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Introduction
Attention-deficit/hyperactivity disorder (ADHD) is a debilitating mental health problem hampering the child’s development. The underlying causes include both genetic and environmental factors and may differ between individuals. The efficacy of diet treatments in ADHD
was recently evaluated in three reviews, reporting divergent and confusing conclusions
based on heterogeneous studies and subjects. To address this inconsistency we conducted
a systematic review of meta-analyses of double-blind placebo-controlled trials evaluating
the effect of diet interventions (elimination and supplementation) on ADHD.
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Methods
Our literature search resulted in 14 meta-analyses, six of which confined to double-blind placebo-controlled trials applying homogeneous diet interventions, i.e. artificial food color
(AFC) elimination, a few-foods diet (FFD) and poly-unsaturated fatty acid (PUFA) supplementation. Effect sizes (ES) and Confidence intervals (CI) of study outcomes were depicted
in a forest plot. I2 was calculated to assess heterogeneity if necessary and additional random effects subgroup meta-regression was conducted if substantial heterogeneity was
present.

Results
The AFC ESs were 0.44 (95% CI: 0.16–0.72, I2 = 11%) and 0.21 (95% CI: -0.02–0.43, I2 =
68%) [parent ratings], 0.08 (95% CI: -0.07–0.24, I2 = 0%) [teacher ratings] and 0.11 (95% CI:
-0.13–0.34, I2 = 12%) [observer ratings]. The FFD ESs were 0.80 (95% CI: 0.41–1.19, I2 =
61%) [parent ratings] and 0.51 (95% CI: -0.02–1.04, I2 = 72%) [other ratings], while the PUFA
ESs were 0.17 (95% CI: -0.03–0.38, I2 = 38%) [parent ratings], -0.05 (95% CI: -0.27–0.18,
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I2 = 0%) [teacher ratings] and 0.16 (95% CI: 0.01–0.31, I2 = 0%) [parent and teacher ratings].
Three meta-analyses (two FFD and one AFC) resulted in high I2 without presenting subgroup
results. The FFD meta-analyses provided sufficient data to perform subgroup analyses on
intervention type, resulting in a decrease of heterogeneity to 0% (diet design) and 37.8%
(challenge design).

Conclusion
Considering the small average ESs PUFA supplementation is unlikely to provide a tangible
contribution to ADHD treatment, while further research is required for AFC elimination
before advising this intervention as ADHD treatment. The average FFD ES is substantial,
offering treatment opportunities in subgroups of children with ADHD not responding to or too
young for medication. Further FFD research should focus on establishing the underlying
mechanisms of food (e.g. incrimination of gut microbiota) to simplify the FFD approach in
children with ADHD.

Introduction
Attention-deficit/hyperactivity disorder (ADHD) is a child psychiatric disorder with a worldwide prevalence estimate of 6% [1] and characterized by impairing symptoms of inattention
and/or hyperactivity and impulsive behavior, hampering the child’s development [2]. Children
with ADHD are at risk for impaired academic performance [2], social isolation and peer problems [3], substance abuse [4], aggressive behavior and delinquency [5, 6]. In 50–65% of children with ADHD other psychiatric disorders like oppositional defiant disorder, conduct
disorder and/or autism spectrum disorder are diagnosed as well [7–9], increasing the risk for
adverse outcomes. Impairing symptoms of ADHD persist in up to 78% of children into adulthood [10]. Recent research has shown that suffering from ADHD may result in decreased life
expectancy with more than double the risk of premature death from unnatural causes, like
accidents, compared to people without ADHD [11]. In sum, ADHD seriously affects the quality of life of child, parents and siblings [3, 8], incurs high economic costs [12, 13] and is a longterm burden on families and society [14].

Current ADHD therapy
The current multimodal standard of ADHD therapy consists of pharmacological treatment
and/or behavioral or psycho-social therapy [15, 16]. Psychostimulants are first-choice pharmacological treatment [15] and have shown beneficial short-term efficacy, i.e. acute core symptom reduction [17, 18] in approximately 65–80% of children [19], a reduction of criminality
rates [20] and of societal costs [21]. However, children taking psychostimulants may still meet
the ADHD-criteria [22] and complete normalization of behavior is rare [23–25]. Furthermore,
medication non-adherence occurs frequently [26, 27]: 30–50% of subjects stop taking medication within 12 months [28] and 66–80% within 3 years [17, 29, 30]. Apart from common side
effects like sleep and appetite problems [14, 17], medication may also affect growth and longterm bone health [31]. Finally, drug treatment does not attenuate the increased risk for school
dropout and unemployment [6]. In sum, better treatments preferentially aimed at prevention
of ADHD in young children [22] and at targeting the underlying causes are welcome [14].
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ADHD etiology
Unfortunately, the causal pathways of ADHD are largely unknown; ADHD is a complex disorder and multiple factors may contribute to its etiology [32]. Apart from the involvement of
many genes with a small effect [33], multiple pre-, peri-, and postnatal environmental factors
may be risk factors for ADHD [34, 35]. To date, the synergistic action between genes and environment is generally acknowledged [36–38] and in ADHD genes ‘are thought to cause the disorder in the presence of unfavorable environmental conditions’ [33]. One of these conditions,
though controversial [35], is diet [39–42].
Research into the effect of food on ADHD started forty years ago when pediatric allergist
Benjamin Feingold hypothesized that both artificial food additives (colorings and flavors) and
foods rich in salicylates (chemicals occurring naturally in some foods [43]) might be ‘important etiologic agents’ of the hyperkinetic syndrome [44]. The Feingold studies were followed
by other elimination diet studies [45], investigating the effects of either artificial food color
(AFC) elimination or of a diet eliminating many foods and additives, i.e. the few-foods diet
(FFD), and by supplement studies investigating the effects of vitamins, minerals and polyunsaturated fatty acids (PUFA) on ADHD [46].

Recent reviews on ADHD and diet interventions
The efficacy of diet treatments in ADHD was recently evaluated in three reviews [40–42]. The
main aim of reviews is to summarize the evidence on a specific topic, of which both researchers
and clinicians may benefit [47]. However, the three reviews show divergent conclusions, i.e.:
1) there is evidence for a small effect of PUFA on ADHD, while the potential effect of AFC
elimination remains unclear and more research is needed for a FFD [42]; 2) there is emerging
consensus for the effect of food additives elimination (concurrently providing a food additive
list to be given to a patient), while a one-week FFD is indicated in case of comorbid food
allergy symptoms [41], and 3) none of the diet interventions are recommendable as ADHD
treatment [40]. This divergence in conclusions might be explained by the fact that in previous
reviews the results of uncontrolled and un-blinded studies [40], of studies amalgamating different types of diet interventions [40–42] and of meta-analyses not specifically aimed at children with ADHD or hyperactive behavior [41, 42] were included. Also, two reviews [41, 42]
discussed studies [48, 49] as meta-analyses although the reported results were not derived
from meta-analytic research, while none of three reviews [40–42] mentioned a study [50] that
was a meta-analysis. The differences between the three previously published reviews and this
review are listed in S1 Table.
This systematic review aims at determining the effect of diet interventions on the behavior
of children with ADHD, based on published meta-analyses including double-blind placebocontrolled (DBPC) trials only and differentiating between types of interventions, thus addressing the above-mentioned limitations of previous reviews on ADHD and diet. To our knowledge this is the first review that exclusively focuses on meta-analyses of DBPC trials in children
with ADHD, concomitantly segregating between the different types of diet intervention.

Methods
No pre-specified protocol existed for this review. The Preferred Reporting Items for Systematic
Reviews and Meta-analyses (PRISMA) guidelines were followed (see S1 Checklist). In December 2015 two researchers (LMP, KF) independently searched PubMed and Web of Science for
diet meta-analyses without date limits or language restrictions, using the terms [(children or
youth) AND (adhd or hyperactivity or hyperkinetic syndrome) AND (meta-analysis or
Cochrane or systematic) AND (diet or food or nutrition or food colors or fatty acids) NOT
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(medication)]. Additionally, reference lists of the eligible meta-analyses and of recent reviews
were scrutinized for further relevant meta-analyses. Meta-analyses were included if 1) they
confined to studies with a DBPC design; 2) all studies were conducted in children meeting the
criteria for ADHD or meeting the equivalent psychiatric standards relevant at the time the
study was done (specifically in studies conducted previously to the introduction of the ADHD
terminology), and 3) all studies applied one of the following interventions: either supplementation of one specific supplement (e.g. PUFA) or a group of supplements (e.g. vitamins and minerals), or elimination of one specific food or food component (e.g. sugar or AFC), some food
groups (e.g. the Feingold diet or major allergens/gluten/high histamine) or many foods/food
groups and additives (e.g. the FFD).

Procedures
An inventory was made of type of intervention, study design, raters, outcome measures and
effect size (ES) statistics reported in the identified meta-analyses. LMP and KF independently
reviewed the meta-analyses, discussing discrepancies until consensus was reached. If different
outcome measures were available, a measure was chosen that was most frequently used in the
other meta-analyses in order to increase the homogeneity of results. If different ADHD symptom ratings were available, the total symptom score (i.e. inattention and hyperactivity/impulsivity) was included. If results were provided by different raters and reported for each rater
separately, we included the ratings accordingly. Effect sizes (ES) and Confidence intervals (CI)
of relevant study outcomes were depicted in a forest plot. An inventory was made of reported
publication bias and of heterogeneity assessments. I2—as measure of heterogeneity—was calculated if necessary and possible. Substantial heterogeneity (I2 around 25% may be considered
low, 50% moderate, and 75% high [51]) decreases the precision of the intervention’s effect [52]
and the reliability of the results [51], underlining the importance to address the origin of heterogeneity [53]. Consequently, in case of substantial I2 without subgroup analytic results being
provided, random effects subgroup meta-regression was conducted to assess the effect of subgrouping [52], using the original data provided in the studies included in the meta-analysis
concerned.

Search results
The literature search, an overview of which is provided in Fig 1, resulted in fourteen metaanalyses, which were described in eleven different papers: six supplement meta-analyses—all
investigating the effects of poly-unsaturated fatty acids (PUFA) [24, 54–58]—and eight elimination meta-analyses, examining respectively the effects of sugar [59], AFC [24, 60, 61], the
Feingold diet [62], and the FFD [24, 50, 61] on ADHD (see S2 Table). No discrepancies
between the researchers were found. One of eleven papers, describing three diet meta-analyses,
applied unusual blinding criteria, i.e. ‘probably blinded’ assessments [24]. However, in all
three meta-analyses [24] the assessments resulted from DBPC trials, thus being eligible to be
included in this review. Eight of fourteen meta-analyses included studies in children not meeting the criteria for ADHD or hyperactivity, applying different types of diet or without a DBPC
design. Six of fourteen meta-analyses met the inclusion criteria: two AFC [60, 61], two FFD
[24, 50] and two PUFA [24, 54] meta-analyses.

