96 = u) suldydaulda
8w G| + aulles %60 TW G—
(LG =u)
Jayeadayy aulaydauide 8w G| + aUIIBS %G TW G—
Yy ¢ AJaAa pue jusw||odua (8¢ = u)

uo uaaig suoinjos aulles aulaydaulds B G| + Bulles %g TW G—  (LLL/96) %198

‘8 pue y
usamiag SS9 Suep pue uoijeynosne
uo $9MorJO pue Suizeaym Aq
pPamo||04 1Y J4addn |edin Suipadaud
40 Auoisiy yum £ z> usup|iyy
‘7= 94098 |VQy [eljiul pue
%96—%G8 “0VS [BIHUL ‘LY [eJIA JO
swoldwAs pue 3uizeaym jo aposida
1SJY Se pauyap ‘siy|olyouodq Jo
SISOUZEIP UNM OU Z| 03 3M g UBJP|Iy)
‘G| pue
¥ UDOMIBQ 8400S [yay AQ padnsesaw
$SaJ1sIp AJojedidsad pue |1y
Jaddn Jo swoldwAs pue sugis yum
pale1o0sse uizaaym Jo aposido
1S4 Se pauysp ‘sIjjoIyouodq
40 8p0sIdd 1SUY YUM oW yg> UaJp|Iy)

'%C6> ©0eS UM

¢ guipaau ‘suolle}dadd peaddsapim

pue (UoISSa9aJ |BIS0OQNS

pue ‘eaudAyoe} ‘uolieyuladAy)

uo139NJ3sqo Aemdie Yim |1y [edIA

JuaJedde se pauyap SIH|0IYIUOU]
40 SISOUSEIP YNM OW Z|> UsJp|iy)

‘6 pue | usamiaqg SS9 Suem

pue uoIle}NOSNE UO S3|YIBJI JO

/pue ui1zaaym [eJale|Iq 40 80uasadd

pue |1y Jaddn jo swoidwAs

Ag pauyep ‘sijoiyouodq Jo aposide
18JY Ym oW g 01 XM 9 sjuejul

‘7= J0 S0 SUBM puB S3|30BUD
Jo/pue Buizeaym Ag pamoj|o}
|14 |ediA Jo A4o3siy |ewodpodd e
SB pauyap ‘SIH|oIyouoJq aJanas
0} 91BJ3POW YYM OW g|= SjuejU|

(@3) weneding  Aexuny ‘110z Xad|

(@3) waneding epeue) ¢, ‘600z [EMJD

(03) waneding SN 710z ULOl4

sajep pue pue(gu3

juaijedul 47102 PJeJang

(@3) eneding fasant ¢,°010¢ 1uy

(03) aneding Jeied y,'010¢ lesuy-y

$9UWI09INQ

uawiday juswiead| |0J1UO) PUB UOIJUSAJBIU] A1AISOd ASY

sjuediorided Jo lI8IIJY UoISN|oU|

uimes Aaqunog pue q| Apnig

S[elIL papnjou| Jo solsiJeloedeyd | 314Vl

ZHANG et al

Downloaded from by guest on November 30, 2016

690



‘Rep juswieady
yoes uo §g9 duepm AJepuodag -
984eyosIp
10 8w} pue Adlua Apnis uaamlaq
aWI} se pauyap SO7 Adewidd -

'$3y ‘9400S yded3oiped :Auepuooag -
‘SS9 duem ‘(uedisyd guipusne
g papiosp agJeyosip) S07 Adewidd -

'SV ‘SSO SuBM ‘S9ORID pue
1siow Adeuownd ‘ygnoo ‘Guizeaym
10 U0IIN|0SaJ JO} Bwi} ‘(ueloisAyd
guipuayie Ag papioap 934eyasip) 01
'S3Y ‘SSH Suem ‘S9yoedd pue
1stow Adeuownd ‘ygnoo ‘guizeaym
10 U0IIN|0SAJ JO} Bwi} ‘(ueloisAyd
guipuayie Ag papioap 934eyasip) SO1

's3y :AJepuogag -
RUETTIEENN
Jaye y g/ ‘8v ‘v $SO Suem ‘Auewld -
'3y :AJBpu0oag -
I1SJY awied
JaAaYoIym ‘ueioiskyd Suipusne
Aq pagdJeyosip Jo (Y ¢ JO} Jdie WOoOod
| %G6= °0BS PUB ¥ > 84098 |yQY)
1493140 98JeyOSIp pauyap-|0903odd
payoead Jayla JuBUI AU YoIym
1e awil pue Auue Apnis usamilaq
awil se pauyap SO7 Adewldd -
'$3V ‘S0T ‘Y §7 1 pagueyasip
sjualled papiwpe jo uoizdododd
‘9jed uoljezi|eydsoy :AJepuogag -
‘u013SodsIp 1e pue juswiead}
Jaye pue aJ0jaq SS9 Suep :Adewldd -

(¥G = u) auldydaulda
8w G| + dUlleS %B-0 TW ¢ -

U9 @s =u)
KJ49Aa UBAIZ suolIn|os auljes auldydauida Sw G| + UIIBS %¢ W ¢ -
(gZ = u) aulaydauids
8w G| + aulles %60 TW y—
"98.JeyosIp [1un y g (Lg=u)
KJ49Aa UaAIg suolIn|os auljes auldydaulda w G| + aul|es %¢ W y—
"93JeyosIp
j13un y g A4ana
Ag pamoj|o} ‘sasop g
Joj y ¥ AJana Ag pamoj|o}
‘y ¢ Auana uanIg sasop ¢

(901/18) %1¢8

(28/1Y) %.8

(G = U) BuIleS %60 W y—
(LG = u) BulleS %g TW y—

(e = u) Joweingjes
8W G'g + aulles %60 TW y—

(0g = u)
|oweingies W g'g + aulles %g¢ W y—
(Cy = u) dulles %60 TW g—
(0F = u) suljes %G W g—

(h1/28) %CeL

"93Jeyosip [nun y g

KJ9AD UBAIZ SUOIIN|OS BUlleS (£6/89) %669

‘P ¢ Joj Ajiep
30IM] UBAI3 SUOIIN|OS BulleS (¢y = u) dulles %g W g— N

(6 = u) auljes %60 W y—

‘98Jeyasip

j13un y g Auana

Ag pamoj|o} ‘sasop g

Joj y ¢ AJana Ag pamoj|o}

'y ¢ Auano uaaig sasop ¢ (Ly = u) auies %g W y—  (08/55) %889
(B = u) auldydaulds o1WvIRY
%G¢'¢ W G0 + dulles %60 W ¢—
(¢G = u) auldydaulda o1wWsdRY
%SC'C W G0 + duljes %/ W ¢—

