View metadata, citation and similar papers at core.ac.uk brought to you by fCORE

provided by The Research Repository @ WVU (West Virginia University)

WestVirginiaUniversity
THE RESEARCH REPOSITORY @ WVU

Faculty Scholarship

2014

Effects of exercise on BMI z-score in overweight
and obese children and adolescents: a systematic
review with meta-analysis

George A Kelley

Kristi S Kelley

Russell R Pate

Follow this and additional works at: https://researchrepository.wvu.edu/faculty publications

Digital Commons Citation

Kelley, George A; Kelley, Kristi S; and Pate, Russell R, "Effects of exercise on BMI z-score in overweight and obese children and
adolescents: a systematic review with meta-analysis" (2014). Faculty Scholarship. 142.
https://researchrepository.wvu.edu/faculty publications/142

This Article is brought to you for free and open access by The Research Repository @ WVU. It has been accepted for inclusion in Faculty Scholarship

by an authorized administrator of The Research Repository @ WVU. For more information, please contact ian.harmon@mail. wvu.edu.


https://core.ac.uk/display/230392451?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1
https://researchrepository.wvu.edu?utm_source=researchrepository.wvu.edu%2Ffaculty_publications%2F142&utm_medium=PDF&utm_campaign=PDFCoverPages
https://researchrepository.wvu.edu?utm_source=researchrepository.wvu.edu%2Ffaculty_publications%2F142&utm_medium=PDF&utm_campaign=PDFCoverPages
https://researchrepository.wvu.edu/faculty_publications?utm_source=researchrepository.wvu.edu%2Ffaculty_publications%2F142&utm_medium=PDF&utm_campaign=PDFCoverPages
https://researchrepository.wvu.edu/faculty_publications?utm_source=researchrepository.wvu.edu%2Ffaculty_publications%2F142&utm_medium=PDF&utm_campaign=PDFCoverPages
https://researchrepository.wvu.edu/faculty_publications/142?utm_source=researchrepository.wvu.edu%2Ffaculty_publications%2F142&utm_medium=PDF&utm_campaign=PDFCoverPages
mailto:ian.harmon@mail.wvu.edu

Kelley et al. BMC Pediatrics 2014, 14:225

http://www.biomedcentral.com/1471-2431/14/225 BMC

Pediatrics

RESEARCH ARTICLE Open Access

Effects of exercise on BMI z-score in overweight
and obese children and adolescents: a systematic
review with meta-analysis

George A Kelley", Kristi S Kelley' and Russell R Pate?

Abstract

Background: Overweight and obesity are major public health problems in children and adolescents. The purpose
of this study was to conduct a systematic review with meta-analysis to determine the effects of exercise
(aerobic, strength or both) on body mass index (BMI) z-score in overweight and obese children and adolescents.

Methods: Studies were included if they were randomized controlled exercise intervention trials = 4 weeks in
overweight and obese children and adolescents 2 to 18 years of age, published in any language between
1990-2012 and in which data were available for BMI z-score. Studies were retrieved by searching eleven electronic
databases, cross-referencing and expert review. Two authors (GAK, KSK) selected and abstracted data. Bias was
assessed using the Cochrane Risk of Bias Assessment Instrument. Exercise minus control group changes were
calculated from each study and weighted by the inverse of the variance. All results were pooled using a
random-effects model with non-overlapping 95% confidence intervals (Cl) considered statistically significant.
Heterogeneity was assessed using Q and ¥ while funnel plots and Egger’s regression test were used to assess for
small-study effects. Influence and cumulative meta-analysis were performed as well as moderator and
meta-regression analyses.

Results: Of the 4,999 citations reviewed, 835 children and adolescents (456 exercise, 379 control) from 10 studies
representing 21 groups (11 exercise, 10 control) were included. On average, exercise took place 4 x week for 43
minutes per session over 16 weeks. Overall, a statistically significant reduction equivalent to 3% was found for BMI
z-score (X,—0.06,95% Cl,-0.09 to -0.03;Q = 24.9,p = 0.01;/> = 59.8%). No small-study effects were observed
and results remained statistically significant when each study was deleted from the model once. Based on cumulative
meta-analysis, results have been statistically significant since 2009. None of the moderator or meta-regression analyses
were statistically significant. The number-needed-to treat was 107 with an estimated 116,822 obese US children

and adolescents and approximately 1 million overweight and obese children and adolescents worldwide potentially
improving their BMI z-score by participating in exercise.

Conclusions: Exercise improves BMI z-score in overweight and obese children and adolescents and should be
recommended in this population group. However, a need exists for additional studies on this topic.

Keywords: Exercise, Physical activity, Overweight, Obesity, Adiposity, Body composition, Body mass index, Children,
Adolescents, Meta-analysis, Systematic review
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Background

It has been suggested that exercise is a promising interven-
tion in overweight and obese children and adolescents [1].
Potential benefits include, but are not limited to, improve-
ments in (1) cardiovascular fitness, (2) muscular strength
and (3) vascular function [1]. In addition, exercise may
reduce body fat and increase lean body mass [1], thereby
reducing the risk of overweight and obesity in adulthood
[2] and the subsequent premature morbidity and mor-
tality associated with such [3].

Body mass index (BMI) is the most common method
used to assess overweight and obesity in children and
adolescents. Previous systematic reviews, with or with-
out meta-analysis, have generally focused on multiple
lifestyle interventions, for example, diet and exercise, in
the prevention and treatment of overweight and obesity
in children and adolescents [4-29]. Consequently, the in-
dependent effects of an intervention such as exercise on
BMI measures cannot be elucidated. From the investiga-
tive team’s perspective, this is important to know when
attempting to develop effective interventions for treating
overweight and obese children and adolescents. For the
five systematic reviews with meta-analyses that have in-
cluded a focus on exercise [4,12,19,28,29], four of five
(80%) reported a non-significant change in BMI among
male and female children and adolescents [4,12,19,28].
However, all five suffer from one or more of the following
potential limitations: (1) inclusion of a small number of
studies with exercise as the only intervention [4,12,19], (2)
inclusion of non-randomized trials [12,29], and (3) inclu-
sion of children and adolescents who were not overweight
or obese [12,28,29]. Furthermore, using the Assessment of
Multiple Systematic Reviews (AMSTAR) instrument for
assessing the methodological quality of systematic reviews
[30], the overall quality score (0% to 100% with higher
scores representing better quality) was only 45% [29], 55%
[4,28], 64% [19] and 82% [12] for these five meta-analyses.
Finally, none of the reviews included BMI z-score
[4,12,19,28,29], an outcome that has been suggested to
be more valid than other BMI measures in children and
adolescents [31]. It is critically important to develop a
better understanding of the overall magnitude of effect,
as well as potential factors associated with, exercise-
induced changes on BMI in overweight and obese children
and adolescents. Given the former, the primary purpose of
this study was to use the meta-analytic approach to exam-
ine the effects of exercise on BMI z-score in overweight
and obese children and adolescents. A secondary purpose
was to examine other selected variables that have been
shown to be associated with cardiovascular as well as
all-cause mortality; body weight, BMI in kg m? BMI
percentile, body fat (absolute and percent), fat-free
mass, waist circumference, waist-to-hip ratio, resting
systolic and diastolic blood pressure, total cholesterol
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(TC), high-density lipoprotein cholesterol (HDL-C), ratio of
total cholesterol to high-density lipoprotein cholesterol
(TC:HDL-C), low-density lipoprotein cholesterol (LDL-C),
triglycerides (TG), non-high density lipoprotein cholesterol
(non-HDL-C), fasting glucose, fasting insulin, glycosylated
hemoglobin, physical activity levels, maximum oxygen con-
sumption (mlkg 'min~"), muscular strength, energy intake
and energy expenditure [32].