Results
The six eligible meta-analyses [24, 50, 54, 60, 61] are presented in Table 1. The interventions
applied differed in composition, doses and duration. The AFC interventions mainly consisted
of challenges with tartrazine or AFC mixtures and were given during 1–42 days [60], while the
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Fig 1. PRISMA* Flow diagram for the meta-analyses systematically reviewed. * PRISMA = Preferred Reporting Items
for Systematic Reviews and Meta-analyses (www.prisma-statement.org).
doi:10.1371/journal.pone.0169277.g001

reported doses differed from 1 to 150 mg/day [60] or from 13 to 250 mg/day [61]. The PUFA
challenges, given during four to 16 weeks [54], consisted of omega-3 PUFA, omega-6 PUFA,
or a combination of both [24, 54], with doses ranging from 2.7 to 2800 mg/day [54], or from
120 to 2430 mg/day [24]. The FFD interventions consisted either of a FFD (during 9 days–4
weeks) or a challenge with specific foods (lasting 1–2 weeks) [24]. Benton reported that the
FFD consisted of “lamb, chicken, potatoes, rice, banana, apple and brassica: foods chosen as
they were unlikely to produce an adverse response”, but that the FFD might be adapted for
each individual child [50].
Two meta-analyses evaluating either AFC elimination [61] or PUFA supplementation [24]
referred to the previously conducted meta-analyses [54, 60], while the FFD meta-analysis [24]
did not mention the former FFD meta-analysis [50] (see S2 Table). One of six meta-analyses
differentiated between outcome measures (e.g. ADHD total symptoms, ADHD inattention,
ADHD hyperactivity) and study design (e.g. parallel, cross-over, blinded challenge, blinded
diet) [54]: concerning this meta-analysis we report the total ADHD symptoms’ results ensuing
from the parallel studies’ meta-analyses, covering seven of nine studies [54]. In all meta-analyses standardized mean differences (SMD) were used as effect sizes (see S1 Data part 1); standardized ESs of 0.2 are considered to correspond to a small effect, 0.5 to a medium and 0.8 to a
large effect [63]. The AFC ESs were 0.44 (95% CI: 0.16–0.72, I2 = 11%) and 0.21 (95% CI:
-0.02–0.43, p = 0.07, I2 = 68%) [parent ratings], 0.08 (95% CI: -0.07–0.24, I2 = 0%) [teacher ratings] and 0.11 (95% CI: -0.13–0.34, I2 = 12%) [observer ratings]. The FFD ESs were 0.80 (95%
CI: 0.41–1.19, I2 = 61%) [parent ratings] and 0.51 (95% CI: -0.02–1.04, p = 0.06, I2 = 72%)
[other ratings], while the PUFA ESs were 0.17 (95% CI: -0.03–0.38, p = 0.10, I2 = 38%) [parent
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Table 1. Description of the six meta-analyses included in this review.
First author
Publication
year
(number of
studies)

Intervention
(number of
children
included in
DBPC trial)

Subject selection for
diet responsiveness
previous to inclusion

Study design
(DBPC diet, DBPC
challenge, DBPC
supplement)

Rater

Outcome
measure$
Conners’
rating
scale

Results
reported
per rater

Publication
bias

ES statistics
(ES positive, i.e.
favors
intervention)

Schab [60]
2004
(n = 15)

AFC
(N = 136)

In 5/15 studies based
on parent reports

Cross-over n = 15
(diet or challenge
not specified)

P n = 13
Tn=6
On=4

P 10/13
T 6/6
O 2/4

Yes

Fail-safe N

SMD
(P 10/13 Other
5/10)

Nigg [61]
2012
(n = 11*)

AFC
(Not provided*)

Not provided*

Not provided*

P n = 11

Not
provided*

Not
provided*

Funnel plots
Trim-and-fill

SMD
(Not provided*)

Benton [50]
2007
(n = 5^)

FFD
(N = 136)

In none of 5 studies

Cross-over n = 5
(diet 2/5 challenge
3/5)

Pn=4
On=1

P 4/4

No

Not reported

SMD
(P 4/4 Other 1/1)

SonugaBarke [24]
2013
(n = 5^)%

FFD
(N = 118)

In none of 5 studies

Cross-over n = 5
(diet 2/5 challenge
3/5)

Pn=1
P 1/1
Tn=1
T 1/1
DC n = 1 DC 1/1
On=2

No

Not
reported**

SMD
(P 1/1 Other 4/4)

Gillies [54]
2012
(n = 7)

PUFA
(N = 762)

In 1/7 studies selection
on PUFA deficiency
symptoms [68]

Parallel n = 7
Pn=5
(supplement 7/7)%% T n = 4
On=1

Yes

Not
reported**

SMD
(P 4/5 Other 3/5)

SonugaBarke [24]
2013
(n = 11)%

PUFA
(N = 785)

In 1/11 studies
selection on PUFA
deficiency symptoms
[68]

Cross-over n = 4
Parallel n = 7
(supplement 11/
11)%%

No

Not
reported**

SMD
(P 4/4 Other 4/7)

P 5/5
T 4/4

Pn=4
P 2/4
Tn=6
T 6/6
P/T n = 1

AFC = artificial food colors; FFD = few-foods diet; PUFA = poly-unsaturated fatty acids; DBPC = double-blind placebo-controlled; P = parent; T = teacher;
DC = day-care; O = observer; P/T = combined parent and teacher ratings; Other = all raters except parents. ES = effect size.
*Nigg et al. included 20 studies. 11/20 studies concerned hyperactive children only, the parent ratings of which are provided in Nigg et al.’s Table 2 [61].
Numbers of children included, design, results per rater and outcome measures are not provided for the 11 studies.
^The two FFD meta-analyses, including the same five FFD studies, reported the results of different raters.
%

Probably blinded assessments’ meta-analysis.
In one study more than half of the children in the PUFA-group also received a multivitamin supplement [69].

%%
$

Missing numbers of raters in this column used a variety of other rating scales.

**Publication bias was not reported due to the small numbers of trials.
doi:10.1371/journal.pone.0169277.t001

ratings], -0.05 (95% CI: -0.27–0.18, p = 0.66, I2 = 0%) [teacher ratings] and 0.16 (95% CI: 0.01–
0.31, p = 0.04, I2 = 0%) [parent and teacher ratings]. The results are depicted in Fig 2.
In two of six meta-analyses heterogeneity was assessed by means of Q-statistics, a method
generally applied in meta-analyses published previous to 2009 [50, 60, 64–67]. We calculated
I2 using the Q statistics or the raw data provided (see Fig 2). Three of six meta-analyses (one
AFC [60] and two PUFA [24, 54]) showed I2 values less than 40%, while three meta-analyses
(one AFC [61] and two FFD [24, 50]) reported substantial I2 values without presenting subgroup results. Of the latter meta-analyses we performed sub-analyses to investigate the effect
of intervention and rater on heterogeneity. However, since Nigg et al. [61] did not report
which studies were incorporated in the AFC meta-analysis of eleven studies including hyperactive children only, thus prohibiting further sub-analytic calculations, only the sub-analytic
results of the two FFD meta-analyses [24, 50] are reported below.

Sub-analysis based on the FFD meta-analysis by Benton
The FFD meta-analysis by Benton [50], published in 2007, resulted in I2 = 61%, which is considerable. Subgroup analytic results were not provided; consequently we performed sub-
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Fig 2. Characteristics and outcomes of the six diet meta-analyses included in this systematic review. All meta-analyses included DBPC trials
only, conducted in children meeting the criteria of ADHD.
doi:10.1371/journal.pone.0169277.g002

analyses to assess the effect of subgrouping. However, we first performed a recalculation of this
meta-analysis based on the data in the original papers to verify the results, since in one study
included by Benton [50] mean and SD were provided in a figure only [70], while in another
study [71] the number of subjects (n = 16) differed from the number provided by Benton
(n = 26) [50]. Please see S1 Data, part 2, for the procedure followed. The results of this recalculation are reported in Fig 3A; the data derived from the original articles and used to perform
the recalculation are presented in S3 Table.
Benton included the DBPC parent ratings resulting from four of five RCTs [70–73]. The
fifth study, by Schmidt et al. [74] did not provide parent ratings, since this RCT was an inpatient study reporting three different outcomes: specialized teacher ratings, ward observation
ratings and test observation results. Benton included the ward observation measurements,
which in an in-patient population would come the closest to parent measurements. Considering the homogeneity of raters we performed a random-effects meta-regression to assess the
effect of intervention type (i.e. diet or challenge) on heterogeneity only. The outcomes of the
sub-analyses are shown in Fig 3B, resulting in a decrease of the heterogeneity in the subgroups
compared to the overall analysis.

Sub-analysis based on the FFD meta-analysis by Sonuga-Barke et al.
The FFD meta-analysis by Sonuga-Barke et al. (see page 283, Fig 3A [24]), published in 2013,
also resulted in considerable heterogeneity (I2 = 72%) without providing subgroup-analyses.
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Fig 3. Recalculation and sub-analysis of Benton’s FFD meta-analysis [50] (3A and 3B) based on the data derived from the
original articles. Forest plot of FFD effects and homogeneity statistics.
doi:10.1371/journal.pone.0169277.g003