“UlW () Je UBAIZ SUOIIN|0S

aulles JO asop auQ (89/1%) %209

'SSD duem

Aq paunsesw ssadisip Adoledidsad

JUBOYIUZIS pUB Jle WOod Ul

%Y6> ©OVS ‘ILY [ediA Jo suwiojdwiAs

|BOIUID pue Bulzaaym jo aposida

1SJY Se pauyap ‘si}o1youodq Jo
SISOUSBIP YUM OW g Jopun usJp|iy)

%G8=

¢0eg pue N,89< adnjedaduwial

‘SI}01YDUOJQ |BJIA JO UOIFRIUBSDUd
|B2IUID YUM OW gl= uaJp|lyg

juenedul ey g,'z10g BISRIN

|oeJs|
jusiedu 012002 8Jaq|apuep

'SSD duem

SUIPJ029. SI1I|0IYOUOI] BJIASS

01 91JOpOW Se pasougelp Suizeaym
10 9pOSIda 14U UM OW $Z>> UaUp|Iy)

juaneduj BUIYY ¢, ‘1 10Z OM
SS90 duepm Ag padnsesw

‘SIH|0IYOU0JQ [BJIA BlBJBPOW

0} pjiW UM sjuejul Suizaaym

uanedu BUIY) ¢,°0L0 OM

“(y= $$0 BueM) SII0IYIUOIQ (Iun adeo

40 9posIda 184y UM 0w gl—g UaJplly)  Adoje|nquiy) jusiieding BUIUD ¢o'710C N

‘y= 2409$ |¥QY Aq padnsesw se

$saJlsIp Auojedidsad Jueayiugis Jo

JIB WOOJ Ul %P6 J0 ¢0eS Jayue snid

‘U0I3E}NISNE 1S8YD UO $3|XIBUI U0

guizaaym |1y Jaddn [edin Suipadaud
40 A403SIy Yum ow L= uaJp|iy)

epeuey pue 1qeyq

1uanedu nay z,°200¢

oy

'%G8< “0eS pue y= §$9

guem ‘Suizaaym Jo aposids sy pue

1LY [BJIA SB pauyap S111|01youodq
UM ow 8| > 03 ¥M g Uadp|iyg

(@3) weneding VSN zo'710¢ Sqodep

$9WI09INQ

uswigey Juswiead| |0JJUO) PUB UOIJUBAJBIU] AHAISod ASY

sjuedioljued 40 Bl4a}J) uoIsnjou| guines Aaunoy pue q| Apnig

panuiuoy | 374vL

691

Downloaded from by guest on November 30, 2016

PEDIATRICS Volume 136, number 4, October 2015



'$3y ‘Buipasy-aqny
Jo ¢Q |ejuawa|ddns jo uoljednp
‘N9l 01 Jajsued) :ABPUODDS -
‘(spiny
SNOUSARJIUI JO 8UIP9d)-8QN] OU ‘C()
|ejuawa|ddns ou :el4alJ0 98JrYISIp
pauyap-|090304d) 8gJeyosip
03 UOISI09P |BOIUIO pUB SUOIIROIpaW
10 9S0p 1SJU 9y} UsIMIDQ awil
Se pauyap §Q7 :8Wo09IN0 Adewidd -

'$3y ‘94008 yded3oiped :Auepuoag -
‘SS9 duem ‘(uedisyd Juipusne
g papioap agdeyosip) sO7 Auewid -

'$3y ‘'SSH Suem :Adepuodag -

e >

SSH Suep 01 UOISSILIPE WOJ) Wi}
Se pauyap g7 :dW09IN0 AJBWII] -

'$3y ‘9400S ydedgoiped :Auepuooag -
'SS2

guem ‘91ed uoljezijendsoy Adewldd -
sV
‘JUBWIEaJ] U0 ppe JO Jaquinu ‘aled
1J4eay ‘Qes ‘aied AJojedidsad ‘9409$

IVQy ul Juswanoddwi Auepuodsg -
“(BUIZOBYM puB SUOI0RJIBU
INOYHM ‘Ulw/09> d1ed Auojedidsad

‘BlJBNJO 98JeyosIp) SO7 Adewldd -
'$9409S [BOIUI]D CQ

|eluawa|ddns 4O uolednp :AJBpU0dAS -
(> Sem 3409S A)JaASS
PUB Y ¥ 40} JIE W00 1B %GE= ©0°S
‘SUOIJOBJIAJ PUB ‘S3|Y0BUD ‘BUIZOBYM
0 Juasqe Jo |ewluiw ‘Ajolenbape
duipaay ¢Q |ejuswa|ddns
ou) 98JeyISIpP JO dwi} 03 Adjud

J0 BWI} WOJ) pale|ndled §07 :Adewldd -

"98JeyosIp [1un y g
KJ49Aa UBAIZ suoIIN|oS Bulles

"93.JBYISIP [1un Y 8
KJ49Aa UaAIg suoIIn|os aulles

“93JeUDSIp |1UN Y ¢
fJaAs UBNIZ suolINjoS BuIlRS

PGJolyg
£JaA3 UBAIS SUOIIN|OS BuIleS

"98J4eyosip [1un
y 9 Auana Ag pamoj|oy

(08 = U) |oweing|es
Sw g + aulles %E0 W y—

(8 = u)
[owenqes S 'z + ulles %9 W y—

(¥8 = u)

joweing|es §w Gz + aulles %g W y—
(0g = u) aulaydauids

8w G| + aulles %60 TW y—
(lg =u)

auldydauida Sw g'| + aulles %¢ W y—
(ggl = u) |oweing|es

8w G'g + aulles %60 TW y—

(gt = u)
[owenqes S g’z + aulles %g W y—

(ce =u)
aUI[EINGA) BUI G + BUIIES %B10 TW Z—

(g = u)
BUI[EINGA) B G + BUIIES %g W §—

(6 = u)
QUIRUBJPR W | + BUI[ES %60 TW y—

(g =

‘Y | AJBAS UBAIZ SBSOP ¢ U) BUI|eUSJPE TW | + BUI|eS %¢ TW f—

'934eYISIP |13uUN Y 8
KJ49A3 UBAIZ sSuoIIN|OS BulleS

(9¢ = u) aules %60 W y—

(9¢ = u) dules %g W y—

(L¥2/212) %88

(19/22) %08

VN

(69/25) %08

VN

‘eaudsAp pue ‘eaudiyoel

‘BUIZaaym YlMm |1y Jaddn se pauyap

SIHj0IYUO0Jg (8= SS) SuBM) BJonaS
0] 9]eJapow Yum ow yg—0 uadp|iyg

‘%G8=

¢oeg pue uonezijeydsoy 03 guipes)