Methods

This study was conducted and reported according to the
general guidelines recommended by the Primary Reporting
Items for Systematic Reviews and Meta-analyses (PRISMA)
Statement [33]. A PRISMA checklist indicating where these
items are reported in the original Word document can be
found in Additional file 1.

Study eligibility criteria

The a priori inclusion criteria for this meta-analysis
were as follows: (1) randomized controlled trials with
the unit of assignment at the participant level, (2) com-
parative control group (non-intervention, attention con-
trol, usual care, placebo), (3) exercise-only intervention
group (no diet intervention) lasting > 4 weeks, (4) over-
weight and obese children and adolescents 2 to 18 years
of age, (5) studies published in full in any language and
source (journal articles, dissertations, etc.) between January
1, 1990 and December 31, 2012, (6) data available for
BMI z-score or data to calculate BMI-z-score. Studies
were limited to randomized trials because it is the only
way to control for confounders that are not known or
measured as well as the observation that nonrando-
mized controlled trials tend to overestimate the effects
of healthcare interventions [34,35]. Four weeks was
chosen as the lower cut point for intervention length
based on previous research demonstrating improve-
ments in adiposity over this period of time in 11-year
old girls [36]. Participants were limited to overweight
and obese children and adolescents, as defined by the
original study authors, because it has been shown that
this population is at an increased risk for premature
morbidity and mortality throughout their lifetime [37].
The year 1990 was chosen as the start point for search-
ing in order to increase the chances of receiving data
from investigators. The review protocol for this study is
available from the corresponding author upon request.

Data sources

Studies up to December 31, 2012 were retrieved using
the following 11 electronic databases: (1) Medline, (2)
CINAHL, (3) Scopus, (4) Academic Search Complete,
(5) Educational Research Complete, (6) Web of Science,
(7) Sport Discus, (8) ERIC, (9) LILACS, (10) Cochrane
Central Register of Controlled Trials (CENTRAL) and
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(11) Proquest. All electronic searches were conducted by
the second author with assistance from a Health Sciences
librarian at West Virginia University. While the search
strategies used varied per the requirements of the different
databases searched, keywords centered around the terms
“exercise”, “overweight”, “obesity”, “children,” “adolescents”
and “randomized”. The search strategies for all databases
searched can be found in Additional file 2. After removing
duplicates, the overall precision of the searches was calcu-
lated by dividing the number of studies included by the
total number of studies screened [38]. The number needed
to read (NNR) was then calculated as the inverse of the
precision [38]. In addition to electronic database searches,
cross-referencing for potentially eligible meta-analyses from
retrieved reviews was also conducted. All studies were
stored in Reference Manager, version 12.0.1 [39].

Study selection

All studies were selected by the first two authors, inde-
pendent of each other. Disagreements regarding the final
list of studies to include were resolved by consensus. If
consensus could not be reached, the third author acted
as an arbitrator. After an initial list of included studies
was developed, the third author, an expert in exercise
and overweight and obesity in children and adoles-
cents, reviewed the list for completeness. All included
studies as well as a list of excluded studies, including
reasons for exclusion, were stored in Reference Manager
(version 12.0.1) [39].

Data abstraction

Prior to data abstraction, a detailed codebook that could
hold at least 242 items per study was developed by all
three members of the research team in Microsoft Excel
2007 [40]. The major categories of variables that were
coded included: (1) study characteristics, (2) subject
characteristics, (3) exercise program characteristics,
(4) primary outcomes and (5) secondary outcomes.
The primary outcome for this study was BMI z-score.
Secondary outcomes included body weight, BMI in kg’
m?, BMI percentile, body fat (absolute and percent),
fat-free mass, waist circumference, waist-to-hip ratio,
resting systolic and diastolic blood pressure, TC, HDL-C,
TC:HDL-C, LDL-C, TG, non-HDL-C, fasting glucose, fast-
ing insulin, glycosylated hemoglobin, physical activity levels,
maximum oxygen consumption (mlkg'min™"), muscular
strength, energy intake and energy expenditure.

Based on abstracted data and similar to a previous study
in children and adolescents [41], intensity of training was
calculated as metabolic equivalents (METS) using the fol-
lowing categories: (1) low = 2.35, based on range of 1.8 to
2.9, (2) moderate = 4.45, based on a range of 3.0 to 5.9, (3)
high = 7.5, based on a MET value greater than 5.9 [42].
In addition, the following calculations were made: (1)
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minutes of training per week (frequency x duration),
(2) MET minutes per week (frequency x duration x
METS), (3) total minutes over the entire intervention
(length x frequency x duration), (4) total MET minutes
over the entire intervention (length x frequency x dur-
ation x METS). Where possible, calculations were also
adjusted for compliance, defined as the percentage of
exercise sessions attended.

Missing primary outcome data were requested from
the author(s). Multiple publication bias was avoided by
only including data from the most recently published
study. Data abstraction occurred using the same pro-
cedure as the selection of studies. Using Cohen’s kappa
statistic [43], the overall agreement rate prior to correcting
discrepant items was 0.93.

Risk of bias

The Cochrane Collaboration risk of bias instrument was
used to assess bias across six categories: (1) random se-
quence generation, (2) allocation concealment, (3) blinding
of participants and personnel, (4) blinding of outcome as-
sessment, (5) incomplete outcome data, (6) selective report-
ing and (7) whether or not participants were exercising
regularly, as defined by the original study authors, prior to
taking part in the study [44]. Each item was classified
as having either a high, low, or unclear risk of bias [44].
Assessment for risk of bias was limited to the primary out-
come of interest, changes in BMI z-score. Since it’s impos-
sible to blind participants to group assignment in exercise
intervention protocols, all studies were considered to be at
a high risk of bias with respect to the category “blinding of
participants and personnel”. Based on previous research, no
study was excluded based on the results of the risk of bias
assessment [45]. All assessments were performed by the
first two authors, independent of each other. Both authors
then met and reviewed every item for agreement. Disagree-
ments were resolved by consensus.

Statistical analysis

The a priori plan was to conduct a one-step individual
participant data (IPD) meta-analysis [46]. However, because
of (1) the inability to obtain IPD from all eligible studies,
(2) the inability to resolve discrepancies between the
IPD provided and data reported in the published stud-
ies, for example, final sample sizes and (3) the potential
loss of power with fewer included studies at the IPD
level, a post hoc decision was made to conduct an aggre-
gate data meta-analysis, an approach similar to conducting
a two-step meta-analysis with IPD [46].

