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Why?

[0 To make child health evidence
easier to find, interpret and use

[1To “add value” to current
Cochrane reviews

[1To increase impact of Cochrane
evidence for children
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How?

[1Online journal
[1Published quarterly by Wiley

[1Editorial process coordinated
by Canadian and Dutch
editorial offices
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Two who make it really happen

Denise Thomson, Edmonton, Canada
Elvira van Dalen, Amsterdam, NL
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HOW? (cont..)

Each issue:

B 4-6 Cochrane reviews, reprinted in full
Expert commentary

Table of key findings

Summary

B Umbrella Review

B Tips and Tricks

B Editors’ Introduction
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In the latest issue of Evidence-Based Child Health: A Cochrane Review
Journal, an Umbrella Review looks into nephrotic syndrome. ...

In the 1950s, approximately two-thirds of children with nephrotic syndrome
died. Despite effective treatment with corticosteroids, nephrotic syndrome
still has a significant morbidity and mortality rate. The Umbrella Review
concludes that, although corticosteroids are very effective, there is a need
to search for alternative treatment options for children who relapse.

Other reviews in the second issue of Evidence-Based Child Health: A
Cochrane Review Journal include:

- Vaccines for preventing influenza in healthy children

- Antibiotics for acute pyelonephritis in children

- Interventions for promoting the initiation of breastfeeding

- Interventions to improve antibiotic prescribing practices in ambulatory care
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Cochrane review

Reprinted in full so that readers have
the original source to which they can
refer

B HTML and PDF version

Selected in an editorial process
B Relevance

B Quality

B Timeliness

B Fit
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Global Theme Issue
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Global Theme Issue on Poverty and Human Development Planned for October 2007

! Renew Online

act Us The Council of Science Editors is organizing a Global Theme Issue on Poverty and Human Development in October 2007,

Science journals throughout the world will simultaneously publish papers on this topic of worldwide interest - to raise
awareness, stimulate interest, and stimulate research into poverty and human development. This is an international
collaboration with journals from developed and developing countries,

Thus far, 33 journals have agreed to participate {see list below). The journals plan to publish new original research,
review articles, editorials, perspectives, news stories, and other types of articles on the subject of poverty and human
development with a common publication or release date of Monday, October 22, 2007,

Some journals will dedicate an entire issue to this subject, others will publish a few papers, and still others plan to publish
an editorial. Some journals with less frequent publication schedules plan to release these articles early online to coincide
with the common release date,

all science journals are invited to participate in the Global Theme Issue. Representatives of interested journals should
send an e-mail to the attention of Annette Flanagin at jeni.reiling@jama-archives.org. Please direct any questions or
requests for additional information to this e-mail address as well,
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‘of Science Editors

Journals Participating in the CSE Global Theme Issue on Poverty

and Human Development as of September 2006
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EBCH Summary

[1 Aimed at health professionals
and consumers who wish a quick
overview of the review’s content

[1 Written by a writer at the Child
Health Field

[1 Peer reviewed by EB member

L1 example
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EVIDENCE-BASED CHILD HEALTH: A COCHRAMNE REVIEW JOURMNAL

Evid-Based Child Health |: 767-768 (2006)

Published online In Wiley InterSclence (www.interscience.wiley.com). DOI: 10.1002/ebch.55

EBCH Summary

Summary of ‘Vitamin A for treating measles in children’

Andrea Milne*

Alberta Research Centre for Child Health Evidence, University of Alberta, Edmonton, Albertg, Canada

This is a summary of a Cochrane review, published in this issue of EBCH, first published as: Huiming Y,
Chaomin W, Meng M. Vitamin A for treating measles in children. Cochrane Database of Systematic Reviews
2005, Issue 4. Art. No.: CD001479. DOIL: 10.1002/14651858.CD001479 . pub3.

Further information for this Cochrane review is available in this 1ssue of EBCH in the accompanying Expert
Commentary and Characteristics and Key Findings Tables articles.

Is Vitamin A therapy beneficial in
preventing mortality, pneumonia and other
complications in children with measles?