PLOS ONE | DOI:10.1371/journal.pone.0169277 January 25, 2017

8 / 25

Diet and ADHD, Reviewing the Evidence

Preparatory to performing sub-analyses we executed a recalculation of this meta-analysis
based on the data derived from the original papers (see S3 Table), since Sonuga-Barke et al.
[24] neither reported the numbers of subjects included in the DBPC assessments nor means
and SDs necessary to calculate ES and CI.
Contrary to Benton [50], including DBPC parent ratings, Sonuga-Barke et al. [24] predominantly focused on DBPC other raters’ results. Although acknowledging that in DBPC trials
both parent and teacher ratings are ‘probably blinded’ [24], direct observations or teacher ratings (in that order of preference) were considered ‘better probably blinded’ [24]. If available,
these ratings (provided by teachers [74], day-care workers [73] and psychologists [70, 72])
were included by Sonuga-Barke et al. [24]; if not available, the DBPC parent ratings were
included [71]. We intended to use the same measurements as Sonuga-Barke et al. [24] in our
recalculation. However, we were compelled to make different choices concerning two [70, 74]
of five studies, and noted an important difference in a third study [71]:
1. In the study by Egger et al. parent and psychologist ratings were provided [70]. SonugaBarke et al. included the psychologist’s ratings, because the parent results were presented in
graphical form with no SDs (see Sonuga-Barke et al.’s supplementary appendix page 23)
[24]. We were unable to include the psychologist’s ratings in our recalculation since Egger
et al. [70] only provided mean and the paired t-value but not the correlation (r), which is
needed to calculate the ES from a paired t-value. However, we were able to estimate ES and
95% CI of the parental data based on the graphical representation of the data (using Microsoft Publisher ‘s ruler). Consequently, contrary to Sonuga-Barke et al. [24] we included
Egger et al.’s [70] parent ratings results.
2. In the study by Schmidt et al., conducted in an inpatient population, teacher ratings and
two observer ratings (ward and test observations) were provided [74]. Sonuga-Barke et al.
[24] included the teacher measurements in their meta-analysis, while we included the test
observation ratings, for two reasons. First, Schmidt et al. [74] reported that, due to the specialist setting in their clinic school with highly experienced teachers and only one to three
children per teacher, the teacher ratings neither revealed behavioral problems at the start of
the trial nor established the beneficial effect of medication. Commensurately, biased teacher
results were obtained in a laboratory school study evaluating the effect of medication, the
teachers being unable to differentiate between children taking medication or placebo, probably due to the therapeutically beneficial effect of both good structure and small classes
[75]. Taking the equally specialized setting into consideration, Schmidt et al. [74] excluded
the teacher ratings’ results from further analysis, which is in line with reviews on other
ADHD treatments, excluding results from laboratory school studies from evaluation as well
[76–78]. Second, including teacher ratings would not be in accordance with Sonuga-Barke
et al.’s statement that in home-based treatments (in Schmidt et al.’s study [74] the ward
being the children’s temporary home) observer ratings should prevail over teacher ratings
[24]. Based on these reasons we included the ‘best probably blinded’ test observation results
in our recalculation, since ward play observations in an inpatient population would be comparable to parent observations.
3. Sonuga-Barke et al. [24] presented an incorrect ES concerning Boris & Mandel’s study,
given the means and SD’s provided in the original paper [71]. Our recalculation includes
the original data provided by Boris & Mandel [71].
The meta-analytic results of our recalculation are provided in Fig 4A, commensurate to the
results by Sonuga-Barke et al. [24] based on the ‘best probably blinded’ ratings and showing
considerable heterogeneity. Additionally, to approach the meta-analysis by Sonuga-Barke et al.
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Fig 4. Recalculation and sub-analysis of Sonuga-Barke et al.’s FFD meta-analysis [24] (4A and 4B) based on the data
derived from the original articles. Forest plot of FFD effects and homogeneity statistics.
doi:10.1371/journal.pone.0169277.g004
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[24] as closest as possible we also performed a recalculation including Egger et al.’s psychologist ratings [70] based on the figures provided by Sonuga-Barke et al. [24] in their Fig 3A, page
283, the results of which are presented in S1 Fig. Finally, we performed a random effects metaregression to assess the effect of intervention type (i.e. diet or challenge) and of raters [i.e.
parents [70, 71] and other raters (i.e. day-care [73], psychologist [72] and test observers [74])]
on heterogeneity (see Fig 4B): the results show that subgrouping decreases heterogeneity in the
subgroups compared to the overall analysis.
In sum, both FFD meta-analyses [24, 50] provide important though different and complementary information: one focusing on DBPC parent ratings [50], the other predominantly
including other raters’ assessments [24]. To understand the real merits of an intervention a
complete picture is needed rather than limited coverages of outcomes, since meta-analyses not
providing all core outcomes are considered suboptimal [79]. Consequently, a complete overview of forest plots and homogeneity statistics, including all DBPC FFD ratings provided in
Figs 3 and 4, is depicted in S2 Fig.

Risk of bias
We additionally evaluated the risk of bias. Commensurate to Sonuga-Barke et al. [24] we were
unable to assess publication bias by means of funnel plots, since it is recommended that at least
ten studies are needed for funnel plots to be reliable [80]. However, LMP and KF independently assessed the risk of bias of each trial included in Figs 3 and 4 following the guidelines
provided in the Cochrane handbook for systematic reviews of intervention, version 5.1.0. [52];
disagreements were dissolved by RRP. The results are presented in Fig 5.

Discussion
The results of this systematic review, conducted to synthesize meta-analytic results of diet
interventions in children with ADHD in order to determine the effectiveness of diet treatments on ADHD, show that the average ESs of AFC elimination and PUFA supplementation
are too small to contribute significantly to ADHD treatment, while the FFD ESs are medium
to large, possibly offering novel treatment opportunities. The differences in outcomes between
diet types, the quality of the evidence provided in the subgroup meta-analyses, the differences
in conclusions between our and previous reviews, and the importance of addressing CIs and
heterogeneity is discussed below.

Differences in outcomes between diet types
Fig 2 shows that the FFD ESs are considerably larger than the ESs of AFC and PUFA, which
might be explained by inadequate blinding of the FFD; an intervention eliminating many
foods will conceivably be less easier to blind than AFC and PUFA, which can be hidden in
cookies, candy bars or capsules. However, this drawback was obviated in all DBPC FFD studies
by drastically adapting the intervention, thus securing the blinding (see S1 Text). Indeed,
Sonuga-Barke et al. reported that 5/5 FFD studies and 8/11 PUFA studies included in their
meta-analyses of probably blinded measurements received the maximum JADAD score for
blinding [24], indicating that the blinding method was both described and appropriate, and
that neither participants nor assessors (e.g. parents, teachers, other raters) were able to identify
the intervention applied [81].
The higher FFD ESs might also be the consequence of parental investments necessary to
apply the intervention, specifically since the FFD is considered a strenuous intervention [48,
70, 72, 74, 82, 83]. However, in adequately conducted DBPC trials parental investments are
deemed commensurable in verum and placebo groups. Furthermore, parental investments in
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Fig 5. Risk of bias graphs: review authors’ judgements about each risk of bias item. (A) Bias presented
for each individual study. (B) Bias presented as percentages across all included studies.
doi:10.1371/journal.pone.0169277.g005

the five DBPC FFD studies were marginal: one FFD study was an inpatient study and no
parents were involved [74], in the second FFD study ready-made meals were supplied [73],
and in the three FFD challenge studies the diet impact was limited to the challenges provided
by the research team [70–72]. Consequently, parental investments are unlikely to underlie the
high FFD ESs.
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The disparity in ESs might also be explained by the numbers of foods involved. According
to Rucklidge & Kaplan it would be unlikely that one supplemented nutrient resolved all vulnerabilities present in a complex disorder like ADHD, thus explicating the small behavioral
effects of supplement research that focuses on single nutrients [84]. Comparably, Benton
argued that the effect of an additives-free diet might be hidden completely by adverse effects to
other foods still in the diet, because potentially many foods may trigger adverse behavioral
effects, thus highlighting the importance in diet research to focus on many foods [50]. This
line of reasoning is corroborated by the results of the FFD studies, showing that large numbers
of foods as well as individual response differences are involved in behavioral changes [70, 72],
underlining that more restricted diet interventions may result in larger behavioral effects [71].
Finally, low ESs may be explained by suboptimal intervention conditions. Contrary to most
DBPC medication studies, using optimal medication doses because suboptimal doses would
result in biased and less optimal outcomes [78], in most DBPC diet studies suboptimal conditions were noted. In the AFC meta-analyses differences in AFC composition, dose, duration of
exposure, washout period and the timespan between ingestion and testing were reported;
these dissimilarities might act as confounding factors, resulting in underestimation and high
variability of results [60, 61]. Commensurately, as reported by Gillies et al., the DBPC PUFA
studies differed in dosage and type of fatty acids (either omega-3, omega-6, or a combination
of both) and in duration of supplementation [54], while the suboptimal diet applied in the
FFD studies (see S1 Text) may also have affected the FFD results.

Differences in conclusions between our and previous reviews
Unlike the conclusions of previous reviews on ADHD and diet [40–42], our review suggests
that there is convincing evidence for the effect of a FFD on ADHD. The difference in conclusions may be explained as follows: First, in accordance with the recommendation of the American Psychological Association to base discussion and interpretation of results on ES and CI
[85], our conclusions are based on ESs rather than on p-values. Study conclusions based on pvalues only may not accurately represent the clinical relevance of an intervention [86–89]: pvalues primarily provide information on the statistical (non-) significance and are highly
dependent of sample sizes, i.e. small changes in sample size may convert the statistical outcomes from insignificant to significant or vice versa [63, 86, 90]. Conversely, ESs provide clinically relevant information and are hardly affected by changes in sample size [63, 86, 90]. Given
that sample sizes in pediatric research frequently are small, studies may show statistically nonsignificant differences (p-values > 0.05) even when the ESs are large [86], elucidating that statistical non-significance is not equivalent to clinical irrelevance [63, 91]. However, although ES
(and CI, the importance of which will be discussed below) is considered important to assess
the average clinical relevance of an intervention [52], in medical research p-values are still
often used as the decisive information to accept or reject study outcomes, illustrated by two
meta-analyses included in this review, either resulting in significant p-values and small ESs
(PUFA ES = 0.16; p = 0.04) [24] or in non-significant p-values and medium ESs (FFD
ES = 0.51; p = 0.06) [24]. Based on these results it was concluded that PUFA supplementation
showed beneficial, though small, effects on ADHD, while further evidence for efficacy was
required for a FFD [24].
In addition, the impact of statistical significance in medical research may also be deduced
from the PUFA meta-analyses included in this review. The first study reported statistically
non-significant results (ES = 0.17), concluding that “Overall, there is little evidence that PUFA
supplementation provides any benefit for the symptoms of ADHD in children” [54]. Conversely, the second study reported statistically significant results (ES = 0.16), concluding that
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PUFA supplementation “produced small but significant reductions in ADHD symptoms even
with probably blinded assessments” [24].
The confusion concerning statistical significance and clinical relevance in medical research
is demonstrated in one of the recent reviews on diet and ADHD [40], stating that the FFD
resulted in ‘an insignificant effect when looking only at assessments made by an independent
blinded assessor’, the words ‘insignificant effect’ pointing at the medium ES of 0.51 and the
insignificant p-value of 0.06 [24]. Furthermore, the misleading inference that may result from
meta-analytic interpretations predominantly based on p-values is elucidated in S1 Fig, including the same rating results as reported by Sonuga-Barke et al. [24], except for Schmidt et al.’s
teacher ratings results, which were replaced by the test observation rating results [74]. The ES
calculated in S1 Fig (ES = 0.57) is comparable to the ES calculated by Sonuga-Barke et al.
(ES = 0.51 [24]). However, the statistical insignificance (p = 0.06) found by Sonuga-Barke et al.
[24] becomes statistically significant (p = 0.024). It might be conceivable that inclusion of
Schmidt et al.’s test observation ratings rather than the teacher ratings [74] by Sonuga-Barke
et al. [24] would have affected their conclusions and subsequently those of recent reviews [40–
42] and keynote papers [92, 93].
Second, the three recent reviews [40–42] did not discuss or refer to the previously published
FFD meta-analysis by Benton [50]. Our review is the first review interpreting the FFD results
in the context of previous research, i.e. including the results of the first FFD meta-analysis [50]
as well, which, according to the Scottish ADHD guidelines, provides the highest level of evidence (1++), indicating that it is a high-quality meta-analysis with a very low risk of bias [94].
Interpretation of meta-analytic results in the context of other evidence is considered important
[85–87, 95, 96]. Indeed, according to Helfer et al. ‘journals should make the discussion of
related meta-analyses mandatory’ to improve the transparency and value of meta-analyses and
to enhance evidence-based practice [97].