Calculation of effect sizes for primary and secondary
outcomes from each study

The primary outcome for this study was effect size (ES)
changes in BMI z-score. This was calculated by subtracting
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the change score difference in the exercise group from the
change score difference in the control group. Variances
were calculated from the pooled standard deviations of
change scores in the intervention and control groups. If
change score standard deviations were not available, these
were calculated from reported 95% confidence intervals
(CI) or pre and post standard deviation (SD) values accord-
ing to procedures developed by Follmann et al. [47]. Each
ES was then weighted by the inverse of its variance [48].
With the exception of fasting insulin, all other secondary
outcomes were calculated using the same approach as for
BMI z-score. For fasting insulin, the standardized mean dif-
ference ES, adjusted for small sample bias, was calculated
from each study in order to create a common metric for
the pooling of findings [48]. This was calculated as the dif-
ference in change scores between the exercise and control
groups divided by the pooled SD of the change scores
[48]. For all ES’s, the beneficial direction of effect was the
natural direction of benefit, (for example, negative values
for decreases in BMI z-score, positive values for increases
in maximum oxygen consumption, etc.).

Pooled estimates for primary and secondary outcomes
Random-effects, method-of-moments models that incorp-
orate heterogeneity into the overall estimate were used to
pool results for BMI z-score and secondary outcomes from
each study [49]. Multiple groups from the same study were
analyzed independently as well as collapsing multiple groups
so that only one ES represented each outcome from each
study [50]. Non-overlapping 95% CI were considered statis-
tically significant. Secondary outcomes were only included if
data for the primary outcome of interest, BMI z-score, were
available. To enhance practical application, the number-
needed-to treat (NNT) was calculated for any overall find-
ings that were reported as statistically significant [51]. This
was accomplished using the approach suggested by the
Cochrane Collaboration and assuming a control group risk
of 10% [52]. Based on the NNT for changes in BMI z-score,
gross estimates of the number of obese children and ado-
lescents in the US who could benefit from exercise, based
on 12.5 million obese children and adolescents [53] as well
as the number of overweight and obese children world-
wide who could benefit from exercise, based on 110 million
overweight or obese children [54,55], were provided. It was
assumed that none of the overweight and obese children
and adolescents included in the original estimates were ex-
ercising regularly.

Stability and validity of changes in primary and
secondary outcomes

Heterogeneity of results between studies was examined
using Q and P [56]. To determine treatment effects in a
new trial, 95% prediction intervals (PI) were also calculated
[57,58]. Small-study effects (publication bias, etc.) were
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examined using the regression approach of Egger et al.
[59,60]. In order to examine the effects of each result
from each study on the overall findings, results were
analyzed with each study deleted from the model once.
Cumulative meta-analysis, ranked by year, was used to
examine the accumulation of evidence over time [61].
Post hoc, changes in BMI z-score were examined with
two studies in which reductions in energy intake oc-
curred deleted from the model [62,63].

Moderator analysis for BMI z-score

Between-group differences (Q}) in BMI z-score for cat-
egorical variables were examined using mixed effects
ANOVA-like models for meta-analysis [64]. This consisted
of a random effects model for combining studies within
each subgroup and a fixed effect-model across subgroups
[64]. Study-to-study variance (tau-squared) was considered
to be unequal for all subgroups. This value was computed
within subgroups but not pooled across subgroups. Planned
categorical variables to examine a priori included: country
in which the study was conducted (USA, other), type of
control group (non-intervention, other), whether IPD was
provided (yes, no), whether the study was funded (yes, no),
power/sample size analysis provided (yes, no), adverse
events (yes, no), risk of bias assessment (separate assess-
ment of low, high or unclear risk according to sequence
generation, allocation concealment, blinding of participants
and personnel, blinding of outcome assessment, incomplete
outcome data, selective reporting, whether subjects were
inactive prior to enrollment), gender and race/ethnicity.
Using the categories yes, no or some, analyses were planned
for the following variables: prescribed drugs, changes in
exercise and/or physical activity levels beyond the exercise
intervention, hyperlipidemia, type 1 diabetes, type 2
diabetes, hypertension, heart problems, metabolic syn-
drome, cancer, asthma and pubertal stage. In addition,
type of exercise (aerobic, strength, both, other), exercise
supervision (yes, no), setting that exercise took place
(facility, home, both), type of participation (self, group, both),
type of analysis (analysis-by-protocol versus intention-
to-treat) and intensity of exercise (low, moderate, high),
were examined [65]. All moderator analyses were con-
sidered exploratory [66].

Meta-regression for changes in BMI z-score and
potential covariates

Simple mixed-effects, method of moments meta-regression
was used to examine the potential association between
changes in BMI z-score and continuous variables [64].
Because missing data for different variables from different
studies was expected, only simple meta-regression was
planned and performed. Potential predictor variables,
established a priori, included year of publication, percent-
age of dropouts, age in years, baseline BMI z-score, as well
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as the following exercise intervention characteristics: length
of training (weeks), frequency of training (days per week),
duration of training (minutes per session), total minutes
per week (unadjusted and adjusted for compliance),
MET minutes per week (unadjusted and adjusted for
compliance), total minutes for the entire intervention
period (unadjusted and adjusted for compliance), and
compliance, defined as the percentage of exercise sessions
attended. Similar to moderator analyses, all meta-regression
tests were considered exploratory [66].

Results

Study characteristics

A general description of the characteristics of each study
is shown in Table 1. Of the 4,999 citations reviewed, 10
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studies representing 21 groups (11 exercise, 10 control)
and final assessment of BMI z-score in 835 children and
adolescents (456 exercise, 379 control), were included
[62,63,67-74]. The precision of the searches was 0.0028
while the NNR was 357. A description of the search
process, including the reasons for excluded studies, is
shown in Figure 1 while a list of excluded studies, including
the reasons for exclusion, is shown in Additional file 3. All
studies were published in English-language journals be-
tween the years 2004 and 2012 [62,63,67-74]. Seven studies
used a non-intervention control group [62,63,69-73] while
the remaining three used some type of attention control
[67,68,74]. For matching, seven studies did not match
participants [62,67,69,71-74] while the remaining three
matched participants according to race and gender [68,70]

Table 1 Characteristics of included studies*

Study Country Participants Exercise intervention

Daley et al, United 47 Asian, Black and White male and female adolescents 3 days/wk of aerobic exercise, 40-49% HRR,

2006 [67] Kingdom 11 to 16 yrs of age assigned to an exercise therapy group 30 min/session for 8 wks (24 sessions) followed
(n=28) or an exercise placebo group (n = 23) by an at home program for 6 wks

Davis et al,, United 222 overweight Black, White and Hispanic male and 5 days/wk, running games, jump rope, modified

2012 [68] States female children ages 7-11 yrs assigned to a low dose basketball and soccer, average HR >150 bpm,
(n=71,age, X £ SD=19.310.9yrs), or high dose 2-20 min sessions/day (high dose) or 1 — 20 min
(n=73,age,X + SD=94+x12 yrs) aerobic or session/day (low dose) for 10-15 wks (school semester)
control (n =78,age,X £ SD = 9.4+ 1.1 yrs) group