To answer this question, researchers from the Acute
Respiratory Infections Group reviewed eight studies
including 2574 children, and commented on data from
a non-randomized 1932 (1) study of 600 children.

Children were under the age of 15 yvears and diagnosed
with mieaclae heal vitamiim A or 8 placebhs wae diven

despite a 96 per cent immunization rate in children
over 14 months of age.

In 1932, Ellison (1) was the first to document the
protective effect of vitamin A on measles mortality.
In 1987, a study by Barclay (2) drew attention to
the results of this earlier work by Ellison. It led
the World Health Organization (WHO) and United
MNations International Children's Fund (UNICEF) to
make a joint recommendation. They advised that a
sinele oral dose of vitamin A should be administered



EBCH Table of Key Findings

Presents key outcomes of the review
Decisions on relevant outcomes

Statement on inference

B Building on work done by the CCA&RM
Group, GRADE, etc.

example
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772 E. van Dalen, M. Offringa and L. Kremer

Table Il. Key findings based on selection of clinical relevant outcomes

Comparison 01. Vitamin A versus placebo

Outcome N Studies N Children Method Resulc Inference 12
Maortality 7 1974 Relative Risk 0.83 [051, 1.34] MNo evidence of 30.0%
(Random) 95% Cl effect
Developrnerit of 2 219 Relative Risk subtotals
pPrEUrnonia (Random) 25%
Duration of pneumonia 2 249 Weighted Mean —3.69 [—7.53, 0.1g] Unclear! 90.3%
(days) Difference {Randorn)
95% Cl

| substarttial heterogeneity (Higgins |FT, Green 5, editors, Cochrane Handbook for Systermnatic Reviews of Interventions 4.2.5 [updated May 2005]. In: The
Cochrane Library, issue 2, 2006, Chichester, UIK: John Wiley & Sons, Ltd.)

www. evidence-basedchildhealth.com



Challenge: What to translate?

Ll

‘Demographics’

B Nr of RCTs, patients, contrasts?

B Quality SR?

® Quality RCTs?

Contrasts, Outomes, and Subgroups

B Doses, routes, duration, delivered by whom?
B Clinical relevant, ELISAs, pain indexes?
B HQ-LQ trials?

‘Statistics’

m Patients ‘randomized’, or ‘analyzed’

B Pooling heterogeneous material?

B Non pooled results?

www. evidence-basedchildhealth.com



Expert commentary

[0 To provide context for the
application of the evidence
presented by the review

[l example
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EVIDENCE-BASED CHILD HEALTH: A COCHRANE REVIEW JOURNAL
Evid-Based Child Health 1: 769—770 (2006)
Published online in Wiley InterScience (www.Intersclence.wlley.com). DOI: 10.1002/ebch.58

Expert Commentary

Commentary on ‘Vitamin A for treating measles in
children’

Stanley Zlotkin®

Departments of Paediatrics (Primary), Nutritional Sciences and Public Health Sciences, and Research Fellow, Centre for Intemational Health, University
of Taronto, Taronto, Canada Program in Metabolim, Research Insitute, Director, Sprinkdes Global Health initiative, and Head, Division of
Gastroenterology, Hepatology and Mutrition, Hospitd! for Sice Children, Toronto, Canada

This is a commentary on a Cochrane review, published in this issue of EBCH, first published as: Huiming Y.

Chaomin W, Meng M. Vitamin A for treating measles in children. Cochrane Database of Systematic Reviews
2005, Issue 4. Art. No.: CD001479. DOL: 10.1002/14651858.CD001479.pub3.

Further information for this Cochrane review is available in this i1ssue of EBCH in the accompanying EBCH
Summary and Characteristics and Key Findings Tables articles.