SI}0IYOUOJ] |BJIA JO UOIFRIUBSDUd
[BOIUT]D UM oW g1= uadJpjiyy

11y Jaddn jo swodpodd yum

8uizoaym Jo aposids 3suy Se pauyap

SIH|01youoIq 8INJE (9—¢ S5 BueM)
dleJapowl Yim ow yg—| usJp|iyg

%96> ¢0ES pue silijolyauodq
91eJ9POW 0} PlIW 4O uoljeIussaud

[BOIUIID YUIM OW $Z= UaJp|iy)  AJojeinquuy) juaneding

‘guizaaym

J0 9p0sIds 1Sdy pue p /> Jona}

INOYHM JO YyHM ygnoo Jo AJoisiy

1J40YS SB pauyap SIN|0IYduodg
9INde UM ow gl—¢ uaJpjiyy

‘%G8=

¢0eg pue y= $SaJ1sIp Adoledidsad

10 BUlJ0DS [BOIUID JIOYD

AJojedidsad paseadoul ‘eaudAyoel

‘I1Y Jaddn yum paieloosse guizeaym

Se pauyap sIH(01yauodq Jo oposida
1844 YUM oW $g> 03 YM 9<C UaJp|iy)

spuejJdaylon

anedu] eyl y2'$10g uassiuna|

jusijedul [9eds| |,°900¢ el

jusnjedu]  eIpUl o5'Z10C BWJBYS
(3un aJeo

[9BJS| 00 1944BS

$9WI09INQ

uswigey Juswiead|

|0J1UOY PUB UOIUBAIBIU|

sjuedidided 10 B1J81IIY uoIsNn|ou|

juajedu]  eIpU| ,6'010g HPUEd
jusiiedul [edaN ¢o710Z UMD
gumeg faaunog pue q| Apnig

panuiuoy | 374vL

ZHANG et al

Downloaded from by guest on November 30, 2016

692



- LN B0 — 3] © o Q. %)
& NEE o8 s 2 5 v " 2 s YE 3.,
ZBS g8l FET o £558 w® ° T B o . LSz &l <3
X o2 9F o s -9 S o = LR D - 555 3% =
=% 8 -S58%¥ 285 E_ 5888 5F& % ERclRS 52 FE2CSEQE R
EES z 2g2:fEfw w5ESLo_°%. 8 = SE25>8fL2585248289%8 v 5§
S 9 = -~ = Q 1] 5 9 Q — QO .= = L = g —
o LW S = o =8 > o 2 Pecdzvy 2 ° E K s E SE& & s 5

o o < = E=2 L8250 508 =555 gT8n g = "~ a8 EET 0SS0 g S 20 _2qg >
S <o » 58S T EEEE8E S mew ST § 93, smTyE 2 5385508228
o 3 = = = b 2% g .latdanSO7 Q% Q@ SN O 8 = O S MWHLpt.lhOH.C.l a4
< 20 s CEamt >80Pl ot 2~T7 525 ] B, 828 .M E2"8 388028 ST ¢
e I ® sgs 88 og LB 2ISTEL o 2 Il - S TEE TS 5838 0 w8 o
Srmx = gOE“...ueu....l...ueS\JmS emom r..w.m ® mtwm.wncﬂBmm.mtn.mU;em|0.59,f
o zwE § 2822329353358 s5228 $q.g T EBgEE ERTELTSLBE8EESE 8
) o] — " =} A o 1)) Nall® > n - Q [} QL 2 n P o OO0 o, S~ o> <

S » o S ] & m SRR S = 5 o > & .o 2 P~ 0 - T 3 T @ O = ® O 5 = =
= 9 [ £ o > 5 ©wom ¥ S 41 8 3T © E 8O 5 E9q = = O 4 g =
g2 $ CEEEZSeMERevEoEfRE8T 8 EfEalECisifewigeffoZ5% e
s R o _ 59888588 EC°E0EEEs S5 % 5 S29F 2RI EpYeRTELRT IS 2
REFH , £E5 ER2EgEECeEE RS AN T RISy 5 PESUECST S PSSESESSEE S 2
I %) ) = ®m == O o 5 o . Q Q — o o] = a8 — 2 X v
N g N Y = 55 o o - 2 9 v O = =L = 1 Q UV . £ N = T O O © Qs =5 o

: &0 =2 ®E T E QOO E S =2ag S Q< 2= 9 o o S &+ T N o o & ® = I
S o 0 > Te w3 oo ST 2 Q5 3 o —~ o D = > QTS o T. D2 own D= ] B= > v g ©v o »n Qa

Do = 1) o' O S SN g g = o n L= —_— s = dSlrlTTb.llneprSphh O v =
Vv P == N D= 9 =0 o 5 5 O — a2 g g8 g eSS 2w S e © d ®© E 8 O c o ® & ae T T 95 G o

0 n O w =0 <o o O T o o = o wn T N =] =4 3] =0 O o= & ] g > a5 5 =
5 E 3O 2 So ES52ENGRBEST5E225EmR8R e ES ke cEs=22E82228838Ek¢E
‘uoljednies UadAxo ¢Qeg ‘uoljoajul Joed) Adojedidsad ‘1Y ‘9400g 98uBY) JUBWISSISSY AJoledidsay ‘Sovy ‘a|qeorjdde jou ‘YN ‘8)17 Jo AnjenQ) Ja|ppol juepu| 1001l

83y 0 (Gy = u) fep/3%/3w '%.6= uoljeJnjes

|ejuswa|ddns Jo uoljednp :Auepuooss -

'S07 ‘Adewid -
'$3V NJI 03 Jajsued}
‘D 0% UIYUM UOISSIWPEAJ :AUBPU0DaS -
'S07 Adewldd -
sV
M | UIyEm Q3 03 UsiAed ‘Ulw gl
Jaye ajed 93ueyISIP NI| 03 Jajsued}
‘Ulw 0zl ‘09 ‘0% 1B 9led Jeay
‘91ed Auojedidsad (tg :Alepuooag -

Ul 01 ‘09 ‘0¢ 18 SO Suem Alewldd -

's3y ‘Adedayl |eiuswa|ddns
Joj paau ‘94098 |yQyY :Adepuodag -
'S07 ‘938 UOISSIWPE :Adewldd -