Farpour-Lambert  Switzerland 44 pre-pubertal obese male and female children assigned 3 days/wk, 30 min of aerobic exercise at 55-65%

et al, 2009 [62] to an exercise (n = 22,age,X + SD = 9.1+ 1.4yrs) VO,max, 20 min strength training, 10 min
or control (n =22,age, X £ SD = 8.8+ 1.6 yrs) group stretching/cool down in addition to physical

education for 3 months

Hagstromer Sweden 31 obese male and female adolescents assigned to an 1 hr/wk of group activities (brisk walking, spinning,

et al, 2009 [69] exercise (n = 16,age,X & SD = 13.7 & 2.0 yrs) or strength training (50-70% 1RM), swimming) for 13 wks
control (n = 15,age, X £+ SD = 13.6 £ 2.2 yrs) group

Kelly et al,, United 20 overweight male and female children and 4 days/wk, stationary cycling, 30-50 min/session,

2004 [63] States adolescents assigned to an exercise (n = 10, age, 50-80% VOsmax, for 8 wks
X£ SD = 11.0 4 0.63 yrs) or control (n = 10, age,
X+ SD=11.0£0.71 yrs) group

Maddison et al,  New 322 Maori, Pacific, ZN Euro/other overweight and obese 60 min moderate to vigorous PA on most days of

2011 [70] Zealand male and female children assigned to an active video game  the wk by 1) supplementing periods of inactivity
intervention (n =160,X £ SD =11.6£ 1.1 yrs of age) w/active video game play and 2) substituting periods
or to a sedentary video game control (n = 162, of nonactive video games with active ones, for 12 wks
X+ SD=11.6+1.1yrs of age) group

Meyer et al., Germany 67 obese male and female children assigned to an exercise 3 days/wk, 60-90 min/session, supervised swimming,

2006 [71] (n=33, X£ SD=13.7%2.1yrs of age) or control aerobic training, sports games, and walking, for 6 months
(n=34,X+ SD=14.1+24yrs of age) group

Murphy et al,, United 35 overweight male and female children 7 to 12 yrs of age 5 days/wk of home-based Dance, Dance Revolution

2009 [72] States assigned to either an exercise (n = 23) or delayed treatment  (DDR),10-30 min/session while wearing a pedometer
control (n=12) group to count steps for 12 wks

Shaibi et al,, United 22 overweight, adolescent Latino males assigned to either a 2 days/wk, resistance training,10 exercises, 1-3 sets,

2006 [73] States resistance training (n = 11, X & SD =15.1 £ 0.5 yrs of age) 8-15 reps, 62-97% 1RM, 1-2 min rest between sets,
orcontrol (n =11, X+ SD =15.6 £ 0.5 yrs of age) group for 16 wks

Weintraub et al,  United 21 overweight Hispanic/Latino, Black or African American, 3-4 days/wk, 75 min activity/session for soccer group;

2008 [74] States Native Hawaiian or Pacific Islander male and female children, 25-session, weekly state-of-the-art information-based

assigned to either a coed soccer (n = 9,X & SD,
9.5+ 0.58 yrs of age) or active placebo nutrition and health
education (n = 12,X £ SD,10.34 £+ 0.84 yrs of age) group

nutrition and health education intervention for active
placebo group, for 6 months

Notes: *, Description of groups limited to those from each study that met the criteria for inclusion while sample sizes limited to those in which final BMI z-scores
were available; yrs, year(s); min, minute(s); h, hour(s); wk, week(s); RM, repetition maximum; reps, repetitions; VO,yax Mmaximum oxygen consumption; MHR,
maximum heart rate; HRR, heart rate reserve; HR, heart rate; bpm, beats per minute; PE, physical education; PA, physical activity; X £ SD;

mean + standard deviation.
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Figure 1 Flow diagram for the selection of studies. *, number of reasons exceeds the number of studies because some studies were

or age, gender and BMI [63]. For data analysis, four
studies used the intention-to-treat approach [67,68,70,74],
another five appeared to use the per-protocol approach
[63,69,71-73] and one used both [62]. Sample size jus-
tification was provided by five of the 10 studies
[62,67,68,70,74] while all ten reported receiving some
type of funding to conduct their study [62,63,67-74].
The dropout rate for the eight studies in which data
were available [62,63,67,68,70,71,73,74] ranged from
0% to 34% for the 9 exercise groups for which data
were available (X 4+SD =11 +12%,Mdn = 7%) and 0%
to 26% for the 8 control groups in which data were
available for (X +SD =13 £ 10%, Mdn = 15%) . Detailed
data regarding the reasons for dropping out for each
study are available upon request from the corresponding
author. For the three studies that reported sufficient
data on adverse events [68,70,74], two reported no serious

adverse events [70,74] while one reported a foot fracture
in one participant as well as several minor injuries [68].

Initial physical characteristics of the exercise and
control groups are shown in Tables 1 and 2. For prior
exercise, three studies reported that none of the partic-
ipants were exercising regularly prior to enrollment
[62,68,71], one reported that some were exercising
regularly [69], while another reported that participants
exceeded the guidelines for physical activity at baseline
[70]. During the intervention period and when compared
to the control group, one study reported a reduction in
total daily physical activity in the exercise group [69]. Par-
ticipants included those with and without cardiovascular
disease risk factors [62,63,67-74].

Characteristics of the exercise programs for each
group from each study are described in Table 1. As can
be seen, the exercise interventions varied widely. Length
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Table 2 Initial physical characteristics of participants
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Exercise Control
Variable Groups/Participants(#) X +SD Mdn Range Groups/Participants(#) X +SD Mdn Range
Age (years) 11/456 114+21 11 9-15 10/379 11.8+22 1 9-16
Height (cm) 6/242 1552+97 156 140 - 166 6/232 1546+120 156 136 - 168
Body weight (kg) 6/242 713£152 69 51-90 6/232 738+187 72 47 - 98
BMI (z-score) 11/456 23+05 2 1-3 10/379 24+06 2 1-3
BMI (kg/mz) 10/428 284+£29 27 25-33 9/356 297 £34 31 25-35
BMI (percentile) 6/201 978+1.0 97 97 -100 5/125 984+ 1.1 98 98 - 100
Fat mass (kg) 5/217 284+62 31 21-34 5/209 295+60 30 21 -37
Body fat (%) 9/416 382+42 38 32 -45 8/343 387 %47 40 31 -45
Fat-free mass (kg) 5/79 435£107 43 28 - 54 5/69 450£137 43 26 - 62
Waist circumference (cm) 3/193 913460 88 87 - 98 3/184 955+78 95 88 - 104
Waist-to-hip ratio 2/54 094+001 094 093-094 2/46 0.95+0.01 095 094 -095
Systolic BP (mmHg) 6/112 1176+86 119 107 -128 6/103 1208+ 10.7 123 101 -133
Diastolic BP (mmHg) 5/79 658+65 67 56 - 74 5/69 66.2+£9.0 68 52-77
TC (mg/dl) 4/65 1566+133 157 143 -170 4/55 1580+39 157 143 -170
HDL-C (mg/dl) 5/98 39.8+48 39 34 - 46 5/89 391+£52 39 33 - 46
TCHDL-C 3/43 42+06 4 4-5 3/33 43+05 4 4-5
LDL-C (mg/dl) 5/98 1008+121 105 86-112 5/89 1045+90 109 94 -112
TG (mg/dl) 5/96 96.5+£275 98 53 -125 5/89 973+£284 95 62 — 141
Non-HDL-C (mg/dl) 3/43 1167+140 109 108-133  3/33 121.0+73 122 113-128
Fasting glucose (mg/dl) 6/207 89.6+3.8 91 84 - 91 6/211 89.8+35 90 85-93
VO5max (Ml kg'w‘mmq) 8/385 285+43 26 23 -37 7/310 28.1+48 27 23 -37
Energy intake (kcals) 2/18 2407 +£840 2407 1813 -3001 2/19 2326+1007 2326 1614 - 3038