While measles is now rare in many industrialized
countries, it remains a common illness in many
developing countries. More than 30 million people
are affected each year by measles. Not only is it a
common illness, but it remains a leading cause of
death among voung children, despite the availability

St f e ot By e T R ot ) B At e e R ER = =

the vitamin A supplemented group in children under
2 years of age. These results contrast quite clearly
to the two community-based studies of *not-so-sick’
patients (non-hospitalized), with a case-fatality rate <=6
per cent, where there was no difference in risk of mor-

tality between vitamin A supplementation and controls
i - - Y



dcain among young cnudren, despile ine avallablity
of a safe and effective vaccine for the past 40 vears.
Accordmg to World Health Organmization statistics,
an estimated 454,000 people, the majority of them
children, died from measles in 2004 (the last vear
for which figures are available). The key findings
in this review are thus very important in terms of
their support of current public health guidelines for
the treatment of measles. The key findings were
the reduced mortality in hospitalized young children
(under 2 years of age) who were given two doses
of vitamin A and in areas where the case fatality
was greater than 10 per cent. This finding supports
the latest WHO and UNICEF recommendation that
200,000 I of vitamin A be given twice to children
with measles who are over the age of one year and
live in populations where vitamin A deficiency may
be present (1).

The magnitude and precision of the treatment effect
was quite robust in the sickest and youngest patients
(2,3,4). For overall mortality, in the sickest patients
(hospitalized patients in a region where the case fatal-
ity rate was =10 per cent), the use of at least two
doses of vitamun A was associated with a statistically
significant 64 per cent reduction in risk of mortal-
ity (RE 0.36, CI 0.13-0.82). In the same at risk
population, there was an 83 per cent reduction in
risk of mortality (RR 0.17: 95% C.I. 0.03-0.61) in

*Correspondence to: Dr Stanley Zlotkin, Hospital for Sick Children,

Ly Detviochn VILAITI A SUPFEPHICITICIILALIUTL dlHd COTILTU S
(3. 6).

It is of relevance that all the six studies from the
developmg world which were included in the review
were from Africa (the seventh study was from Japan
and the eighth from England). Yet of those children
who died from the complications of measles in 2004,
slightly fewer than 50 per cent were from Africa (see
Table I) (7). Thus this reviewer is left wondering if
the results from this review, (which could almost be
renamed ‘Vitamin A for treating measles in African
children”) can be extrapolated to voung children of
non-African origin living in South Asia, South-east
Asia, etc.

The authors correctly point out that the review
included a relatively small number of studies and
sample sizes which made it difficult to stratify for
subgroup analysis. They also highlight that only two
studies (4.6) reported on the immunization status of

Table 1. Estimated measles deaths, with uncertainty
bounds*, by World Bank geographical region (2004)

Sub-Saharan Africa 216000 (216000273 000]
South Asia 202,000 [145000-264,000]
East Aza & Pacific 32,000 (21 000—47,000]
Middle East & North Africa 4000 [2000-5000]
Eurcpes & Central Asia = | 000 [-]

Latin America & Caribbean = | 000 [-]

High Income Courtries =00 -

TOTAL 454000 [329,000-5%6,000]

www. evidence-basedchildhealth.com



Umbrella Review

Prepared according to the format of
the Cochrane Umbrella Reviews
Working Group

Written on invitation

example
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EVIDENCE-BASED CHILD HEALTH: A COCHRANE REVIEW JOURNAL
Evid.-Based Child Health 1: 736742 (2006)

Published online in Wiley InterScience (www.interscience.wiley.com). DOI: 10.1002/ebch.66

Umbrella Review

The Cochrane Library and chronic cough in children: an
umbrella review

Liza Bialy,' * Frank |. Domino,? Anne B. Chang,® Denise Thomson* and Lorne Becker”

| Alberta Research Centre for Child Health Evidence, University of Alberta, Edmonton, Alberta, Canada

2 University of Massachusetts Medical School, Worcester, Massachusetts, USA

IDepartment of Respiratory Medicine, Royal Children’s Hospital, Herston, Queensiand Australia

4Cochrane Child Health Field, Department of Pediatrics, University of Alberta, Edmenton, Alberta, Canada

3Cochrane Umbrella Reviews Working Group and Department of Family Medicine, SUNY Upstate Medical University, Syracuse, New Yark, USA