'$37 (9> $S0 SueMm ‘9xelul
piny 81enbape ¢Q |eusws|ddns ou
‘BIJa}JO 934eyosIp) S07 “AJepu09ag -

“uiw
0zl Pue 09 ‘0¢ & SS9 SueMm :Auewlld -

"93JYdSIp 13U Y ¢
fJ4aAe UBAIZ SUOIIN|OS Buljeg

uiw og
‘0 1B UBAIS Su0iIn|os auljes
"98Jeyosip
jI3un y g Adana :sjuaijed
papiwpy 'sesop ¢
10 Wnwixew e 03 Ulw 0g
KJ49A3 UBAIZ suoIIN|oS BulleS

‘934BYISIP [UN Y ¥
KJ49A3 UBAIZ suoIIN|oS Bulles

GZ'0 |oJaingle + dulles %60 W ¢—
(L8 = u) Rep/3%
/8W GZ-0 [049INQ[E + AUI[ES %g TW ¢—

(46 = u) aules %60 W y—
(96 = U) dulles %g W y—

(0g = u) auldydaulda
8W G| + Bulles %0 W y—
(0g = u)
auldydauida Sw G| + dulleS %¢ W y—

(161 = u) 8ules %60 W y—
(L1g = u) auljes %g W y—
(9z = u) aules %60 W y—

(L8 =u)
auldydaulds Jw g + auljes %G W g—

(1¢ = u) durjes %G W y—

VN

VN

VN

(§21/¥8) %c-¢9

VN

Ua8AX0 pue g= 8409s A11JoA3S
UHM ‘SIH|0IYOUOdG JO Bposida
384y Joy pazijeHdsoy ow yg—| usdp|iy)

"$I311014OUOJQ JO SISOUSRIP B YylMm
[e}dsoy 03 papiwpe oW g |—0 UsJp|iy)

‘6 PUB | U9BMISQ §SI Buep pue
Suizeaym Jo aposids 184y se pauysp
SI[01YIUOI] YIM K g 01 M 9 UBJP|IY)

‘uosess
SINOIYIUOUG BULIND SII[0I4OUOG
40 9p0sIda 18Uy YPM OW $g> UBIPIIYY

‘0= 9J00S SUBM pUB [1Y 91N YUM
pajeloosse guizaaym Jo aposida
18JU SB pauyap ‘siiljo1youodq

JO SISOUSBIP YHM OW g| 0} | usJpliy)

euIIuUagY
uanedu ,¢'8788SC1L0LON
jusizedul VSN oz'8788710LON

(03) uoneding  |edoN g¢'1289.210LON

(@3) wsneding VSN g 7102 MM

Juanedu| siuny ,-y10g esull

$9WI09INQ

uswigey Juswiead|

|0J1UOY PUB UOIUBAIBIU|

Auninsod ASY

sjuedidided 10 B1J81IIY uoIsNn|ou|

gumeg faaunog pue q| Apnig

panuiuoy | 374vL

693

Downloaded from by guest on November 30, 2016

PEDIATRICS Volume 136, number 4, October 2015



from 56% to 88%. The
concentration of HS was defined

at 3% in all but 5 trials, in which
5%14.27.35 (n = 165), 6%2% (n = 83),
and 7%32 saline (n = 52) was

used. Treatment regimen of
nebulized HS varied across studies,
especially outpatient trials

(Table 1).

All trials were double-blind except 3
open trials,*3437 in which
performance bias and detection bias
might occur (Supplemental Table 5).
All trials but 117 were stated as
randomized; however, 11
trials9-12,15.16,18,25,30,35,37 did not
describe the methods for random
sequence generation and/or
allocation concealment. Attribution
bias might occur in 3 trials2532.37

because of high and unbalanced
withdrawal rate after randomization.

Efficacy of Nebulized HS in Inpatients
LOS in Hospital

Among 14 inpatient trials,
139-12,16,18,19,23-25,33,34,37 ysed LOS
as the primary outcome and 127used
LOS as the secondary outcome. One
ED trial3° involving 408 patients
provided the data of LOS among 145
hospitalized patients. We included
the data of these 145 inpatients in the
meta-analysis. The pooled results of
15 trials with a total of 1956
inpatients showed a statistically
significant shorter mean LOS among
infants treated with HS compared
with those treated with 0.9% saline
or standard care (MD of —0.45 days,

95% CI —0.82 to —0.08, P = .01)
(Fig 2). There was significant
heterogeneity in results between
studies (I* statistic = 82%). The
data were suitable for conducting
5 subgroup analyses (Table 2).
Nine trials410-12,16,18,19,24,30 jp
which virological investigation
was available showed significant
effects of HS on reducing LOS,
whereas 6 trials23.25.27.33,34.37 jp
which such testing was not
available did not show significant
benefits (P = .02 for subgroup
comparison). The effect size of
HS on LOS appeared to be greater
in trials10-12.16,18,25,30,37 with
unclear or high risk of selection bias,
compared with trials#19.23-2527.33
with low risk of selection bias.

HS Controls %
Study N1 Mean1 SD1 N2 Mean2 SD2 WMD (95% ClI) Weight
I
Mandelberg 2003 27 3 1.2 25 4 19 ——-0-—{— -1.00 (-1.87,-0.13) 6.07
1
Tal 2006 21 26 1.4 20 35 157 —0—:— -0.90 (-1.86, 0.06) 5.68
Kuzik 2007 47 286 1.9 49 35 29 —4—:— -0.90 (-1.88, 0.08) 5.59
I
Luo 2010 50 6 1.2 43 74 1.5 —_— : -1.40(-1.96,-0.84) 759
1
Luo 2011 57 438 1.2 55 64 1.4 -_— : -1.60 (-2.08,-1.12) 7.93
]
Miraglia 2012 52 49 1.3 54 56 1.6 —_— -0.70 (-1.25,-0.15) 7.61
I
Pandit 2013 51 3.92 172 49 408 1.9 —:'0'— -0.16 (-0.87, 0.55) 6.85
1
Sharma 2013 125 265 .98 123 2.66 .93 : T -0.01 (-0.25, 0.23) 8.85
]
Everard 2014 142 419 32 149 422 3.52 —r—-‘l-— -0.03 (-0.80, 0.74) 6.55
Ojha 2014 28 1.87 .96 31 1.82 1.18 -:—0— 0.05 (-0.50, 0.60) 7.64
I
Teunissen 2014 167 3.03 195 80 247 1.6 : —_— 0.56 (0.10, 1.02) 8.04
I
Tinsa 2014 68 3.54 183 26 448 3.81 —4—:—— -0.94 (-2.47, 0.59) 3.57
Wu 2014 61 3.16 211 84 392 524 —‘0—:—— -0.76 (-2.00, 0.48) 4.51
|
NCT01488448 93 22 148 97 207 1.33 : —— 0.13 (-0.27, 0.53) 8.29
I
NCT01238848 37 58 27 45 547 21 —:——0— 0.33 (-0.73, 1.39) 5.21
Overall (I-squared = 82.1%, p = 0.000) <> -0.45(-0.82,-0.08)  100.00
Test for overall effect Z =2.41 (p = 0.01) 1
1
NOTE: Weights are from random effects analysis !
|
0 5
Favours HS Favours Controls
FIGURE 2
Effects of nebulized HS on reduction of LOS among inpatients.
Downloaded from by guest on November 30, 2016
694 ZHANG et al


http://pediatrics.aappublications.org/lookup/suppl/doi:10.1542/peds.2015-1914/-/DCSupplemental