Notes: Groups/Participants (#), number of groups and participants in which data were available; X + SD, mean + standard deviation; Mdn, Median; BMI, body mass index; BP,
blood pressure; TC, total cholesterol; HDL-C, high-density lipoprotein cholesterol; TC:HDL-C, ratio of total cholesterol to high-density lipoprotein cholesterol; LDL-C,
low-density lipoprotein cholesterol; TG, triglycerides; Non-HDL-C, non-high-density lipoprotein cholesterol; VO,max, maximum oxygen consumption; kcals, kilocalories.

of training for the 11 exercise groups ranged from 8
to 24 weeks (X +SD = 16 + 6, Mdn = 13), frequency
from 2 to 7 times per week (X =SD =4+ 1,Mdn = 4)
and duration from 6 to 75 minutes per session
(X £+ SD =43 +22,Mdn = 40) . Intensity of training
was classified as moderate for 7 groups and high for 4.
Seven of the ten studies focused primarily on aerobic
types of activities [63,67,68,70-72,74], one on strength
training [73] and two on both [62,69]. Eight groups
from seven studies participated in supervised exercise
[62,63,68,69,71,73,74], two in unsupervised exercise
[70,72] and one in both [67].

For the four studies [62,68,73,74] and five groups
in which data were available, compliance, defined as
the percentage of exercise sessions attended, ranged
from 42% to 96% ( X 4 SD = 78 & 21, Mdn = 84). Total
minutes per week of exercise ranged from 40 to 250
(X £ SD = 143 £+ 69, Mdn = 129) while MET minutes
per week ranged from 180 to 1873 ( X +SD = 821+
510,Mdn = 750). When adjusted for compliance for
the four studies and five groups in which compliance data

were available [62,68,73,74] total minutes per week of
exercise ranged from 85 to 168 (X =+ SD = 120 =+ 31,
Mdn = 115) while MET minutes per week ranged from
554 to 1260 ( X + SD = 821 + 274, Mdn = 787). Total
minutes of training over the entire length of the interven-
tions ranged from 780 to 6000 (X + SD = 2270 + 1695,
Mdn = 1760) while total MET minutes ranged from 6648
to 18881 (X + SD = 12805 + 5222, Mdn = 13827).

Risk of bias assessment

Risk of bias results are shown in Figure 2 while results
for each item from each study are shown in Additional
file 4. As can be seen, there was a general lack of clear
reporting for several potential risks of bias as well as an
increased risk of bias for several variables.

Primary outcome

BMI Z-score

Overall, there was a statistically significant reduction in
BMI z-score (Table 3 and Figure 3). This was equivalent
to a relative exercise minus control group improvement
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Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants & personnel (performance bias)

Blinding of outcome assessors (performance bias)

Incomplete outcome data (attrition bias)

Incomplete outcome reporting (reporting bias)

Physically inactive prior to enrollment

m Low risk

High risk

0% 20% 40% 60% 80% 100%

Figure 2 Risk of bias. Pooled risk of bias results using the Cochrane Risk of Bias Assessment Instrument.

® Unclear risk

Table 3 Changes in primary and secondary outcomes

Variable Studies (#) ES (#) Participants (#) (X 95% Cl) Z(p) Q(p) P (%) 95% Pl
Primary

- BMI (z-score) 10 11 835 —0.06 (-0.09, —0.03)*  —4.32(<0.001) 24.9(0.01)* 598  —-0.15,002
Secondary

- Body weight (kg) 6 6 474 —-0.74 (-1.18, -0.30)*  —3.29(<0.001) 4.8(0.44) 0 -1.36, -0.12*
- BMI (kg'mz) 8 8 562 —-0.47 (-0.86, —0.08)*  —2.38(0.02) 24.5(<0.001)* 714 -167,073
- BMI (percentile) 4 4 104 -0.10 (-0.18, —0.02)*  —2.53(0.01) 1.1(0.78) 0 -0.27, 007
- Fat mass (kg) 5 5 426 -0.65 (-1.15, -0.16)*  —2.58(<0.01) 4.7(0.32) 149  -1.72,042
- Body Fat (%) 9 9 759 —-0.96 (-1.43, -0.50)* —4.04(<0.001) 16.6(0.03)* 518  -227,035
- Fat-free mass (kg) 5 5 148 —0.07 (-0.62, 0.48) —-0.26(0.79) 10.6(0.03)* 623 -

- Waist circumference (cm) 3 3 377 0.27 (—2.08, 2.62) 0.23(0.82) 4.7(0.09)* 575 -

- Waist-to-hip ratio 2 2 100 —0.03 (-0.09, 0.04) —-0.71(0.48) 24.5(<0.001)* 959 -

- Systolic BP (mmHg) 6 6 215 —2.66 (=7.73,241) —1.03(0.30) 16.7(0.01)* 700 -

- Diastolic BP (mmHg) 5 5 148 —146 (-4.73, 1.80) —-0.88(0.38) 6.2(0.19) 350 -

- TC (mg/dl) 4 4 120 0.06 (-7.00, 7.12) 0.02(0.99) 2.4(0.50) 0 -

- HDL-C (mg/dl) 5 5 187 1.70 (-1.08, 4.49) 1.20(0.23) 10.5(0.03)* 618 -

- TCHDL-C 3 3 76 —-0.22 (047, 0.02) -1.78(0.07) 0.5(0.79) 0 -

- LDL-C (mg/d) 5 5 187 —1.53 (-8.78,5.71) —0.42(0.68) 7.9(0.09)* 496 -

- TG (mg/dl) 5 5 185 —-12.46 (-24.7, —0.22)* —1.99(0.05) 1.7(0.78) 0 —323,74
- Non-HDL-C (mg/dl) 3 3 76 040 (-7.67, 846) 0.10(0.92) 0.83(0.66) 0 -

- Fasting glucose (mg/dl) 6 6 418 —0.60 (-2.13,0.93) —0.77(0.44) 7.23(0.20) 30.8 -

- Fasting insulin (smd) [§ 7 405 -0.39 (-0.57, —0.21)*  —4.25(<0.001) 5.93(043) 0 -0.6, —0.15*
- VOsmay (Mikg ™ min~") 7 8 695 1.92 (0.67, 3.17)* 3.02(<0.001)  16.9(0.02)* 586  —1.60, 545
- Energy intake (kcals) 2 2 37 —346 (-506, —188)* —4.24(<0.001) 0.02(0.88) 0 -

Notes: #, number; ES, effect size; X (95% Cl), mean and 95% confidence interval; Z(p), Z value and alpha value for Z; Q(p), Cochran’s Q statistic and alpha value
for Q; 7 (%), |-squared; 95% PI, 95% prediction intervals; BMI, body mass index; BP, blood pressure; TC, total cholesterol; HDL-C, high-density lipoprotein
cholesterol; TC:HDL-C, ratio of total cholesterol to high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; TG, triglycerides; Non-HDL-C,
non-high-density lipoprotein cholesterol; smd, standardized mean difference; VO,max, maximum oxygen consumption; kcals, kilocalories;*, statistically significant;