The importance of addressing CI and I2
When evaluating the clinical relevance of an intervention not only the average effect of an
intervention, i.e. the ES, but also the range of the average treatment effect, i.e. the 95% CI,
should be considered [98], taking into account that the width of CIs, like p-values, is affected
by the sample size: the smaller the sample, the wider the CI [63, 88, 99]. In addition, the 95%
CI width depends on the standard deviation (SD): the wider the SD, the wider the CI [88, 99].
Wide SDs may result from a wide distribution of post-intervention scores in the treatment
group, ensuing from population variability and individual response differences—some subjects showing large effects at post treatment, others showing small or no effects [100]. Large
individual differences in response might occur in FFD studies [70, 74], offering an explanation
for the wider FFD 95% CI’s when compared to the 95% CI’s of AFC and PUFA. Consequently,
interpretation of the width of 95% CI should always be done in light of sample size and SD.
Furthermore, in meta-analytic research heterogeneity testing is important to estimate the
consistency of study outcomes. Specifically in meta-analyses combining different raters and
interventions heterogeneity is to be expected [51]; a meaningful meta-analytic summary can
only be provided when the data included are more or less homogeneous [52], which can be
achieved by means of sub-analyses, thus increasing the reliability of the findings [51]. Fig 4B,
providing an overview of FFD sub-analyses, shows that the overall I2 of 58.6% decreases to 0%
(diet design, other raters) and 16.6% (challenge design, parent ratings) when subgrouping diet
types and raters. This reduction is comparable to the decrease of I2 following subgrouping in
medication meta-analyses [78].
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However, despite a decrease of heterogeneity and the concurrent increase of consistency
and reliability of the beneficial effect of a FFD on ADHD in groups of children, subgroup
meta-analyses do not provide information of whether an intervention would be beneficial
for an individual patient, neither do high ESs and small 95% CI’s, representing the average
treatment effect only [98]. For example, drug meta-analyses often show impressive ESs with
narrow 95% CIs not including zero (i.e. statistically significant) [64, 77], although the heterogeneous response to medication—some children responding well while others not
responding at all or responding sub-optimal—is well established [75, 101]. Indeed, since
‘ADHD is a heterogeneous disorder with multiple causes that probably differ between
individuals’ [92], and interpersonal variability may be high when diet is concerned [102],
differentiation between responders and non-responders and determination of response predictors [41] are important to establish the clinical importance of an intervention for each
individual child.

Quality of the evidence provided in the subgroup analyses
The bias results concerning blinding and attrition, presented in Fig 5, are commensurable
with the trial quality ratings of the 5 DBPC FFD studies reported by Sonuga-Barke et al. [24]
who used the Jadad scale, providing scores ranging from 0–5 (for randomization (0–2 points),
blinding (0–2 points) and attrition (0–1 point) [81]). The FFD studies received Jadad scores of
3 [73], 4 [74] and 5 points [70–72], i.e. all were rated fair or above [24]. Two items reported in
Fig 5, i.e. ‘allocation concealment’ and ‘other bias’, need to be addressed here. First, although
all studies reported randomization, none described the method applied to conceal the allocation, which is important to prevent ‘foreknowledge of intervention assignment’ [52]. According to Mills et al. allocation concealment is hardly reported in crossover trials [103], perhaps
because all participants automatically receive both treatments, thus prohibiting selective enrolment based on expectations. Second, in three of five studies one of the potential sources of
other bias listed in the Cochrane handbook for systematic reviews of interventions was noted,
i.e. ‘pre-randomization administration of an intervention that could enhance or diminish the
effect of a subsequent, randomized, intervention’ [52]. However, responsiveness selection previous to randomization was not only applied in FFD studies using a challenge design [70–72]
(see S1 Text), but also in AFC studies [60] and medication studies [64]. Indeed, a recent
Cochrane review, evaluating the effect of methylphenidate on ADHD, reported that cohort
selection and exclusion of placebo-responders as well as exclusion of non-responders to methylphenidate often occur in medication trials [104].
Furthermore, S2 Fig shows that DBPC observer ratings resulted in lower ESs than DBPC
parent measurements. The divergence in results between raters can be explained by the fact
that in different settings different aspects of the child’s behavior are observed, each rater providing ‘different perspectives on therapeutic effects’ [105]. For example, in the Multimodal
Treatment of ADHD (MTA) study [106], investigating the effects of both behavioral and pharmacological treatment in children with ADHD, the blinded observer measurements did not
show significant treatment effects on the child’s behavior [107], contrary to the parent ratings
[106]. Indeed, an observational setting may lack ‘ecological validity, as these ratings are based
on only a snapshot of the child’s behavior’ [24] and the behavioral symptoms may not be present in different or new situations [108]. According to Sonuga-Barke et al. neither laboratory
observer ratings nor parent ratings can be considered better measures of treatment effect,
since each provides different information [105]. In fact, drug treatment effects in children with
ADHD are usually assessed using parent ratings, which is considered an ‘ecologically valid
method of assessment’ [105].
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Based on the results depicted in Figs 3, 4 and S2 we hypothesize that the results of the FFD
studies using a diet design [73, 74] could be applicable to the general population of children
with ADHD, provided that parents are interested in diet treatment, while the results of the
challenge studies [70–72] would be applicable to children with ADHD who are alleged to
respond to foods. However, the FFD challenge studies have an important additional merit: the
open parental findings obtained previously to randomization were confirmed in a DBPC setting in each of the challenge studies [70–72], thus providing evidence for the reliability of open
rating results in FFD studies. Consequently, the results of the challenge studies might be
extrapolated to the general population of children with ADHD as well, taking into account
that many subjects participating had physical symptoms (though those without did as well as
those with [70]) or had parents that were specifically interested in diet treatment [72]. Finally,
the challenge study results show that all kinds of foods may provoke ADHD behavior in children, underlining the importance of applying a diet as restricted as possible to establish the
effect of food on ADHD.

Limitations
This review has some limitations. First, we limited our search to PubMed and Web of Science,
so we may have missed relevant meta-analyses, although we also searched reference lists of all
14 meta-analyses and of recent reviews on the topic. Second, our review was limited to metaanalytic reviews; other reviews were not included. Third, we only included published metaanalyses that focused on DBPC trials investigating the effect of diet on the behavior of children
meeting the criteria for ADHD or the equivalent psychiatric standards relevant at the time the
study was done. Fourth, it is conceivable that only parents interested in diet treatment will participate in a diet trial, thus limiting the results of this review to children whose parents are
receptive to a dietary approach of ADHD.

Clinical implications and future research
Our systematic review, evaluating the results of all published meta-analyses including DBPC
trials investigating the effect of diet interventions on ADHD, shows that the average ESs are
-0.05 to 0.17 (PUFA), 0.08 to 0.44 (AFC) and 0.51 to 0.80 (FFD). First, the PUFA ESs are small
to negligible, warranting the conclusion that as yet PUFA supplementation should not be
advised as a treatment of ADHD, although it should be acknowledged that the individual effect
of an intervention may be different from the average group effect. When searching www.
isrctn.com and www.ClinicalTrials.gov (search date April 2016) for registered and on-going
PUFA, AFC and FFD trials in ADHD (key words: diet, food, nutrition) we found 26 registered
clinical PUFA trials, 7 of which on-going, illustrating that the interest in PUFA research is substantial. Further PUFA research might 1) address the limitations reported by Gillies et al. [54],
2) include blood tests to establish any PUFA deficiencies [58] and, in light of the increasing
evidence for omega-6 and omega-3 PUFA competition for common enzymes [109], 3) focus
on the quantity of omega-3 and omega-6 PUFA already present in the child’s diet [110].
Second, the AFC ESs, though exceeding the PUFA ESs, are too small to contribute to
ADHD treatment. Consequently, provision of additives lists that can be given to parents of
children with ADHD [41] is not warranted yet. Still, the AFC ESs are too large to dismiss.
Since we did not find any registered or on-going AFC trials we suggest future research into the
effect of AFCs on ADHD to be incorporated in further FFD research, i.e. children responding
to a FFD should receive appropriate challenges with AFCs according to the advice given by
Schab & Trinh [60].
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Third, the FFD ESs are medium to large. Combined with the decrease of heterogeneity
resulting from subgroup-analyses, these results would justify administration of this intervention in children with ADHD, in line with a previous implementation advice [111]. However,
contrary to medication a FFD is not a long-term treatment, but a short-term diagnostic procedure, appropriately described by Rytter et al.: ‘Few Foods Diets are not meant as treatment,
but only as a method to identify diet-sensitive children. The actual treatment is the individually
tailored diet designed after repeated challenges have identified which food items should be
avoided’ [40]. Research has shown that this ‘few-foods approach’—i.e. a short-term FFD followed by food challenges in children showing clinically relevant behavioral improvements
(diet responders), eventually resulting in a personalized diet advice—would be achievable but
may take at least one year [70, 72], is considered burdensome [48, 70, 72, 74, 82, 83], is feasible
only in motivated families with good family structure [112] and would be easier to apply in
younger children [113]. Hence, large-scale implementation of the few-foods approach would
not be a realistic recommendation. Until further research into the mechanism of food in children with ADHD results in easier methods to define whether or not a child reacts to food—
and if so, to which foods—implementation of the few-foods approach should solely be considered in children not responding to medication and in young children with ADHD in whom
medication should be applied with caution [114].
When searching for registered and ongoing FFD trials we only found two RCTs, both
already published [48, 82]. In light of the evidence available, further FFD research is important
and should move beyond the question of whether a FFD may affect ADHD towards the question how food exerts its effect, and in which children. Establishing the biological basis of environmental influences on psychiatric disorders, including research into neuroendocrine
mechanisms, is important to define ‘how environments get under the skin’ [115]. In the specific case of the FFD it is of vital importance to facilitate or even supersede the few-foods
approach, which is very aggravating and is unlikely to become a generally applicable procedure
in children with ADHD. Further research might focus on the gut-brain axis, the gut microbiota and their metabolites, and the enteric nervous system. During the last decade, gut-brain
signaling research has shown that the microbiota (i.e. the myriads of microorganisms colonizing the digestive tract) and its microbiome (i.e. the collective microbiota genes) may modulate
behavior [116]. In fact, the gut microbiota responds rapidly to a change of diet [117, 118] and
produces neurochemicals comparable to the neurochemicals produced by the brain [119, 120].
Further research may 1) result in finding biomarkers or pathways, e.g. alterations in metabolites that are regulated by the gut flora [121], differences in neurotransmitters or in microbiota
composition; 2) provide an explanation for individual differences in diet response and the
associated wide SD’s and CIs, concurrently offering the opportunity to differentiate between
types of ADHD, and 3) offer novel diagnostic and treatment possibilities (e.g. specific probiotics) for children with ADHD. In light of the high frequency of comorbidity in ADHD [122]
and the recently established shared genetic etiology and pathophysiology with major psychiatric disorders [123], these findings may be of importance to other psychiatric disorders as well.