Editors’ note: Umbrella reviews, compiling evidence secretions are minimal or non-existent and hence this
from multiple Cochrane reviews info one accessible type of cough is classified as “dry’ (4). The aetiol-
and usable document, will be a regular feature of this ogy of persistent non-specific cough is not known,

www. evidence-basedchildhealth.com
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the Jadad scale. One Emdv had a score of 2 and all oth-
ers a score of 3. All four studies adequately described
withdrawals from the trial with three blinding partic-
ipants and investigators. Allocation concealment was
clearly inadequate in two of studies. adequate in one,
and vnclear in the final study.

e e e e A T s

Results

Ten systematic reviews examining interventions for
chronic cough in children were located within The
Caochrane Library. Reviewers were unable to identify
any trials of anticholinergics, cromones, methylxan-
thines, or indoor air modification for children with
persistent cough that fulfilled their eligibility criteria.
Results from four non-randomized studies suggested
the possibility of an effect with methylxanthines. The
search for indoor air quality interventions yielded five
potential studies with none related to cough specific
outcomes. Two additional reviews (leukotrienes and
antithistamines) identified relevant studies. but were
unable to combine data for meta-analysis because
of study limitations, Only one study on the use of
leukotirienes in children was identified. Cough specific
data could not be extracted, and it was not possible
to separate the subset of children with non-specific
cough. Three studies were identified on the use of
antihistamines for prolonged non-specific cough in
children. Two larger studies found no significant dif-
ference between treatment and placebo arms but the
smaller study found a significant difference between

Copyright @ 2008 John Wiley & Sons, Led.

or substantially improved at follow-up using short
term antibiotic therapy versus placebo. These studies
included children under the age of 18 with prolonged
moist cough (=10 days). For the “intention to treat’
population, treatment with antibiotics reduced the pro-
portion of children with wet cough that were not cured
at follow-up i both studies (a wet cough is described
as producing sputum and phlegmy sound}. In an analy-
sis excluding children with proven Bordetella pertussis
infection did not significantly change the risk ratio.
This suggests that one of every three children treated
with antibiotics will be cured.

Ome review reporied the Chang 1998 study (21) as
finding no difference in the treatment success or failure
between beclomethasone and placebo. A side effect
rate of 2 per cent was reported in the erythromycin
croup of one study with amoxicillinfclavulanic acid
and placebo groups both reporting 12 per cent. Three
reviews identified studies reporting clinical failure
(antihistamines, gastro-oesophageal reflux treatment,
and leukotrienes) but were unable to combine data for
meta-analysis. Four additional reviews reporting the
same outcome (anticholinergics, cromones, methylx-
anthines, and indoor air modification) were unable to
identify studies satisfying the eligibility criteria.

Improvement in cough frequency (Table II}): One
study reported outcomes relating to 75 per cent or
more improvement in cough frequency. classed as a
substantial improvement, using very high dose inhaled
corticosteroids consisting of 2 mg of fluticasone pro-
pionate per day for 3 days (off-license dose that 1s 10
times the usual dose for most children with asthma).

Evid Based Child Heaith 1: 736742 (200&)
DOl 101002 ebch. 68




The Cechrane Library and chronle cough In chlldren: an umbrella review 739

Table I. Clinical failure: children net cured or substantially improved at follow-up

Cutcome Mumber of Average control Relative risk Grade of
COMPanson subjects (studies) group failure rate! of failure (95% CI)? evidence (28) General comments

Treatments for prolonged moist cough

Antibictics versus |40 {2} TlEH 046 [032 0e5] Moderate Erythrommycin ethiylsuccnate and
placebe (mtention to armewicillindclawalanic acd.
T.FEE‘L:I |:| E-:l
Included if prolongad moist cough
{= 10 days).
Artibictics versus 128 {2} A (3% [0Z5, 0.59] Mederate Sixteen patients withdrew or were
placebo (axchiding bost to follow-up
those with
B Partussis) { 1§)
Treatments for persistent non-specific cough
Antihistamines [ 14] 182 (3) — — Lovar Clinizal heteroganeity evident and

lirited data prevented combining for
meta-arahysis,
Farants reported goodivery good
efficacy was 2952 in the ketotifen
wersus 2850 in placebo arm
Leukotriznes {1 5) 256 (1) — — Lavar Asgthrna symptorns including cough
was usad as aiteria for nchsion, it is
likety that a number of childran
wiodld not have fulfilad review

critena
Gastro-cesophageal 198 (3} — — Lo Inzufficient data for infants and
reflux treatrment (| £) childrer.