-, Not calculated; Boldfaced items indicate statistical significance.
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Study name Subgroup within study

Point
estimate

Standard
error

Daley et al., 2006 None -0.010 0.021
Davis et al., 2012 High Dose -0.100 0.026
Davis et al., 2012 Low Dose -0.040 0.020
Farpour-Lambert et al., 2009 None -0.100 0.030
Hagstromer et al., 2009 None 0.090 0.036
Kelly et al., 2004 None 0.000 0.027
Maddison et al., 2011 None 0.060 0.015
Meyer et al., 2006 None 0.290 0.081
Murphy et al., 2009 None 0.063 0.050
Shaibi et al., 2006 None 0.021 0.055
Weintraub et al., 2008 None 0.080 0.039

0.061 0.014

Statistics for each study
Lower Upper

-0.052
-0.150
-0.080
-0.159

Point estimate and 95% CI
limit limit
0.032
-0.050
-0.000
-0.041

|
T

-0.50 -0.25 0.00 0.25 0.50

Favors Exercise Favors Control

\

Figure 3 Forest plot for changes in BMI z-score. Forest plot for point estimate changes in BMI z-score. The black squares represent the mean
difference while the left and right extremes of the squares represent the corresponding 95% confidence intervals. The middle of the black diamond
represents the overall mean difference while the left and right extremes of the diamond represent the corresponding 95% confidence intervals.

of approximately 3%. Statistically significant but moderate
heterogeneity was observed while 95% PIs were overlap-
ping. No small-study effects were observed as indicated by
a lack of funnel plot asymmetry (Figure 4) as well as
overlapping 95% CI based on Egger’s regression inter-
cept test (Po, 1.6, 95% CI, —4.1 to 1.0) [59]. Improve-
ments in BMI z-score remained statistically significant
when data were collapsed so that only one ES represented
each study (X,-0.06,95% CI,-0.09 t0-0.03;Q = 21.5,
p=0.01; I = 58.2%). With each group deleted from
the model once, results remained statistically significant
across all deletions (Figure 5). The difference between the
largest and smallest values with each group deleted was
0.007 (11.5%). Cumulative meta-analysis, ranked by year,
demonstrated that results have been statistically significant
since 2009 (Figure 6). The NNT was 107 (95% CI, 209 to
73) with an estimated 116,822 (95% CI, 59,809 to 171,233)
obese US children and adolescents and approximately 1

million (95% CI, 0.5 to 1.5) overweight and obese children
and adolescents worldwide experiencing improvements in
their BMI z-score if they began and maintained a regular
exercise program. Results remained statistically significant
when the two studies in which energy intake decreased were
deleted from the model (X,-0.06,95% CI,-0.09 to-0.03;
Q =18.4,p = 0.02; I> = 56.5%).

Moderator analyses for changes in BMI z-score and
in which sufficient data were available are shown in
Additional file 5. As can be seen, no statistically sig-
nificant between-group Q,, differences for any of the
analyses were observed.

Meta-regression analyses for changes in BMI z-score
and selected covariates in which sufficient data were
available for are shown in Additional file 6. As can
be seen, there was no statistically significant associ-
ation between changes in BMI z-score and any of the
covariates.

100

80
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40

Precision (1/SE)

20

1.0 -0.5

Figure 4 Funnel plot for changes in BMI z-score.

Changes in BMI z-score

S
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Study name Subgroup within study Statistics with study removed Point (95% CI) with study removed
Standard Lower Upper
Point  error limit  limit
Meyer et al., 2006 None -0.054 0.012 -0.078 -0.031
Davis et al., 2012 High Dose -0.056 0.015 -0.085 -0.027
Farpour-Lambert et al., 2009 None -0.057 0.015 -0.086 -0.028
Hagstromer et al., 2009 None -0.059 0.015 -0.089 -0.029
Weintraub et al., 2008 None -0.060 0.015 -0.090 -0.030
Murphy et al., 2009 None -0.062 0.015 -0.091 -0.032
Maddison et al., 2011 None -0.063 0.017 -0.097 -0.030
Shaibi et al., 2006 None -0.064 0.015 -0.093 -0.035
Davis et al., 2012 Low Dose -0.065 0.016 -0.097 -0.033
Kelly et al., 2004 None -0.068 0.014 -0.096 -0.040
Daley et al., 2006 None -0.068 0.015 -0.097 -0.040
-0.061 0.014 -0.089 -0.034

-0.15 -0.08 0.00 0.08 0.15

Favors Exercise Favors Control

Figure 5 Influence analysis for changes in BMI z-score. Influence analysis for point estimate changes in BMI z-score with each corresponding
study deleted from the model once. The black squares represent the mean difference while the left and right extremes of the squares represent
the corresponding 95% confidence intervals. The middle of the black diamond represents the overall mean difference while the left and right
extremes of the diamond represent the corresponding 95% confidence intervals. Results are ordered from smallest to largest reductions.

Secondary outcomes

Changes in secondary outcomes are shown in Table 3.
As can be seen, there were statistically significant reduc-
tions for body weight, BMI in kg/m? BMI percentile,
fat mass and percent body fat. These were equivalent
to relative improvements of approximately 1%, 2%, 1%,
2% and 3%, respectively, for body weight, BMI in kg/m?,
BMI percentile, fat mass and percent body fat. In
addition, improvements were also observed for TG,
fasting insulin, VOaay in mlkg'min~, and energy intake.
These were equivalent to relative improvements of ap-
proximately 13% and 7% respectively, for TG and VOo .y
in ml'’kg “min~'. There was also a statistically significant
reduction of approximately 14% for energy intake. Based
on the F statistic, no between-study heterogeneity was ob-
served for body weight, BMI percentile, TG, fasting insulin

and energy intake while a very low amount was observed
for fat mass. Between-study heterogeneity was categorized
as moderate for BMI in kg/m? percent body fat and
VOomax in mlkg 'min~". Statistically significant 95% PI
were limited to improvements in body weight and fasting
insulin. No small-study effects were observed for any of the
secondary outcomes. In addition, all results remained statis-
tically significant when ES were collapsed so that only one
ES represented each study. No statistically significant differ-
ences were observed for fat-free mass, waist circumference,
waist-to-hip ratio, resting systolic and diastolic blood pres-
sure, TC, HDL-C ratio of TC to HDL-C, LDL-C, TG, non-
HDL-C and fasting glucose. Insufficient data were available
to calculate and pool changes in glycosylated hemoglobin,
physical activity levels during the intervention period,
muscular strength and energy expenditure.