Recommendations
Several recommendations ensue from this review. First, we noted heterogeneities in nomenclature of diet and of blinding. Recommendations for unequivocal diet and blinding nomenclatures are given in S2 and S3 Texts. Second, in accordance with the recent advice by Fabiano
et al. not to combine diverse psychosocial intervention results into one aggregate analysis
[124], we suggest that future studies on ADHD and diet segregate between different diet types.
Third, although a DBPC design is the gold standard, some interventions, like behavioral
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therapy [106, 125, 126] and an optimal FFD (see S1 Text), are difficult to blind. Given the
advice that blinded designs in future intervention studies should ‘not compromise the quality
of the treatment being evaluated’ [24] we suggest further FFD research to apply single-blinded
ratings administering a non-disclosure procedure to complement parent and teacher ratings, a
method often used in studies difficult to blind [48, 125–128]. Fourth, when applying a FFD in
practice the most optimal intervention should be applied, which is consistent with medication
guidelines, advising dose titration to achieve maximum benefit with minimum adverse effects
[129]. Fifth, we suggest future RCTs to include information about the frequency of comorbidity and about the intervention’s effect on comorbid disorders. Finally, the importance of scrutiny when including rating results in meta-analytic calculations, of performing sub-analytic
calculations in case of high I2 and of providing a complete picture of ratings cannot be underestimated in meta-analytic research.

Conclusions
Based on double-blind placebo-controlled evidence our systematic review shows that the effect
sizes of AFC-free diets (small to medium) and PUFA supplementation (negligible to small)
warrant the conclusion that as yet these interventions should not be advised as general ADHD
treatment. Conversely, the effect sizes of a few-foods diet are medium to large, justifying
implementation of a diagnostic FFD in subgroups of children with ADHD, thus offering innovative treatment opportunities for ADHD. Further FFD research should focus on the mechanism of food in children with ADHD. Finding pathways may result in an easier diagnostic
procedure to differentiate between diet responders and nonresponders, in an easier therapeutic approach in children responding to foods and in a personalized disease strategy. The findings of this review are in line with the position of the International Society for Nutritional
Psychiatry Research, recently stating that there is ‘emerging and compelling evidence for nutrition as a crucial factor’ in mental disorders, and suggesting that ‘consideration of nutrition
should be part of standard practice’ [130].

Supporting Information
S1 PRISMA Checklist.
(PDF)
S1 Data. Overview of effect size calculations. Part 1. Effect size calculations in the meta-analyses included in this review (see Fig 2). Part 2. Effect size calculations applied in our recalculations and subgroup meta-analyses (see Figs 3, 4 and S2).
(PDF)
S1 Table. Characteristics of the most recently published reviews discussing the effect of
diet on ADHD, and of the current review.
(PDF)
S2 Table. Summary of characteristics of 14 meta-analyses evaluating diet interventions in
ADHD, including reasons for exclusion (depicted by ‘No’).
(PDF)
S3 Table. Overview of FFD RCT’s raters, design, and of the data provided in the articles
(either graphical or in figures) and included in Figs 3, 4 and S2 (denoted by ‘1’).
(PDF)
S1 Fig. Data provided in the probably blinded assessments’ FFD meta-analysis by SonugaBarke et al. (see Sonuga-Barke et al.’s page 283, Fig 3A), except for the teacher data provided

PLOS ONE | DOI:10.1371/journal.pone.0169277 January 25, 2017

18 / 25

Diet and ADHD, Reviewing the Evidence

by Schmidt et al., which are replaced by the test observation data. Forest plot of FFD effects
and homogeneity statistics.
(PDF)
S2 Fig. Sub-analysis of DBPC RCTs applying a FFD intervention, subgrouped per rater
(parent or other). Forest plot of FFD effects and homogeneity statistics.
(PDF)
S1 Text. Strengths and weaknesses of double-blind placebo-controlled RCTs investigating
the effect of a few-foods diet on ADHD.
(PDF)
S2 Text. Proposition for an unambiguous nomenclature of diet research.
(PDF)
S3 Text. Proposition for unambiguous definitions of blinding.
(PDF)

Acknowledgments
We gratefully acknowledge the comments of two anonymous reviewers.

Author Contributions
Conceptualization: LMP KF JT RRP.
Data curation: KF.
Formal analysis: KF LMP RRP.
Investigation: LMP KF.
Methodology: KF LMP.
Visualization: KF.
Writing – original draft: LMP KF.
Writing – review & editing: LMP KF RRP JT.

References
1.

Polanczyk GV, Willcutt EG, Salum GA, Kieling C, Rohde LA. ADHD prevalence estimates across
three decades: an updated systematic review and meta-regression analysis. Int J Epidemiol. 2014; 43
(2):434–42. doi: 10.1093/ije/dyt261 PMID: 24464188

2.

American Psychiatric Association. Diagnostic and statistical manual of mental disorders, 4th edn, text
revision. Washington, DC: American Psychiatric Association 2000.

3.

Wehmeier PM, Schacht A, Barkley RA. Social and emotional impairment in children and adolescents
with ADHD and the impact on quality of life. J Adolesc Health. 2010; 46(3):209–17. doi: 10.1016/j.
jadohealth.2009.09.009 PMID: 20159496

4.

Molina BS, Hinshaw SP, Eugene Arnold L, Swanson JM, Pelham WE, Hechtman L, et al. Adolescent
substance use in the multimodal treatment study of attention-deficit/hyperactivity disorder (ADHD)
(MTA) as a function of childhood ADHD, random assignment to childhood treatments, and subsequent
medication. J Am Acad Child Adolesc Psychiatry. 2013; 52(3):250–63. doi: 10.1016/j.jaac.2012.12.
014 PMID: 23452682

5.

Biederman J, Petty CR, Monuteaux MC, Mick E, Parcell T, Westerberg D, et al. The longitudinal
course of comorbid oppositional defiant disorder in girls with attention-deficit/hyperactivity disorder:
findings from a controlled 5-year prospective longitudinal follow-up study. J Dev Behav Pediatr. 2008;
29(6):501–07. doi: 10.1097/DBP.0b013e318190b290 PMID: 19077845

PLOS ONE | DOI:10.1371/journal.pone.0169277 January 25, 2017

19 / 25

Diet and ADHD, Reviewing the Evidence

6.

Sibley MH, Pelham WE, Molina BS, Gnagy EM, Waschbusch DA, Biswas A, et al. The delinquency
outcomes of boys with ADHD with and without comorbidity. J Abnorm Child Psychol. 2011; 39(1):21–
32. doi: 10.1007/s10802-010-9443-9 PMID: 20697799

7.

Elia J, Ambrosini P, Berrettini W. ADHD characteristics: I. Concurrent co-morbidity patterns in children
& adolescents. Child Adolesc Psychiatry Ment Health. 2008; 2(1):15. doi: 10.1186/1753-2000-2-15
PMID: 18598351

8.

Harpin VA. The effect of ADHD on the life of an individual, their family, and community from preschool
to adult life. Arch Dis Child. 2005; 90 Suppl 1:i2–7.

9.

Jensen CM, Steinhausen HC. Comorbid mental disorders in children and adolescents with attentiondeficit/hyperactivity disorder in a large nationwide study. Atten Defic Hyperact Disord. 2015; 7(1):27–
38. doi: 10.1007/s12402-014-0142-1 PMID: 24942707

10.

Biederman J, Petty CR, Evans M, Small J, Faraone SV. How persistent is ADHD? A controlled 10year follow-up study of boys with ADHD. Psychiatry Res. 2010; 177(3):299–304. doi: 10.1016/j.
psychres.2009.12.010 PMID: 20452063

11.

Dalsgaard S, Ostergaard SD, Leckman JF, Mortensen PB, Pedersen MG. Mortality in children, adolescents, and adults with attention deficit hyperactivity disorder: a nationwide cohort study. Lancet.
2015; 385(9983):2190–96. doi: 10.1016/S0140-6736(14)61684-6 PMID: 25726514

12.

Pelham WE, Foster EM, Robb JA. The economic impact of attention-deficit/hyperactivity disorder in
children and adolescents. J Pediatr Psychol. 2007; 32(6):711–27. doi: 10.1093/jpepsy/jsm022 PMID:
17556402

13.

Kleinman NL, Durkin M, Melkonian A, Markosyan K. Incremental employee health benefit costs,
absence days, and turnover among employees with ADHD and among employees with children with
ADHD. J Occup Environ Med. 2009; 51(11):1247–55. doi: 10.1097/JOM.0b013e3181bca68c PMID:
19858744

14.

Sonuga-Barke EJ, Koerting J, Smith E, McCann DC, Thompson M. Early detection and intervention
for attention-deficit/hyperactivity disorder. Expert Rev Neurother. 2011; 11(4):557–63. doi: 10.1586/
ern.11.39 PMID: 21469928

15.

Bolea-Alamanac B, Nutt DJ, Adamou M, Asherson P, Bazire S, Coghill D, et al. Evidence-based
guidelines for the pharmacological management of attention deficit hyperactivity disorder: update on
recommendations from the British Association for Psychopharmacology. J Psychopharmacol. 2014;
28(3):179–203. doi: 10.1177/0269881113519509 PMID: 24526134

16.