TABLE 2 Subgroup Analyses on LOS (Inpatients) and Admission Rate (Qutpatients)

Subgroups LOS, d Admission rate, %
Trial, n Patients, Effect Size: Subgroup Trial, n Patients, Effect Size: Subgroup
n MD (95% CI) Comparison,” n RR (95% CI) Comparison,?
P Value P Value
Virological investigation .02 .06
Available 9 1183 —0.74 (—1.32 to —0.16) 620 0.71 (0.58-0.88)
Not available 6 773 0.01 (—0.17-0.19) 331 1-04 (0.75-1.44)
Wheeze as diagnostic criteria 42 —
Yes 11 1427 —0.40 (—0.84-0.04) 478 0.92 (0.72-1.16)
No 1 291 —0.03 (—0.80-0.74) 0 —
HS mixed with .80 Al
bronchodilator®
Yes 9 1019 —0.42 (—0.89-0.05) 481 0.76 (0.55—-1.06)
No 7 937 —0.52 (—1.18-0.14) 470 0.85 (0.52-1.40)
Treatment regimen® 79 07
A 6 840 —0.52 (—1.14-0.09) 358 0.93 (0.73-1.20)
B 9 1116 —0.41 (—0.93-0.10) 593 0.67 (0.52-0.87)
Selection bias .31 13
Low 7 1151 —0.26 (—0.82-0.30) 209 0.91 (0.68-1.23)
Unclear/high 8 805 —0.65 (—1.14 to —0.15) 742 0.68 (0.52-0.87)
a Subgroup comparison using x? test (degrees of freedom = 1) with P < .1 considered as statistically significant.

b One trial had 2 interventions compared with NS: HS mixed with epinephrine and HS alone. We included 2 comparisons, splitting the number of NS group in half for each comparison.
¢ For inpatients: regimen A, every 4 h or 3 initial doses given every 1-2 h followed by every 4-6 h; regimen B, every 68 h. For outpatients: regimen A, 1 to 2 doses; regimen B, multiple

doses (=3).

However, the difference between
subgroups was not statistically
significant.

Four sensitivity analyses, excluding 2
trials2425 with estimated mean and
SD of LOS, 3 trials2533.37 with high
risk of attrition bias, 2 open trials,34
and 1 trial* that did not use 0.9%
saline as the control, did not
significantly affect the results of the
meta-analysis.

Improvement in CSSs

Eleven inpatient trials used
bronchiolitis severity scores as
outcome measure. Two trials12.34
used Respiratory Distress Assessment
Instrument (RDAI)38 scores based on
wheezing and retractions, but 112 did
not report the results and the other34
reported RDAI scores only on day 1 of
admission. One trial33 used a clinical
score based on respiratory rate,
wheezing, retractions, and oxygen
saturation. This trial did not find

a significant difference between HS
and NS groups in clinical scores
through day 1 to day 4 of admission.
All the remaining 8 trials used Wang’s
clinical scores,3? grading respiratory
rate, wheezing, retractions, and

Downloaded from by guest on November 30, 2016
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general condition from 0 to 3.
However, only 5 trials10,11,16,18,19
with a total of 404 patients provided
suitable data for the meta-analysis,
showing a significant effect of HS in
improving clinical scores on day 1
(MD of —0.99, 95% CI —1.48 to
—0.50, P < .0001, I? statistic = 67%),
day 2 (MD of —1.45,95% CI —2.06 to
—0.85, P < .0001, I? statistic = 79%),
and day 3 of admission (MD of —1.44,
95% CI —1.78 to —1.11, P < .0001, I?
statistic = 53%).

Other Efficacy Outcomes

Three trials2433.37 used duration of
in-hospital oxygen supplementation
as efficacy outcome. Other efficacy
outcomes used by at least 1 trial
included duration of tube feeding,
time for the resolution of respiratory
symptoms and signs, radiograph
scores, measurement of respiratory
rate, heart rate and oxygen
saturation, readmission within 28
days from randomization, and infant
and parental quality-of-life
questionnaire. Two trials18.19
reported a shorter duration of
respiratory symptoms and signs
(cough, wheezing, and crackles) in
patients treated with HS compared

with those receiving NS. None of the
trials showed significant effects of HS
on other previously mentioned
outcomes.

Efficacy of Nebulized HS in
Outpatients

Admission Rate

Seven outpatient trials with a total of
951 patients assessed the efficacy of
nebulized 3% saline on reducing the
risk of hospitalization. The pooled RR
was 0.80 (95% CI 0.67-0.96, P = .01)
(Fig 3). There was no significant
heterogeneity in results between
studies (I statistic = 2%). The data
were available for conducting 4
subgroup analyses (Table 2). The
effect size of HS on the risk of
hospitalization was significantly
greater in trials®13.30.32 in which
virological investigation was available
and in trials?17:30 in which multiple
doses (=3) of saline solutions were
administered, compared with
trials1517.31 in which virological
testing was not available and
trials13.1531.32 by using only 1 to 2
doses of saline solutions, respectively.
Four trials®1517.30 with unclear or
high risk of selection bias showed
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HS
Study Events1 N1
Sarrell 2002 2 33
Grewal 2009 8 23
Anil 2010 1 75
Ipek 2011 5 60
Florin 2014 22 31
Jacobs 2014 22 52
Wu 2014 61 211

Overall (I-squared = 2.4%, p = 0.407)

Test for overall effect Z=2.40 (p = 0.01)

NOTE: Weights are from random effects analysis

0.9% saline

Events2 N2
i
1
3 32 —"':-—
|
13 23 -
|
l
1 74 :
1
1
8 60 —'0':-—
1
20 31 —
1l
24 49 |
o
84 197 ———

%

RR (95% Cl) Weight
0.65 (0.12, 3.62) 113
0.62 (0.32, 1.20) 7.50
0.99 (0.06, 15.48) 0.44
0.63 (0.22, 1.80) 2.98
1.10 (0.78, 1.55) 2681
0.86 (0.56, 1.32) 17.79
0.68 (0.52, 0.89) 43.33
0.80 (0.67, 0.96) 100.00

FIGURE 3

Effects of nebulized HS on reducing the risk of hospitalization among outpatients.

significant effects of HS on reducing
the risk of hospitalization, whereas 3
trials1331.32 with low risk of selection
bias did not show significant benefits
of HS; however, the difference
between subgroups was not
statistically significant.