Study name Subgroup within study
Standard
Point  error
Kelly et al., 2004 None 0.00 0.03
Daley et al., 2006 None -0.01 0.02
Meyer et al., 2006 None -0.06 0.05
Shaibi et al., 2006 None -0.05 0.04
Weintraub et al., 2008 None -0.05 0.03
Farpour-Lambert et al., 2009 None -0.06 0.03
Hagstromer et al., 2009 None -0.06 0.02
Murphy et al., 2009 None -0.06 0.02
Maddison et al., 2011 None -0.06 0.02
Davis et al., 2012 High Dose -0.07 0.02
Davis et al., 2012 Low Dose -0.06 0.01
-0.06 0.01

Cumulative statistics

Cumulative point estimate (95% Cl)

Lower Upper
limit  fimit
0.05 0.05 1——
004 003
-0.15 0.03 —
-0.12  0.03 ——
-0.11  0.01 ——
012 -0.01 ——
-0.11  -0.02 ——
011 -0.02 ——
-0.09 -0.03 -
-0.10 -0.03 E =
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Figure 6 Cumulative meta-analysis for changes in BMI z-score. Cumulative meta-analysis, ordered by year, for point estimate changes in BMI
z-score. The black squares represent the mean difference while the left and right extremes of the squares represent the corresponding 95% confidence
intervals. The results of each corresponding study are pooled with all studies preceding it. The middle of the black diamond represents the overall
mean difference while the left and right extremes of the diamond represent the corresponding 95% confidence intervals.
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Discussion

Overall findings

The primary purpose of this study was to use the aggregate
data meta-analytic approach to determine the effects of
exercise (aerobic, strength training or both) on BMI z-score
in overweight and obese children and adolescents.
The overall findings suggest that exercise improves
BMI z-score in children and adolescents. This interpret-
ation is supported by (1) non-overlapping 95% CI, (2) sen-
sitivity of results with each study deleted from the model
once, (3) cumulative meta-analysis, (4) absence of small-
study effects, and (5) number of overweight and obese
children in the US as well as worldwide who might im-
prove their BMI z-score by initiating and maintaining a
regular exercise program. In addition, the fact that statisti-
cally significant improvements were observed in both BMI
z-score and percent body fat is encouraging given that
BMI z-score is not the most sensitive measure of adiposity
and changes may be observed in body composition vari-
ables such as percent body fat but not BML

While random-effects models that incorporate hetero-
geneity into the analysis were used, unidentified, moderate
heterogeneity based on a fixed-effect model was observed
for changes in BMI z-score. Consequently, it is possible
that some groups may see greater or no improvements in
BMI z-score. However, the existence of heterogeneity in
meta-analysis is not only common [75], but also relevant,
as there is no need to combine studies exactly alike since
their findings, within statistical error, would be the same
[76]. Caution may also be warranted with respect to the
current findings given that PI for estimating the expected
results of a new trial included zero for changes in BMI
z-score. However, these values should not be confused
with CI since PI are based on a random mean effect
while CI are not [57].

No significant differences in BMI z-score were observed
for any of the moderator or meta-regression analyses
conducted. However, absence of evidence is not necessarily
evidence of absence [77]. The lack of statistically significant
and practically relevant findings may be especially im-
portant given the small number of studies and partici-
pants included in many of the covariate analyses. The
former notwithstanding, the fact that no statistically
significant differences in BMI z-score existed between
those studies that supplied IPD versus those that did
not suggests a lack of bias between the two.

The improvements in several body composition variables
(body weight, BMI in kgm?, percent body fat) observed in
the current study are in agreement as well as disagreement
with previous meta-analyses in which all or a majority
of the participants were overweight and obese children
and adolescents. For example, the statistically signifi-
cant improvements observed for BMI in kgm? for the
current meta-analysis were also reported in another
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meta-analysis (-0.35 kgm? 95% CI, -0.12 to -0.58)
[29]. With respect to percent body fat and body weight,
the improvements observed for percent body fat and
body weight in the current study are in agreement with
a previous meta-analysis with respect to percent body
fat (SMD, -0.4, 95% CI, -0.7 to -0.1) but not body
weight (-2.7 kg, 95% CI, —-6.1 to 0.8) [4]. Potential rea-
sons for this latter discrepancy may have to do with
such things as differing inclusion criteria and possibly
more importantly, differing sample sizes.

The results of this study compare favorably with the
results of a recent meta-analysis on dietary interventions
alone as well as combined lifestyle interventions in which
the majority of the children and adolescents were over-
weight or obese [19]. Specifically, no statistically significant
differences were observed for combined measures of adi-
posity for dietary interventions (SMD, -0.22, 95% CI, -0.56
to 0.11) while a statistically significant improvement was
observed for combined lifestyle interventions targeting
the family (SMD, -0.64, 95% CI, -0.88 to —-0.39) but not
children (SMD, -0.17, 95% CI, —-0.40 to 0.05) [19].

The results of this study also compare favorably with
pharmacologic interventions in overweight and obese
children and adolescents. For example, statistically signifi-
cant improvements have been observed in BMI in kgm?
for sibutramine (-2.4 kgm? 95% CI, -1.8 to -3.1), and
orlistat (-0.7 kg'm?, 95% CI, -0.3 to —1.2) [19]. While
the findings for sibutramine are greater than the statis-
tically significant findings in the current meta-analysis,
as judged by non-overlapping CI between the two, no
such between-intervention differences existed between
exercise and orlistat [19]. In addition, the use of
pharmacologic interventions in overweight and obese
children and adolescents needs to be used with consid-
eration for potential side-effects. Furthermore, there
are numerous other potential benefits of exercise, some of
which were observed in the current meta-analysis, for
example, increases in cardiorespiratory fitness, which
cannot be achieved with pharmacologic interventions
such as sibutramine and orlistat.

Implications for research

The results of the current systematic review with meta-
analysis have at least seven implications for future research.
First, based on the Cochrane Risk of Bias Instrument
[44], future randomized controlled trials need to do a
better job in reporting information on several potential
sources of bias. This includes complete information on
(1) allocation concealment, (2) blinding of outcome as-
sessors, (3) attrition, including reasons, according to
each group and (4) the physical activity levels of the
participants prior to study enrollment. While all of the
included studies were also considered to be at a high
risk of bias for the blinding of participants and personnel
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category [62,63,67-74], it is important to realize that it
is impossible to blind participants to the exercise inter-
vention. Therefore, the best that one can probably do
is blind participants to group assignment.

Second, only one study appeared to use both per-protocol
and intention-to-treat approaches in the analysis of their
data [62]. It is suggested that future studies include both. As
a result, one may gain a better understanding of not only
the efficacy (per-protocol analysis), but also the effectiveness
(intention-to-treat analysis) of exercise for improving BMI
z-score and other measures of adiposity in overweight and
obese children and adolescents [78].

Third, given the paucity of data that were available for
adverse events and the cost-effectiveness of the inter-
ventions employed, there is a need for future studies to
collect and report this information. The inclusion of such
is critical for those involved in deciding which interven-
tions to recommend over others.

Fourth, it is suggested that investigators collect and re-
port complete information on the exercise intervention(s)
used. This includes data on the length, frequency, intensity
and duration of exercise as well as the mode(s) used and
compliance to the exercise protocol. Also, the setting in
which exercise takes place (for example, home versus
facility-based) and supervision status (supervised versus
unsupervised) should be reported. For all groups studied,
including control groups, data should also be collected
and reported on the total physical activity levels of all
groups during the study. The rationale for this suggestion
is based on the possibility that physical activity levels
beyond any intervention(s) may increase or decrease in
the intervention and/or control groups. For example,
one of the included studies reported that total daily
physical activity in the exercise group, when compared
to the control group, decreased during the study [69].
Changes such as these may negatively impact one or
more of the outcomes under investigation.