Cine larger study described decraase

in parcertage of feads assoiated
with cough/magichoke epizodes in
infarits givan pre-thideerad milk

Methiylzanthiras (11} -— — — Lo Mo RCTs located that examinad the
efficacy of methylanthines. Four non
randomzed triak were dentified; all
reported a rapid responzs, mosthy
within Z-5 days

Cromenes {12) - — — — Mo elighle rials identified
Irdoar ar -— — — — Mo eligible trials identified
mdification {17)

Articholirergics (13} — — — — Mo elighle trals identified

! Bnerage control group rate: baseline risk of failure
2 Relative riske likelihood of failurs in the intemention group relative to those not receiving treatrrent or receiving placsbo
~ Data not available




Tips and Tricks

[1 Help readers interpret the
evidence, and use it correctly

[1 Written by EB members and lead
Cochrane ‘methodologist’
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EVIDEMCE-BASED CHILD HEALTH: A COCHRAMNE REVIEVW JOURMAL
Evid.-Based Child Health 1: 932—935 (2006&)
Published enline in Wiley InterScience {www.intersciencewiley.com). DOI: 1 0.1002/ebeh.64

Tips and Tricks

Tips and tricks for understanding and using SR
results — no. 3: meta-analysis and heterogeneity

' . . - 1 ¢ 3
Leortien C. M. Kremer,'* Elvira C. van Dalen? and Ben Vandermeer?
! Dapanment of Poadiatrics, Emma Children's Hospitalidcodemic Medical Center, Univarsity of Amstardam, the Metheriands
E‘DQ_E{I rmient ¢f Foadigtic Oncofogy, Emmo Chitdren's Hogpital/Academic Medical Canter, Uiniversity of Amsterdam, the MNethertands
* Daparment of Foadiatrics, Alberta Resaorch Centre for Chifd Health Evidence (ARCHE), University of Athart, Canoda

This third article for “Tips and tricks for understanding and using SR results™ in Evidence-Based Child Health is,
like the previous articles, aimed at helping to understand the results of systematic reviews and to use the results
in clinical practice. This time, we focus on the concepls of meta-analysis and heterogeneity. The information
in this article is based on earlier papers, the Cochrane Handbook. and the collective experience of the authors

in teaching evidence-based medicine (1-35).

Understanding SR results

Meta-analysis

A meta-analysis can be one of the components of
a systematic review. In a meta-analysis the results
of several individual studies are combined. A meta-
analysis can only be performed if the study design,
participants, interventions, and outcomes in the indi-
vidual studies are similar. The overall effect estimate
will be calculated as a weighted average of the treat-
ment effects estimated in the individual studies. The
weighted average is based on the treatment effect and
the standard error of the results: larger andfor more

precise studies have more influence than the smaller
anes Bv combinine the reenlis of epveral individiial

overall effect estimate (and corresponding confidence
interval) calculated by the fixed and random effects
models will be seen only if studies are markedly
heterogeneous.

What is heterogeneity?

Inevitably, studies brought together in systemaltic
reviews will differ. Variability among the individ-
ual studies is called heterogeneity. There are differ-
ent types of heterogeneity (1): clinical heterogeneity
may be caused by variability in the participants, inter-
ventions and outcomes studied. and methodological
heterogeneity may be caused by variability in study
design and quality.

A consequence of climcal andfor methodoloeical




Editors’ Introduction

[1 Highlighting new developments
B in Child Health
B in Evidence Based Practice
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EVIDENCE-BASED CHILD HEALTH: A COCHRAMNE REVIEW |OURMAL

Evid.-Based Child Health 1: 734-735 (2008)

Published enling in Wiley InterScience (wwwiintersciencewiley.com). DOL: 10.1002/ebeh. 4%

Editorial

Editors’ introduction and letter to the editors

Martin Offringa'* and Teny Klasser?!