NICE. Attention deficit hyperactivity disorder: diagnosis and management of ADHD in children, young
people and adults: Leicester (UK): British Psychological Society; 2009.

17.

Charach A, Ickowicz A, Schachar R. Stimulant treatment over five years: adherence, effectiveness,
and adverse effects. J Am Acad Child Adolesc Psychiatry. 2004; 43(5):559–67. doi: 10.1097/
00004583-200405000-00009 PMID: 15100562

18.

van de Loo-Neus GH, Rommelse N, Buitelaar JK. To stop or not to stop? How long should medication
treatment of attention-deficit hyperactivity disorder be extended? Eur Neuropsychopharmacol. 2011;
21(8):584–99. doi: 10.1016/j.euroneuro.2011.03.008 PMID: 21530185

19.

Childress AC, Sallee FR. Attention-deficit/hyperactivity disorder with inadequate response to stimulants: approaches to management. CNS Drugs. 2014; 28(2):121–29. doi: 10.1007/s40263-013-01306 PMID: 24402970

20.

Lichtenstein P, Halldner L, Zetterqvist J, Sjolander A, Serlachius E, Fazel S, et al. Medication for attention deficit-hyperactivity disorder and criminality. N Engl J Med. 2012; 367(21):2006–14. doi: 10.1056/
NEJMoa1203241 PMID: 23171097

21.

van der Kolk A, Bouwmans CA, Schawo SJ, Buitelaar JK, van Agthoven M, Hakkaart-van Roijen L.
Association between societal costs and treatment response in children and adolescents with ADHD
and their parents. A cross-sectional study in the Netherlands. Springerplus. 2015; 4:224. doi: 10.1186/
s40064-015-0978-7 PMID: 26155437

22.

Riddle MA, Yershova K, Lazzaretto D, Paykina N, Yenokyan G, Greenhill L, et al. The Preschool
Attention-Deficit/Hyperactivity Disorder Treatment Study (PATS) 6-year follow-up. J Am Acad Child
Adolesc Psychiatry. 2013; 52(3):264–78.e2. doi: 10.1016/j.jaac.2012.12.007 PMID: 23452683

23.

Shaw M, Hodgkins P, Caci H, Young S, Kahle J, Woods AG, et al. A systematic review and analysis of
long-term outcomes in attention deficit hyperactivity disorder: effects of treatment and non-treatment.
BMC Med. 2012; 10:99. doi: 10.1186/1741-7015-10-99 PMID: 22947230

24.

Sonuga-Barke EJ, Brandeis D, Cortese S, Daley D, Ferrin M, Holtmann M, et al. Nonpharmacological
interventions for ADHD: systematic review and meta-analyses of randomized controlled trials of dietary and psychological treatments. Am J Psychiatry. 2013; 170(3):275–89. doi: 10.1176/appi.ajp.
2012.12070991 PMID: 23360949

PLOS ONE | DOI:10.1371/journal.pone.0169277 January 25, 2017

20 / 25

Diet and ADHD, Reviewing the Evidence

25.

Molina BS, Hinshaw SP, Swanson JM, Arnold LE, Vitiello B, Jensen PS, et al. The MTA at 8 years:
prospective follow-up of children treated for combined-type ADHD in a multisite study. J Am Acad
Child Adolesc Psychiatry. 2009; 48(5):484–500. doi: 10.1097/CHI.0b013e31819c23d0 PMID:
19318991

26.

Pelham WE, Smith BH, Evans SW, Bukstein O, Gnagy EM, Greiner AR, et al. The effectiveness of
short- and long-acting stimulant medications for adolescents with ADHD in a naturalistic secondary
school setting. J Atten Disord. 2013.

27.

Adler LD, Nierenberg AA. Review of medication adherence in children and adults with ADHD. Postgrad Med. 2010; 122(1):184–91. doi: 10.3810/pgm.2010.01.2112 PMID: 20107302

28.

Wehmeier PM, Dittmann RW, Banaschewski T. Treatment compliance or medication adherence in
children and adolescents on ADHD medication in clinical practice: results from the COMPLY observational study. Atten Defic Hyperact Disord. 2014; 7(2):165–74. doi: 10.1007/s12402-014-0156-8 PMID:
25416667

29.

Garbe E, Mikolajczyk RT, Banaschewski T, Petermann U, Petermann F, Kraut AA, et al. Drug treatment patterns of attention-deficit/hyperactivity disorder in children and adolescents in Germany:
results from a large population-based cohort study. J Child Adolesc Psychopharmacol. 2012; 22
(6):452–58. doi: 10.1089/cap.2012.0022 PMID: 23234588

30.

Hong M, Lee WH, Moon DS, Lee SM, Chung US, Bahn GH. A 36 month naturalistic retrospective
study of clinic-treated youth with attention-deficit/hyperactivity disorder. J Child Adolesc Psychopharmacol. 2014; 24(6):341–46. doi: 10.1089/cap.2013.0090 PMID: 24955936

31.

Howard JT, Walick KS, Rivera JC. Preliminary evidence of an association between ADHD medications and diminished bone health in children and adolescents. J Pediatr Orthop. 2015.

32.

Thapar A, Cooper M, Eyre O, Langley K. What have we learnt about the causes of ADHD? J Child
Psychol Psychiatry. 2013; 54(1):3–16. doi: 10.1111/j.1469-7610.2012.02611.x PMID: 22963644

33.

Franke B, Neale BM, Faraone SV. Genome-wide association studies in ADHD. Hum Genet. 2009;
126(1):13–50. doi: 10.1007/s00439-009-0663-4 PMID: 19384554

34.

Nigg J, Nikolas M, Burt SA. Measured gene-by-environment interaction in relation to attention-deficit/
hyperactivity disorder. J Am Acad Child Adolesc Psychiatry. 2010; 49(9):863–73. doi: 10.1016/j.jaac.
2010.01.025 PMID: 20732623

35.

Millichap JG. Etiologic classification of attention-deficit/hyperactivity disorder. Pediatrics. 2008; 121
(2):E358–E65. doi: 10.1542/peds.2007-1332 PMID: 18245408

36.

Academy of Medical Sciences. Identifying the environmental causes of disease: how should we
decide what to believe and when to take action? London: Academy of Medical Sciences; 2007.

37.

Rutter M, Moffitt TE, Caspi A. Gene-environment interplay and psychopathology: multiple varieties but
real effects. J Child Psychol Psychiatry. 2006; 47(3–4):226–61. doi: 10.1111/j.1469-7610.2005.
01557.x PMID: 16492258

38.

Thapar A, Cooper M, Jefferies R, Stergiakouli E. What causes attention deficit hyperactivity disorder?
Arch Dis Child. 2012; 97(3):260–65. doi: 10.1136/archdischild-2011-300482 PMID: 21903599

39.

Daley D. Attention deficit hyperactivity disorder: a review of the essential facts. Child Care Health Dev.
2006; 32(2):193–204. doi: 10.1111/j.1365-2214.2006.00572.x PMID: 16441854

40.

Rytter MJ, Andersen LB, Houmann T, Bilenberg N, Hvolby A, Molgaard C, et al. Diet in the treatment
of ADHD in children—a systematic review of the literature. Nord J Psychiatry. 2015; 69(1):1–18. doi:
10.3109/08039488.2014.921933 PMID: 24934907

41.

Nigg JT, Holton K. Restriction and elimination diets in ADHD treatment. Child Adolesc Psychiatr Clin N
Am. 2014; 23(4):937–53. doi: 10.1016/j.chc.2014.05.010 PMID: 25220094

42.

Stevenson J, Buitelaar J, Cortese S, Ferrin M, Konofal E, Lecendreux M, et al. Research review: the
role of diet in the treatment of attention-deficit/hyperactivity disorder—an appraisal of the evidence on
efficacy and recommendations on the design of future studies. J Child Psychol Psychiatry. 2014; 55
(5):416–27. doi: 10.1111/jcpp.12215 PMID: 24552603

43.

Wender EH. The food additive-free diet in the treatment of behavior disorders: a review. J Dev Behav
Pediatr. 1986; 7(1):35–42. PMID: 3949989

44.

Feingold BF. Hyperkinesis and learning disabilities linked to artificial food flavors and colors. Am J
Nurs. 1975; 75(5):797–803. PMID: 1039267

45.

Stevens LJ, Kuczek T, Burgess JR, Hurt E, Arnold LE. Dietary sensitivities and ADHD symptoms:
thirty-five years of research. Clin Pediatr (Phila). 2011; 50(4):279–93.

46.

Arnold LE, Hurt E, Lofthouse N. Attention-deficit/hyperactivity disorder: dietary and nutritional treatments. Child Adolesc Psychiatr Clin N Am. 2013; 22(3):381–402. doi: 10.1016/j.chc.2013.03.001
PMID: 23806311

PLOS ONE | DOI:10.1371/journal.pone.0169277 January 25, 2017

21 / 25

Diet and ADHD, Reviewing the Evidence

47.

Garg AX, Hackam D, Tonelli M. Systematic review and meta-analysis: when one study is just not
enough. Clin J Am Soc Nephrol. 2008; 3(1):253–60. doi: 10.2215/CJN.01430307 PMID: 18178786

48.

Pelsser LM, Frankena K, Toorman J, Savelkoul HF, Dubois AE, Pereira RR, et al. Effects of a
restricted elimination diet on the behaviour of children with attention-deficit hyperactivity disorder
(INCA study): a randomised controlled trial. Lancet. 2011; 377(9764):494–503. doi: 10.1016/S01406736(10)62227-1 PMID: 21296237

49.

Pelsser LM. ADHD, a food-induced hypersensitivity syndrome: in quest of a cause. Nijmegen: Thesis,
2011.

50.

Benton D. The impact of diet on anti-social, violent and criminal behaviour. Neurosci Biobehav Rev.
2007; 31(5):752–74. doi: 10.1016/j.neubiorev.2007.02.002 PMID: 17433442

51.

Higgins JP, Thompson SG, Deeks JJ, Altman DG. Measuring inconsistency in meta-analyses. BMJ.
2003; 327(7414):557–60. doi: 10.1136/bmj.327.7414.557 PMID: 12958120

52.

Higgins JP, Green, S. Cochrane handbook for systematic reviews of interventions, version 5.1.0. The
Cochrane collaboration, 2011.

53.

Ades AE, Lu G, Higgins JP. The interpretation of random-effects meta-analysis in decision models.
Med Decis Making. 2005; 25(6):646–54. doi: 10.1177/0272989X05282643 PMID: 16282215

54.

Gillies D, Sinn J, Lad SS, Leach MJ, Ross MJ. Polyunsaturated fatty acids (PUFA) for attention deficit
hyperactivity disorder (ADHD) in children and adolescents. Cochrane Database Syst Rev. 2012; 7:
Cd007986.