Improvement in CSSs

All 10 outpatient trials used
bronchiolitis severity scores as the
outcome measure. Variation in
scoring methods and time points of
assessment makes it inappropriate to
conduct meta-analyses. Thus, we
narratively summarized the main
results of 9 trials in terms of effects of
HS on improving clinical scores
(Table 3). These trials did not show
significant effects of nebulized HS in
improving clinical scores, except 3 of
the trials. One® showed significant

696

benefits of 3% saline compared with
NS on each of 3 treatment days, the
second4 showed consistent trend
favoring 5% saline compared with
3% and 0.9% saline solutions from 8
to 72 hours after randomization, and
the third34 showed the superiority of
both 5% and 3% saline solutions over
NS on each of 3 treatment days, but
no significant difference was found
between 5% and 3% saline groups.

Rate of Readmission to Hospital or ED

Five outpatient trials reported the
rate of readmission to hospital and/
or the ED 24 hours to 1 week after
discharge. The meta-analysis did not
show significant effects of HS in
reducing the risk of readmission to
hospital (4 trials13-15.31 with 428
patients, RR of 1.45, 95% CI
0.67-3.14, P = .34, I? statistic = 1%)

and to ED (5 trials13-15.3136 with 523
patients, RR of 0.78, 95% CI
0.46-1.32, P = .36, I statistic = 29%)).

Other Efficacy Outcomes

Oxygen saturation was used as an
efficacy outcome by 4 trials.13.15.17.31
Other efficacy outcomes used by at
least 1 trial included duration of
oxygen supplementation,
measurement of respiratory rate and
heart rate, radiograph scores, and
parental perception of improvement.
None of the trials showed beneficial
effects of HS on previously mentioned
outcomes.

Safety of Nebulized HS

Of 24 trials included in this review, 21
reported safety data among 2897

participants, 1557 of whom received
HS (3% saline: n = 1257; 5% saline:

Downloaded from by guest on November 30, 2016
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TABLE 3 Narrative Summary of the Main Findings of 10 Outpatient Trials in Terms of Effects of HS
on Improving Clinical Scores

nebulized 3% saline in reducing
LOS in infants hospitalized for acute

Trial Scoring Methods Main Findings bronchiolitis. The review also
Al-Ansari 201014 Wang score - Mean scores (SD) 24 h after randomization: 5% saline vs 0.9% shows that nebulized HS could
saline: 3.75 (1.27) vs 3.97 (1.40), P > .05; 3% saline vs 0.9% reduce the risk of hospitalization by
saline: 4.0 (0.98) vs 3.75 (1.27), P > .05. 20% compared with normal
- Mean scores (SD) 48 h after randomization: 5% saline vs 0.9% saline amone outpatients with
saline: 3.69 (1.09) vs 4.12 (1.11), P = .04; 3% saline vs 0.9% o & p
saline: 4.0 (1.22) vs 4.12 (1.11), P > 05. bronchiolitis.
- Consmterﬁ ttfend favoring 5% saline from 8 to 72 h after The results of this new review
randomization. fi d h thesis that
Anil 20101 Wang score There was no significant difference between 3% and 0-9% confirmed our hypothesis that -
saline groups in terms of clinical scores at 30, 60, and nebulized HS may be less effective
120 min of assessment. than previously claimed for infants
Florin 201431 RDAI score - Mean RDAI scores (35% CI) 1 h after saline administration: 3% with acute bronchiolitis. The effect
H 0, H . — —| = . . .
saline vs 0.9% saline: 6.6 (5.5-7.6) vs 5.1. (41 6..2)j P_v.05. size of nebulized HS on reducmg
- Mean RACS scores (95% CI) 1 h after saline administration: LOS in h italized . h
3% saline vs 09% saline: —1.5 (—3.1-0.2) vs —4.0 In hospitalized patients shown
(=53 t0 —2.7), P = 01. by the present review is only
Grewal 200913 RDAI score Mean RACS scores (95% Cl) from 0 to 120 min: 3% saline vs approximately one-third of that
0.9% saline: 4.39 (2.64—6.13) vs 5.13 (3.71-6.55), P > .05. shown by the 2013 Cochrane
Ipek 201117 Wang score There was no significant difference between 3% and 0.9% 50 L. . .
) . C . review,?? which included 6 inpatient
saline groups in terms of clinical scores at 60 min of . . . .
assessment. trials involving 500 patients (MD
Jacobs 201452 Wang score - Mean change in scores (SD) at ED disposition: 7% saline —1.15 days, 95% CI —1.49 to —0.82
vs 0.9% saline: 2.6 (1.9) vs 2.4 (2.3), P = .21. days)_ It is interesting to note that
- Mdgan ch:nge;‘; sotl).res (S%)Qoa/fterlﬁrstzng:u(l;z;)tmn 2mo E(? ) all 8 trials423-25.27,30,33,34 published
isposition: 7% saline vs 0.9% saline: 2. 7) vs 2.0 (1.9), . . .
p :p 08 0 0 in 2013 and thereafter, including 2
Li 201435 Wang score Median scores (interquartile range): 5%, 3% vs 0.9% saline. European multicenter studies®2*
—24 h after treatment: 6 (1), 6 (1) vs 7 (1); P < .05 with relatively large sample size, did
(5% vs 0.9%; 3% vs 0.9%). not find significant effects of
—4(f;0/h 5:tgr9;”fatment: 5 (1),5 (1) vs 6 (0.2), P < .05 nebulized HS on LOS among
(] R 0). . . . . -
—72 h after treatment: 3.5 (1), 4 (1) vs 7 (0), P < 0-05 inpatients with bronchiolitis. For
(5% vs 0.9%; 3% vs 0.9%). outpatients, this new review showed
Sarrell 20029 Wang score Mean scores differed significantly, in favor of 3% saline a 20% reduction on the risk of
compared with 0.9% saline, on each of the treatment days. hospitalization associated with
Wu 201430 RDAI score Mean scores (SD): 3% saline vs 0.9% saline: 5.32 (3.14) vs 4.88 . . .
.95 P> 05 nebulized HS in contrast with
NCT 0127682136 Wang score Mean change in scores (SD) after 2 sessions of nebulization: a 37% non-statistically significant