Fifth, the PI reported for changes in BMI z-score
may be beneficial for future researchers interested in
conducting randomized controlled intervention trials
addressing the effects of exercise on BMI z-score in
overweight and obese children and adolescents. This is
important for ensuring that appropriate power is ob-
tained for the variable(s) of interest.

Sixth, since the dose—response effects of exercise on
measures of adiposity in overweight and obese children
and adolescents remain elusive, it is suggested that fu-
ture randomized controlled trials address this issue. The
determination of such is critical for the development of
optimal exercise programs for reducing measures of adi-
posity in overweight and obese children and adolescents.

Seventh, the a priori plan of the current meta-analysis
was to conduct a one-step IPD meta-analysis [46]. How-
ever, because of (1) the inability to obtain IPD from all
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eligible studies, (2) the inability to resolve discrepancies
between the IPD provided and data reported in the
published studies, for example, final sample sizes and
(3) the potential loss of power with fewer included
studies at the IPD level, a post hoc decision was made
to conduct an aggregate data meta-analysis, an approach
similar to conducting a two-step meta-analysis with IPD
[46]. While some may consider IPD to be the gold stand-
ard [46,79], primarily because of the potential to conduct
covariate analyses at the participant level, this has to be
weighed against the reality of trying to obtain valid IPD
from all eligible studies as well as the fact that causal infer-
ences based on covariate analyses, whether conducted
using IPD or aggregate data, cannot be made given that
experiments are never randomly assigned to covariates
[66,80]. In addition, the time and costs associated with
conducting an IPD meta-analysis are substantially greater
than conducting an aggregate data meta-analysis. For ex-
ample, in 1997, Steinberg et al. estimated the cost for 12
ovarian cancer studies to be 5.3 times higher than con-
ducting an IPD meta-analysis ($259,300 versus $48,665)
[81]. However, it has been suggested that the real costs
may be 8 times greater since the research team continued
to work on the project after the money ran out [80]. Fur-
thermore, support for the use of IPD is not always well
grounded. For example, when examining for overall ef-
fects, the primary purpose of meta-analysis [76], studies
claiming the superiority of IPD over aggregate data meta-
analysis have been based on comparisons of a different
number of studies between the two [82,83]. In contrast,
when identical or a nearly identical number of studies
were included, the overall results were similar [81,84,85].
Finally, while the use of IPD has increased in recent years
[86], the aggregate data approach is still the most common
approach used when conducting a meta-analysis. Thus,
while the research team agrees that an IPD meta-analysis
may be the best approach in an ideal world, such an
approach may not be appropriate in most real world
situations in which applied meta-analysts currently reside.
It is suggested that future investigators planning an IPD
meta-analysis think very carefully about whether such an
approach is not only feasible, but also what potential gain,
if any, will be derived when compared to conducting an
aggregate data meta-analysis.

Implications for practice

The results of the current meta-analysis in overweight
and obese children and adolescents have important im-
plications for practice. For example, exercise appears
to improve BMI z-score as well as several other body
composition (body weight, BMI in kg/m? BMI percentile,
fat mass, percent body fat) and cardiovascular disease risk
factors (TG, fasting insulin, VO,max in ml'kg " “min™") var-
iables. While the exact dose—response effects of exercise
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could not be determined in the current meta-analysis and
despite the lack of reporting for adverse events, it would
appear plausible to suggest that overweight and obese
children and adolescents follow the current guidelines
for exercise in youth [87]. These include 60 or more
minutes of exercise per day, most of which should be
either moderate or vigorous intensity aerobic exercise
(brisk walking, running, cycling, etc.), including at least
3 days per week of vigorous intensity exercise, for ex-
ample, running versus walking [87]. Included in the
60 minutes per day should be muscle strengthening
exercises (pushups, weight training, etc.) at least 3 days
per week as well as bone strengthening exercises, for
example jumping rope, at least 3 days per week [87].
These activities should be (1) enjoyable, (2) age appropri-
ate, (3) gender appropriate and (4) varied. For previously
inactive children and adolescents who are overweight
or obese, a gradual increase in the volume of activity
should be encouraged until these thresholds can be
met. In addition, since changes in all measures of adi-
posity were 3% or less, the use of additional interven-
tions such as a reduction in energy intake, along with
exercise, may yield greater improvements.

Potential strengths and limitations of current study
Strengths

There are least four potential strengths of the current
meta-analysis. First, to the best of the investigative team’s
knowledge, this is the first meta-analysis to focus on BMI
z-score, a metric suggested to be superior to other BMI
measures [31], as the primary outcome with respect to
the effects of exercise in overweight and obese children
and adolescents. Thus, this adds important information
regarding the magnitude of benefit that exercise can
provide for improving adiposity in overweight and obese
children and adolescents. Second, the inclusion of the
NNT provides practical information to aid decision-makers
in deciding what treatments to recommend or prioritize
over others when attempting to reduce adiposity in
overweight and obese children and adolescents. Third,
while gross estimates were provided and are prone to
error, the absolute number of overweight and/or obese
children and adolescents who could improve their BMI
z-scores by participating in a regular exercise program
can help aid decision-makers in allocating the resources
necessary for accomplishing such. Fourth, the calculation
and inclusion of PI can aid investigators when planning
future randomized controlled trials on this topic.

Potential limitations

The results of the current meta-analysis should be viewed
with respect to the following nine potential limitations.
First, the many different exercise modes and various in-
tensities used in the interventions could have affected the
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current findings. Second, while no statistically significant
association was observed between baseline BMI z-score
and changes in BMI z-score, results may have nevertheless
been affected by the fact that studies included overweight
to morbidly obese children and adolescents [62,63,67-74].
Third, while we were unable to examine for such, the exer-
cise response could have been affected by the fact that the
studies included both healthy populations as well as those
with cardiovascular disease risk factors [62,63,67-74].
Fourth, while no statistically significant association was
observed between compliance or dropouts and changes
in BMI z-score, it is still possible that the various levels
of compliance and dropout rates could have affected the
current findings.

Fifth, because studies are not randomly assigned to
covariates in meta-analysis, they are considered to be
observational in nature. Consequently, the results of
the moderator and meta-regression analyses conducted
in this or any other meta-analysis do not support causal
inferences [66]. Sixth, because a large number of statistical
tests were conducted and no adjustments were made for
such, some statistically significant findings could have
been nothing more than the play of chance. However, as
suggested by Rothman [88], no adjustment was made
for multiple tests because of the concern about missing
possibly important findings. Seventh, while estimates
regarding the number of overweight and/or obese chil-
dren who could improve their BMI z-scores in the US
and worldwide were provided, it's important to understand
that these were gross estimates. Most notably, it was as-
sumed that none of the overweight and obese children and
adolescents were exercising. Consequently, the estimates
provided may be inflated. Eighth, the results for the second-
ary outcomes included in the current meta-analysis may
be biased since they were only included if BMI z-score was
included as an outcome. Ninth, like any meta-analysis, the
results of the current investigation may be prone to both
ecological fallacy and/or Simpson’s Paradox [80].

Conclusions

Exercise improves BMI z-score in overweight and obese
children and adolescents. However, based on risk of bias
assessments as well as other observed factors, additional,
well-designed randomized controlled trials on this topic
are needed.
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