55.

Bloch MH, Qawasmi A. Omega-3 fatty acid supplementation for the treatment of children with attention-deficit/hyperactivity disorder symptomatology: systematic review and meta-analysis. J Am Acad
Child Adolesc Psychiatry. 2011; 50(10):991–1000. doi: 10.1016/j.jaac.2011.06.008 PMID: 21961774

56.

Puri BK, Martins JG. Which polyunsaturated fatty acids are active in children with attention-deficit
hyperactivity disorder receiving PUFA supplementation? A fatty acid validated meta-regression analysis of randomized controlled trials. Prostaglandins Leukot Essent Fatty Acids. 2014; 90(5):179–89.
doi: 10.1016/j.plefa.2014.01.004 PMID: 24560325

57.

Hawkey E, Nigg JT. Omega-3 fatty acid and ADHD: blood level analysis and meta-analytic extension
of supplementation trials. Clin Psychol Rev. 2014; 34(6):496–505. doi: 10.1016/j.cpr.2014.05.005
PMID: 25181335

58.

Cooper RE, Tye C, Kuntsi J, Vassos E, Asherson P. Omega-3 polyunsaturated fatty acid supplementation and cognition: A systematic review and meta-analysis. Journal of psychopharmacology (Oxford,
England). 2015; 29(7):753–63.

59.

Wolraich ML, Wilson DB, White JW. The effect of sugar on behavior or cognition in children—a meta
analysis. JAMA. 1995; 274(20):1617–21. PMID: 7474248

60.

Schab DW, Trinh NH. Do artificial food colors promote hyperactivity in children with hyperactive syndromes? A meta-analysis of double-blind placebo-controlled trials. J Dev Behav Pediatr. 2004; 25
(6):423–34. PMID: 15613992

61.

Nigg JT, Lewis K, Edinger T, Falk M. Meta-analysis of attention-deficit/hyperactivity disorder or attention-deficit/hyperactivity disorder symptoms, restriction diet, and synthetic food color additives. J Am
Acad Child Adolesc Psychiatry. 2012; 51(1):86–97.e8. doi: 10.1016/j.jaac.2011.10.015 PMID:
22176942

62.

Kavale KA, Forness SR. Hyperactivity and diet treatment: a meta-analysis of the Feingold hypothesis.
J Learn Disabil. 1983; 16(6):324–30. PMID: 6886553

63.

Dunst CJ, Hamby DW. Guide for calculating and interpreting effect sizes and confidence intervals in
intellectual and developmental disability research studies. J Intellect Dev Disabil. 2012; 37(2):89–99.
doi: 10.3109/13668250.2012.673575 PMID: 22530580

64.

Faraone SV, Biederman J, Spencer TJ, Aleardi M. Comparing the efficacy of medications for ADHD
using meta-analysis. MedGenMed. 2006; 8(4):4. PMID: 17415287

65.

Joseph MF, Frazier TW, Youngstrom EA, Soares JC. A quantitative and qualitative review of neurocognitive performance in pediatric bipolar disorder. J Child Adolesc Psychopharmacol. 2008; 18
(6):595–605. doi: 10.1089/cap.2008.064 PMID: 19108664

66.

Kratochvil CJ, Milton DR, Vaughan BS, Greenhill LL. Acute atomoxetine treatment of younger and
older children with ADHD: a meta-analysis of tolerability and efficacy. Child Adolesc Psychiatry Ment
Health. 2008; 2(1):25. doi: 10.1186/1753-2000-2-25 PMID: 18793405

67.

Valera EM, Faraone SV, Murray KE, Seidman LJ. Meta-analysis of structural imaging findings in attention-deficit/hyperactivity disorder. Biol Psychiatry. 2007; 61(12):1361–69. doi: 10.1016/j.biopsych.
2006.06.011 PMID: 16950217

PLOS ONE | DOI:10.1371/journal.pone.0169277 January 25, 2017

22 / 25

Diet and ADHD, Reviewing the Evidence

68.

Stevens L, Zhang W, Peck L, Kuczek T, Grevstad N, Mahon A, et al. EFA supplementation in children
with inattention, hyperactivity, and other disruptive behaviors. Lipids. 2003; 38(10):1007–21. PMID:
14669965

69.

Sinn N, Bryan J. Effect of supplementation with polyunsaturated fatty acids and micronutrients on
learning and behavior problems associated with child ADHD. J Dev Behav Pediatr. 2007; 28(2):82–
91. doi: 10.1097/01.DBP.0000267558.88457.a5 PMID: 17435458

70.

Egger J, Carter CM, Graham PJ, Gumley D, Soothill JF. Controlled trial of oligoantigenic treatment in
the hyperkinetic syndrome. Lancet. 1985; 1(8428):540–5. PMID: 2857900

71.

Boris M, Mandel FS. Foods and additives are common causes of the attention deficit hyperactive disorder in children. Ann Allergy. 1994; 72(5):462–68. PMID: 8179235

72.

Carter CM, Urbanowicz M, Hemsley R, Mantilla L, Strobel S, Graham PJ, et al. Effects of a few food
diet in attention deficit disorder. Arch Dis Child. 1993; 69(5):564–8. PMID: 8257176

73.

Kaplan BJ, McNicol J, Conte RA, Moghadam HK. Dietary replacement in preschool-aged hyperactive
boys. Pediatrics. 1989; 83(1):7–17. PMID: 2909977

74.

Schmidt MH, Mocks P, Lay B, Eisert HG, Fojkar R, Fritz-Sigmund D, et al. Does oligoantigenic diet
influence hyperactive/conduct-disordered children—a controlled trial. Eur Child Adolesc Psychiatry.
1997; 6(2):88–95. PMID: 9257090

75.

Sonuga-Barke EJ, Van Lier P, Swanson JM, Coghill D, Wigal S, Vandenberghe M, et al. Heterogeneity in the pharmacodynamics of two long-acting methylphenidate formulations for children with attention deficit/hyperactivity disorder. A growth mixture modelling analysis. Eur Child Adolesc Psychiatry.
2008; 17(4):245–54. doi: 10.1007/s00787-007-0667-3 PMID: 18071840

76.

Fabiano GA, Pelham WE Jr., Coles EK, Gnagy EM, Chronis-Tuscano A, O’Connor BC. A meta-analysis of behavioral treatments for attention-deficit/hyperactivity disorder. Clin Psychol Rev. 2009; 29
(2):129–40. doi: 10.1016/j.cpr.2008.11.001 PMID: 19131150

77.

Faraone SV, Buitelaar J. Comparing the efficacy of stimulants for ADHD in children and adolescents
using meta-analysis. Eur Child Adolesc Psychiatry. 2010; 19(4):353–64. doi: 10.1007/s00787-0090054-3 PMID: 19763664

78.

Faraone SV. Using meta-analysis to compare the efficacy of medications for attention-deficit/hyperactivity disorder in youths. P T. 2009; 34(12):678–94. PMID: 20140141

79.

Siontis KC, Hernandez-Boussard T, Ioannidis JP. Overlapping meta-analyses on the same topic: survey of published studies. BMJ. 2013; 347:f4501. doi: 10.1136/bmj.f4501 PMID: 23873947

80.

Sterne JA, Sutton AJ, Ioannidis JP, Terrin N, Jones DR, Lau J, et al. Recommendations for examining
and interpreting funnel plot asymmetry in meta-analyses of randomised controlled trials. BMJ. 2011;
343:d4002. doi: 10.1136/bmj.d4002 PMID: 21784880

81.

Jadad AR, Moore RA, Carroll D, Jenkinson C, Reynolds DJ, Gavaghan DJ, et al. Assessing the quality
of reports of randomized clinical trials: is blinding necessary? Control Clin Trials. 1996; 17(1):1–12.
PMID: 8721797

82.

Pelsser LM, Frankena K, Toorman J, Savelkoul HF, Pereira RR, Buitelaar JK. A randomised controlled trial into the effects of food on ADHD. Eur Child Adolesc Psychiatry. 2009; 18(1):12–19. doi: 10.
1007/s00787-008-0695-7 PMID: 18431534

83.

Millichap JG, Yee MM. The diet factor in attention-deficit/hyperactivity disorder. Pediatrics. 2012; 129
(2):330–37. doi: 10.1542/peds.2011-2199 PMID: 22232312

84.

Rucklidge JJ, Kaplan BJ. Broad-spectrum micronutrient treatment for attention-deficit/hyperactivity
disorder: rationale and evidence to date. CNS Drugs. 2014; 28(9):775–85. doi: 10.1007/s40263-0140190-2 PMID: 25056569

85.

American Psychological Association. Publication manual of the APA ( 6th ed). Washington DC:
American Psychological Association, 2010.

86.

Durlak JA. How to select, calculate, and interpret effect sizes. J Pediatr Psychol. 2009; 34(9):917–28.
doi: 10.1093/jpepsy/jsp004 PMID: 19223279

87.

Goodman S. A dirty dozen: twelve p-value misconceptions. Semin Hematol. 2008; 45(3):135–40. doi:
10.1053/j.seminhematol.2008.04.003 PMID: 18582619

88.

Cumming G, Finch S. Inference by eye: confidence intervals and how to read pictures of data. Am
Psychol. 2005; 60(2):170–80. doi: 10.1037/0003-066X.60.2.170 PMID: 15740449

89.

Hubbard RML R.M. Why P values are not a useful measure of evidence in statistical significance testing. Theory Psychol. 2008; 18:69–88.

90.

Fritz CO, Morris PE, Richler JJ. Effect size estimates: current use, calculations, and interpretation. J
Exp Psychol Gen. 2012; 141(1):2–18. doi: 10.1037/a0024338 PMID: 21823805

PLOS ONE | DOI:10.1371/journal.pone.0169277 January 25, 2017

23 / 25

Diet and ADHD, Reviewing the Evidence

91.

Coulson M, Healey M, Fidler F, Cumming G. Confidence intervals permit, but do not guarantee, better
inference than statistical significance testing. Front Psychol. 2010; 1:26. doi: 10.3389/fpsyg.2010.
00026 PMID: 21607077

92.

Faraone SV, Asherson P, Banaschewski et al. Attention-deficit/hyperactivity disorder. Nature Reviews
Disease primers. 2015; 1.

93.

Thapar A, Cooper M. Attention deficit hyperactivity disorder. Lancet. 2016; 387(10024):1240–1250.
doi: 10.1016/S0140-6736(15)00238-X PMID: 26386541

94.

Scottish Intercollegiate Guidelines Network. Management of attention deficit and hyperkinetic disorders in children and young people. Edinburgh: SIGN, 2009.