3% saline vs 0.9% saline: 3.52 (1.41) vs 2.26 (1.15)

n = 165; 6% saline: n = 83; 7%
saline: n = 52). Fourteen
trials9-11,14,15,18,23,25,27,31,32,34,36,37
did not find any significant AEs
among a total of 1548 participants,
of whom 828 received nebulized HS
(mixture with bronchodilators: n =
673, 81.3%; HS alone: n = 155,
18.7%). In the remaining 7
trials*12,13,19,24,30,35 jnyolving 1324
participants of whom 729 received
nebulized HS (mixture with
bronchodilators: n = 190, 26%; HS
alone: n = 539, 74%), at least 1 AE
was reported. Variation in reporting
and in outcomes precluded the
possibility of conducting meta-
analysis of safety data. We
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narratively summarized the safety
data of 7 trials (Table 4). Various
AEs were reported in both HS and
control groups. In most of cases, AEs
were mild and resolved
spontaneously. Only 1 inpatient trial*
involving 142 patients receiving 3%
saline alone without bronchodilator
reported 1 serious AE (bradycardia
and desaturation) possibly related to
HS inhalation but resolved the
following day.

DISCUSSION

This new systematic review and
meta-analysis shows a modest but
statistically significant benefit of
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reduction shown by the 2013
Cochrane review,20 which included
4 outpatient trials involving 380
participants (RR 0.63, 95% CI
0.37-1.07).

We conducted subgroup analyses to
explore potential effect modifiers and
sources of heterogeneity in the
results across studies. We found that
trials in which virological
investigation was available showed

a significantly greater effect size of
nebulized HS than trials without such
testing in both inpatients and
outpatients, measured by reduction of
LOS and risk of hospitalization. These
data suggest that diagnostic accuracy
of bronchiolitis may affect the
treatment outcomes with HS. The
number and frequency of saline

697



TABLE 4 Narrative Summary of AEs of Treatment Reported by 7 Trials

Trial HS (n) vs Controls (n)

Main Findings

Everard 20144 3% saline (n = 142) vs

standard care (n = 143)

Grewal 200913 3% saline + epinephrine
(n = 23) vs 0.9% saline +

epinephrine (n = 23)

Kuzik 200712 3% saline (n = 47) vs 0.9%

saline (n = 49)

Li 201435 5% saline (n = 40), 3% saline
(n = 42) vs 0.9% saline
(n =42

Luo 201119 3% saline (n = 57) vs 0.9%

saline (n = 55)

Teunissen 201424 3%, 6% saline + salbutamol
(n=167) vs 0.9% +

salbutamol (n = 80)

Wu 201430 3% saline (n = 211) vs 0.9%

saline (n = 197)

Six AEs were possibly related to saline
treatment, including 1 serious AE (SAE),
bradycardia and desaturation, which
resolved the following day.

The remaining 5 non-SAEs were bradycardia
(self-correcting), desaturation, coughing fit,
and increased respiratory rate (all of
which were resolved within 1 d), and a
chest infection that resolved after 6 d.

AEs were noted in 4 infants (vomiting, 3;
diarrhea, 1); all were enrolled in the HS
group. No additional bronchodilators were
given to any enrolled patient during the
study period.

No infants were withdrawn by the medical
staff due to AEs, although 5 infants were
withdrawn at parents’ request because of
perceived AEs, only 2 from the HS group,
of whom 1 presented with vigorous
crying and another with agitation.

No AEs were observed in the 3% and 0.9%
saline groups. Four patients from the 5%
saline group presented with paroxysmal
cough during saline inhalation.

No infants were withdrawn by the medical
staff because of AEs. Coughing and
wheezing never worsened during saline
inhalation, although & infants had hoarse
voices, only 2 from the HS group, and the
symptom disappeared after 3—4 d.

A substantial number of AEs (eg, cough,
bronchospasm, agitation, desaturation)
were noted in all treatment groups. Except
for cough, which occurred significantly
more in the HS groups (P = .03), no
differences were found between groups.
Withdrawals due to AEs did not differ
between groups (4.3%, 6.1% and 7.9%
in the 3%, 6% and 0.9% saline groups,
respectively, P = .59).

Three patients in the NS group and 4 in the

HS group withdrew owing to parent request.

0f these parent requests, 1 in the NS group
and 2 in the HS group were attributed to
worsening cough. For these 3 patients,
pretreatment and posttreatment vital signs
and RDAI score were the same or improved,
and no intervention or additional treatment
was necessary.

inhalations may also appear to
influence the effect size of HS. Trials
undertaken in an outpatient setting in
which multiple doses (=3) of saline
solutions were administrated showed
a significantly greater reduction on
the risk of hospitalization compared
with trials that used 1 to 2 doses of
saline solutions. However; for
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inpatients, no significant difference
was observed in reduction of LOS
between trials that used more
frequent saline inhalations (3 initial
doses given every 1-2 hours,
followed by every 4-6 hours) and
those in which saline solutions were
given every 6 to 8 hours. Another
factor that could possibly influence

the effect size of HS was risk of
selection bias. Trials with unclear or
high risk of selection bias showed
significant effects of HS on reducing
LOS and risk of hospitalization,
whereas trials with low risk of
selection bias did not show significant
benefits of HS on these outcomes.
This does cast some doubt on the
overall effect estimates of HS;
however, the difference between
subgroups was not statistically
significant. A tight seal between

the mask and the infant’s face is
crucial for an effective drug delivery
with nebulizer.#0 The performance
of the nebulizer may also affect
drug delivery.#! Thus, variability in
drug delivery could be considered
one of the potential sources of
heterogeneity across studies;
however, lack of data from primary
studies did not allow us to include
this important factor for subgroup
analyses.

Clinical score is generally considered
a relatively objective measure to
assess the severity of illness. Eleven
inpatient trials used bronchiolitis
severity scores as the efficacy
outcome, but only 5 trials that used
Wang’s clinical scores provided
suitable data for meta-analysis. The
pooled results of these 5 trials
showed a significant effect of HS in
improving clinical scores through day
1 to day 3 of admission. However,
the inability to include another 6
inpatient trials in the meta-analysis
may have affected the results of the
analysis. Seven of 10 outpatient trials
did not show significant effects of
nebulized HS in improving clinical
scores.