_IlDeDCI mmient of Faeediatrics, Emma Children's Raspitaiidcodemic Medica! Center, Uinfvarsity of Amstardam, The Metharonds
=Depanment of Pedotics, Uinkersity of Albena, Stofery Childran's Hospita!, Edmonton, Canada

Retirement of experts or a clarification of
their role?

In 1982, Dr David Sackett wrote a paper in which he
called for the compulsory retirement of experis in the
health sciences (1). He based his recommendation on
two types of harm such experts could cause. One is that
their observations may be afforded a weight or prestige
disproportionate to the scientific evidence. Second,
experts may be greatly tempted to accept or reject
new evidence, not on the basis of its scientific merit.
but rather according to the extent to which it agrees
with their prior beliefs or own body of research. thus
demonsirating a bias to new ideas. In 2000 Sackeit
noted that there were *. .. still far more experts around
than is healthy for the advancement of science’ (2).

Oxman and colleagues, tongue in cheek, developed
‘A field guide to experts’ (3). Several statements they
used to describe experts were “An expert is a man who
has stopped thinking — he knows!". Or “"An expert is
somebody who is more than 50 miles from home, has
no responsibility for implementing the advice he gives.
and shows slides’. Another was “An expert is a man
who has made all the mistakes which can be made in
a verv narrow field”.

clinicians acquire through clinical experience and
clinical practice’ (7). And so. evidence-based medicine
does include clinical experience.

Recently, the Canadian Health Services Research
Foundation issued a report eatitled ‘Concepmalizing
and Combining Evidence for Health System Guid-
ance’. This 15 a systematic review examining how the
concept of evidence is treated by those who produce
scientific evidence. by those who formulate guidance
and by those who make decisions (8). One view of
evidence is that it is a context-free universal truth;
the report authors suggesied this view is particularly
prevalent in evidence-based medicine circles. Others,
however. recognize that evidence has little meaning
or importance for decision making unless it is adapted
to the particulars of the circumstances in which it is
being applied. With this approach, scientific evidence
on effectivensss is combined with scientific evidence
of context.

We believe the role of experts is to provide context
for the application of the evidence generated by the
systematic reviews that we select for each issue of
EBCH. Now, as always. it i1s reader beware. We
have attempied to keep close waich on the nature
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The birth of a new journal

A number of challenges
B Organizational
B Editorial
B Content-related
B Relational
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Organizational challenges

(] Two-site model: Canada & The
Netherlands

[1 Allocation of responsibilities

1 Tight time frame for the first
year
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Editorial challenges

[1Creating an editorial board
COJWhat is the role of an editor?
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Content challenges

Expert commentaries
B Guidelines for experts
B Role of experts in a EB journal?

Umbrella reviews and summaries
B Evolving format
B Implement and test Cochrane developments

Tables of key findings
B Pooling of heterogenous data
B Selecting relevant outcomes
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Processes - Commentary

[1'Experts’ are invited to write
commentaries based on
clinical expertise and
experience in evidence-
based medicine
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Processes — author/CRG

1 The lead author of each review,
along with the CRG, are offered
the opportunity to review and
comment on the summary,
tables and commentary prior
to publication

[1 Review authors’ responses will
be published in EBCH, if desired
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Processes — umbrella reviews

CdUmbrella reviews are peer
reviewed prior to publication by
EB members and by external
reviewers
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Relational challenges

Review authors
B Duplicate publication?
B Can authors veto inclusion of their review?

Cochrane Review Groups
B Extra work - for what reward?
B Conflict with module submission deadlines

[he Cochrane Collaboration
B Who owns Cochrane reviews?
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Resolving these issues always
comes down to...

[1 The purpose of the journal -
making child health evidence
easier to find, interpret and use

[1 Make Cochrane reviews
accessible and comprehensible
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Central question

1 What value does EBCH add to
CLIB?

B Builds on work of the Collaboration
by making child health evidence
easier to find, interpret and use

B Translational steps involved

[1 We will ask our readership
B Is this the helpful format?
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For more information

[1Child Health Field meeting

[1Wednesday October 25,
12:30-13:15 (tomorrow)
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