95.

Finch S, Cumming G. Putting research in context: understanding confidence intervals from one or
more studies. J Pediatr Psychol. 2009; 34(9):903–16. doi: 10.1093/jpepsy/jsn118 PMID: 19095715

96.

Liberati A, Altman DG, Tetzlaff J, Mulrow C, Gotzsche PC, Ioannidis JPA, et al. The PRISMA statement for reporting systematic reviews and meta-analyses of studies that evaluate healthcare interventions: explanation and elaboration. BMJ. 2009; 339:b2535.

97.

Helfer B, Prosser A, Samara MT, Geddes JR, Cipriani A, Davis JM, et al. Recent meta-analyses
neglect previous systematic reviews and meta-analyses about the same topic: a systematic examination. BMC Med. 2015; 13.

98.

Cates C, Karner C. Clinical importance cannot be ruled out using mean difference alone. BMJ. 2015;
351:h5496. doi: 10.1136/bmj.h5496 PMID: 26588935

99.

du Prel JB, Hommel G, Rohrig B, Blettner M. Confidence interval or p-value?: part 4 of a series on
evaluation of scientific publications. Dtsch Arztebl Int. 2009; 106(19):335–9. doi: 10.3238/arztebl.
2009.0335 PMID: 19547734

100.

Morris SB. Estimating Effect sizes from pretest-posttest-control group designs. Organizational
Research Methods. 2008; 11:364–86.

101.

Hautmann C, Rothenberger A, Dopfner M. An observational study of response heterogeneity in children with attention deficit hyperactivity disorder following treatment switch to modified-release methylphenidate. BMC Psychiatry. 2013; 13:219. doi: 10.1186/1471-244X-13-219 PMID: 24004962

102.

Zeevi D, Korem T, Zmora N, Israeli D, Rothschild D, Weinberger A, et al. Personalized nutrition by prediction of glycemic responses. Cell. 2015; 163(5):1079–94. doi: 10.1016/j.cell.2015.11.001 PMID:
26590418

103.

Mills EJ, Chan AW, Wu P, Vail A, Guyatt GH, Altman DG. Design, analysis, and presentation of crossover trials. Trials. 2009; 10:27. doi: 10.1186/1745-6215-10-27 PMID: 19405975

104.

Storebo OJ, Ramstad E, Krogh HB, Nilausen TD, Skoog M, Holmskov M, et al. Methylphenidate for
children and adolescents with attention deficit hyperactivity disorder (ADHD). Cochrane Database
Syst Rev. 2015; 11:CD009885.

105.

Sonuga-Barke EJ, Coghill D, DeBacker M, Swanson J. Measuring methylphenidate response in attention-deficit/hyperactvity disorder: how are laboratory classroom-based measures related to parent ratings? J Child Adolesc Psychopharmacol. 2009; 19(6):691–8. doi: 10.1089/cap.2009.0027 PMID:
20035587

106.

MTA Cooperative Group. A 14-month randomized clinical trial of treatment strategies for attention-deficit/hyperactivity disorder. Multimodal Treatment Study of Children with ADHD. Arch Gen Psychiatry.
1999; 56(12):1073–86. PMID: 10591283

107.

Wells KC, Chi TC, Hinshaw SP, Epstein JN, Pfiffner L, Nebel-Schwalm M, et al. Treatment-related
changes in objectively measured parenting behaviors in the multimodal treatment study of children
with attention-deficit/hyperactivity disorder. J Consult Clin Psychol. 2006; 74(4):649–57. doi: 10.1037/
0022-006X.74.4.649 PMID: 16881772

108.

Taylor E, Dopfner M, Sergeant J, Asherson P, Banaschewski T, Buitelaar J, et al. European clinical
guidelines for hyperkinetic disorder—first upgrade. Eur Child Adolesc Psychiatry. 2004; 13 Suppl 1:
I7–30.

109.

Harnack K, Andersen G, Somoza V. Quantitation of alpha-linolenic acid elongation to eicosapentaenoic and docosahexaenoic acid as affected by the ratio of n6/n3 fatty acids. Nutr Metab (Lond). 2009;
6:8.

110.

Schachter HM, Kourad K, Merali Z, Lumb A, Tran K, Miguelez M. Effects of omega-3 fatty acids on
mental health. Evid Rep Technol Assess (Summ). 2005; (116):1–11.

111.

Hill P, Taylor E. An auditable protocol for treating attention deficit/hyperactivity disorder. Arch Dis
Child. 2001; 84(5):404–09. doi: 10.1136/adc.84.5.404 PMID: 11316683

112.

Pelsser L, van Steijn DJ, Frankena K, Toorman J, Buitelaar JK, Rommelse NN. A randomized controlled pilot study into the effects of a restricted elimination diet on family structure in families with
ADHD and ODD. Child and Adolescent Mental Health. 2013; 18(1):39–45.

PLOS ONE | DOI:10.1371/journal.pone.0169277 January 25, 2017

24 / 25

Diet and ADHD, Reviewing the Evidence

113.

Ghuman JK, Arnold LE, Anthony BJ. Psychopharmacological and other treatments in preschool children with attention-deficit/hyperactivity disorder: current evidence and practice. J Child Adolesc Psychopharmacol. 2008; 18(5):413–47. doi: 10.1089/cap.2008.022 PMID: 18844482

114.

Sonuga-Barke EJ, Daley D, Thompson M, Swanson J. Preschool ADHD: exploring uncertainties in
diagnostic validity and utility, and treatment efficacy and safety. Expert Rev Neurother. 2003; 3
(4):465–76. doi: 10.1586/14737175.3.4.465 PMID: 19810931

115.

Rutter M. Child and adolescent psychiatry: past scientific achievements and challenges for the future.
Eur Child Adolesc Psychiatry. 2010; 19(9):689–703. doi: 10.1007/s00787-010-0111-y PMID:
20458511

116.

Collins SM, Surette M, Bercik P. The interplay between the intestinal microbiota and the brain. Nat
Rev Microbiol. 2012; 10(11):735–42. doi: 10.1038/nrmicro2876 PMID: 23000955

117.

David LA, Maurice CF, Carmody RN, Gootenberg DB, Button JE, Wolfe BE, et al. Diet rapidly and
reproducibly alters the human gut microbiome. Nature. 2014; 505(7484):559–63. doi: 10.1038/
nature12820 PMID: 24336217

118.

Suez J, Korem T, Zeevi D, Zilberman-Schapira G, Thaiss CA, Maza O, et al. Artificial sweeteners
induce glucose intolerance by altering the gut microbiota. Nature. 2014; 514(7521):181–86. doi: 10.
1038/nature13793 PMID: 25231862

119.

Lyte M. Microbial endocrinology in the microbiome-gut-brain axis: how bacterial production and utilization of neurochemicals influence behavior. PLoS Pathog. 2013; 9(11):e1003726. doi: 10.1371/journal.
ppat.1003726 PMID: 24244158

120.

Alcock J, Maley CC, Aktipis CA. Is eating behavior manipulated by the gastrointestinal microbiota?
Evolutionary pressures and potential mechanisms. Bioessays. 2014; 36(10):940–49. doi: 10.1002/
bies.201400071 PMID: 25103109

121.

Hsiao EY, McBride SW, Hsien S, Sharon G, Hyde ER, McCue T, et al. Microbiota modulate behavioral
and physiological abnormalities associated with neurodevelopmental disorders. Cell. 2013; 155
(7):1451–63. doi: 10.1016/j.cell.2013.11.024 PMID: 24315484

122.

Jensen CM, Steinhausen HC. Comorbid mental disorders in children and adolescents with attentiondeficit/hyperactivity disorder in a large nationwide study. Atten Defic Hyperact Disord. 2015; 7(1):27–
38. doi: 10.1007/s12402-014-0142-1 PMID: 24942707

123.

Cross-Disorder Group of the Psychiatric Genomics C. Identification of risk loci with shared effects on
five major psychiatric disorders: a genome-wide analysis. Lancet. 2013; 381(9875):1371–79. doi: 10.
1016/S0140-6736(12)62129-1 PMID: 23453885

124.

Fabiano GA, Schatz NK, Aloe AM, Chacko A, Chronis-Tuscano A. A systematic review of meta-analyses of psychosocial treatment for attention-deficit/hyperactivity disorder. Clin Child Fam Psychol Rev.
2015; 18(1):77–97. doi: 10.1007/s10567-015-0178-6 PMID: 25691358

125.

Morrison AP, Turkington D, Pyle M, Spencer H, Brabban A, Dunn G, et al. Cognitive therapy for people
with schizophrenia spectrum disorders not taking antipsychotic drugs: a single-blind randomised controlled trial. Lancet. 2014; 383(9926):1395–403. doi: 10.1016/S0140-6736(13)62246-1 PMID:
24508320

126.

McCann DC, Thompson M, Daley D, Barton J, Laver-Bradbury C, Hutchings J, et al. Study protocol
for a randomized controlled trial comparing the efficacy of a specialist and a generic parenting programme for the treatment of preschool ADHD. Trials. 2014; 15:142. doi: 10.1186/1745-6215-15-142
PMID: 24767423

127.

Freeman D, Waite F, Startup H, Myers E, Lister R, McInerney J, et al. Efficacy of cognitive behavioural
therapy for sleep improvement in patients with persistent delusions and hallucinations (BEST): a prospective, assessor-blind, randomised controlled pilot trial. Lancet Psychiatry. 2015; 2(11):975–83. doi:
10.1016/S2215-0366(15)00314-4 PMID: 26363701

128.

Clark DL, Arnold LE, Crowl L, Bozzolo H, Peruggia M, Ramadan Y, et al. Vestibular Stimulation for
ADHD: randomized controlled trial of Comprehensive Motion Apparatus. J Atten Disord. 2008; 11
(5):599–611. doi: 10.1177/1087054707311042 PMID: 18198165

129.

Wolraich M, Brown L, Brown RT, DuPaul G, Earls M, Feldman HM, et al. ADHD: clinical practice
guideline for the diagnosis, evaluation, and treatment of attention-deficit/hyperactivity disorder in children and adolescents. Pediatrics. 2011; 128(5):1007–22. doi: 10.1542/peds.2011-2654 PMID:
22003063

130.

Sarris J, Logan AC, Akbaraly TN, Amminger GP, Balanza-Martinez V, Freeman MP, et al. Nutritional
medicine as mainstream in psychiatry. Lancet Psychiatry. 2015; 2(3):271–74. doi: 10.1016/S22150366(14)00051-0 PMID: 26359904

PLOS ONE | DOI:10.1371/journal.pone.0169277 January 25, 2017

25 / 25