Potential adverse effects of
intervention with nebulized HS, such
as acute bronchospasm, remain

a potential concern. In this review,
there were 14 trials involving 828
patients receiving nebulized HS that
did not report any significant AEs. In
81.3% of these patients, saline
solutions were mixed with
bronchodilators. In contrast, there

ZHANG et al



were 7 trials involving 729 patients
treated with nebulized HS of which
74% received HS alone and reported
at least 1 AE. Most AEs were mild
and resolved spontaneously. These
results suggest that nebulized HS is
a safe treatment in infants with
bronchiolitis, especially when
administered in conjunction with

a bronchodilator.

This systematic review included
trials conducted in both high-income
and low-income countries and in
different settings (inpatient,
ambulatory care unit, and ED). Thus,
evidence derived from the review
may have a wide applicability.
However, the quality of evidence
could be graded only as moderate,
mainly due to inconsistency in the
results between studies and risk of
bias in some trials, according to

the Grading of Recommendations,
Assessment, Development and
Evaluations (GRADE) criteria.42
Moreover, all but 3 trials excluded
patients requiring mechanical
ventilation, intensive care, or having
an oxygen saturation reading <85%
on room air, so caution should be
taken when extrapolating the
findings of this review to infants
with more severe bronchiolitis. The
underlying airway pathologic
changes may vary between infants
with different severity of
bronchiolitis, so different responses
to treatments with HS may be
expected in more severe cases. The
results of meta-analysis for effects
of HS on clinical scores among
inpatients may be biased because
only 5 of 11 trials measuring this
outcome were included in the
analysis. The number of trials and
patients in outpatient settings is
limited, and 1 trial39 with

a relatively large sample size has
contributed 43% of weight to the
overall summary estimate of effects
of HS on reduction of risk of
hospitalization. All but 1 trial* used
NS as the comparison. The use of NS
allows the trial to be double-blind;
however, NS is not technically
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a placebo, as high-volume NS
inhalation could potentially have
physiologic effects by improving
airway mucociliary clearance, which
may have beneficial effects on acute
bronchiolitis.® Use of NS as the
control may tend to minimize the
effect size of HS.

In conclusion, this new systematic
review shows that nebulized HS is
associated with a mean reduction

of 0.45 days (~11 hours) in LOS
among infants admitted for acute
bronchiolitis and a mean reduction of
20% in the risk of hospitalization
among outpatients. This review

also suggests that nebulized HS is

a safe treatment in infants with
bronchiolitis, especially when
administered in conjunction with

a bronchodilator. Given the high
prevalence of bronchiolitis in infants
and huge burden on health care
systems throughout the world,
benefits of nebulized HS shown by
this review, even though smaller than
previously estimated, may still be
considered clinically relevant.
Moreover, good safety profile and low
cost make nebulized HS a potential
attractive therapeutic modality for
bronchiolitis in infants. However,
further large multicenter trials are
still warranted to confirm benefits of
nebulized HS in both inpatients and
outpatients with bronchiolitis, given
the limited number of available trials,
the small sample sizes of most
previous trials, and conflicting results
across studies. Further trials
should use the most widely accepted
clinical criteria and virological
investigation for diagnosis of
bronchiolitis. When LOS in hospital
and admission rate are used as

the primary efficacy outcomes,
well-defined admission and discharge
criteria should be used. Multiple
doses of saline inhalations should

be administered in outpatients;
however, the optimal treatment
regimen of nebulized HS for infants
with bronchiolitis remains to be
determined by further trials in both
inpatients and outpatients.
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ABBREVIATIONS

AEs: adverse events
ALRIs: acute lower respiratory
infections
BIREME: Latin American and
Caribbean Center on
Health Sciences
Information
CI: confidence interval
CSS: clinical severity score
ED: emergency department
GRADE: Grading of
Recommendations,
Assessment, Development
and Evaluations
HS: hypertonic saline
LOS: length of stay
MD: mean difference
NS: normal saline
RACS: respiratory assessment
change score
RCTs: randomized controlled trials
RDAI: respiratory distress
assessment instrument
RR: risk ratio
RSV: respiratory syncytial virus
RTI: respiratory tract infection
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BACON FROM THE SEA: Recently, a friend prepared lunch for me. He toasted some
bread and then layered tomatoes, lettuce, and some dried leaves he had briefly pan
fried. The sandwich was delicious, but what really surprised me was that the
sandwich tasted justlike a bacon, lettuce, and tomato sandwich - without any bacon.
When I asked him what gave the sandwich the bacon flavor, he responded with
a smile, “seaweed’.

As reported in Bon Appetit (Test Kitchen: July 30, 2015), the type of seaweed my
friend was referring to is called “dulse.” Dulse is an edible seaweed, much like nori
and kelp, which looks like leafy red lettuce and is packed with fiber, protein, and
minerals. It grows wild on the northern Atlantic and Pacific coasts, and is harvested
at low tide from early summer to early fall. Dulse is usually immediately dried and
sold either in whole leaf or powder form. Fresh dulse tastes a bit salty and has
mineral overtones suggestive of the ocean from which it came, while dried dulse can
take on a variety of flavors. However, when pan-fried, whole-leaf dulse becomes
smoky and savory, and tastes remarkably similar to bacon.

I like to cook with bacon, and will have to try pan-fried dulse in some of my tomato-
based dishes to see if I can get the same undertones without the fat of bacon.

Noted by WVR, MD
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ERRATUM

PEDIATRICS Volume 137, Number 4, April 2016

Zhang et al, Nebulized Hypertonic Saline for Acute Bronchiolitis: A Systematic
Review. Pediatrics. 2015;136(4):687-701; doi:10.1542/peds.2015-1914.

An error occurred in the article by Zhang et al, titled “Nebulized Hypertonic Saline
for Acute Bronchiolitis: A Systematic Review” published in the October 2015 issue
of Pediatrics (2015;136[4]1:687—701; doi:10.1542/peds.2015-1914).

On page 689, under Data Synthesis and Statistical Analysis, paragraph 3, on lines
14-15, “withdrawal rate >20%" should have read: “withdrawal rate >15% and
intention-to-treat analysis not used.”

The authors also note that they erroneously included 1 unpublished inpatient trial
(NCT01488448) that included patients with previous wheeze. Removal of this trial
from the meta-analysis changes the results of hypertonic saline on length of stay
from an MD of —0.45 days (95% confidence interval —0.82 to —0.08) to MD of —0.51
days (95% confidence interval —0.91 to —0.11). Exclusion of this trial from the
subgroup analyses does not significantly affect the results.

doi:10.1542/peds.2016-0017
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