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Abstract

Background: Lack of trust in parental support is a transdiagnostic risk factor for the development of psychological
problems throughout the lifespan. Research suggests that children’s cognitive attachment representations and
related information processing biases could be an important target for interventions aiming to build trust in the
parent-child relationship. A paradigm that can alter these biases and increase trust is that of Cognitive Bias
Modification (CBM), during which a target processing bias is systematically trained. Trust-related CBM training
effects could possibly be enhanced by oxytocin, a neuropeptide that has been proposed to play an important
role in social information processing and social relationships. The present article describes the study protocol for
a double-blind randomized controlled trial (RCT) aimed at testing the individual and combined effects of CBM
training and oxytocin administration on trust in maternal support.

Methods/design: One hundred children (aged 8-12 years) are randomly assigned to one of four intervention
conditions. Participants inhale a nasal spray that either contains oxytocin (OT) or a placebo. Additionally, they
receive either a CBM training aimed at positively modifying trust-related information processing bias or a neutral
placebo training aimed to have no trust-related effects. Main and interaction effects of the interventions are assessed
on three levels of trust-related outcome measures: trust-related interpretation bias; self-reported trust; and mother-child
interactional behavior. Importantly, side-effects of a single administration of OT in middle childhood are monitored
closely to provide further information on the safety of OT administration in this age group.

Discussion: The present RCT is the first study to combine CBM training with oxytocin to test for individual and
combined effects on trust in mother. If effective, CBM training and oxytocin could be easily applicable and
nonintrusive additions to interventions that target trust in the context of the parent-child relationship.

Trial registration: ClinicalTrials.gov, ID: NCT02737254. Registered on 23 March 2016.
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Background

Lack of trust in parental support puts children at risk
for the development of psychological problems across
the lifespan [1, 2]. Bowlby [1] proposed that whether
children are able to develop trust in parental support
depends for a significant part on children’s experiences
of care in response to distress during interactions with
their parents. Through repeated interactions with sensi-
tive and responsive parenting, children develop trust in
the parent and become securely attached [3]. Conversely,
when children experience recurrent insensitive, unre-
sponsive or inconsistent parenting, they will have diffi-
culty to develop trust in the parent and become
insecurely attached [3]. Research suggests that up to 40%
of the children are insecurely attached [4], and although
insecure attachment is neither a necessary nor a sufficient
cause for psychopathology development, it is considered
an important transdiagnostic risk factor [5-7].

Given the risks associated with insecure attachment,
there is need for effective interventions that can promote
trust in the context of the parent-child relationship [8, 9].
The present study aims to investigate the individual and
combined effects of a cognitive and a pharmacological
intervention, specifically Cognitive Bias Modification
(CBM) training and intranasal oxytocin (OT), on trust in
maternal support. Although trust is important for psy-
chological wellbeing across the lifespan, in the current
study we focus on middle childhood (age range 8-12
years). Middle childhood has been proposed to be an im-
portant period for cognitive trust development, during
which trust-related expectations can still relatively easily
be influenced by new experiences [10, 11]. This suggests
that middle childhood might be a sensitive period for in-
terventions targeting trust in parental support. As a
proof-of-principle test of the hypothesis that OT and
CBM training can contribute to trust development in
middle childhood, the current study aims to explore the
effects of the (combination of) interventions within a
sample of normally developing middle childhood partici-
pants. If the interventions prove effective in increasing
trust, they could be a valuable addition to clinical inter-
ventions targeting trust in parental support.

Existing early childhood attachment-related interven-
tions mostly focus on enhancing parental sensitivity and
parents’ mental representations of the attachment rela-
tionships with their own parents [9, 12]. However, theory
and research point to the importance of children’s own
cognitive attachment representations and related infor-
mation processing biases for repairing breaches in trust
[1, 13]. More specifically, it has been shown that infor-
mation regarding the parent is attended, interpreted and
remembered in congruence with children’s attachment-
related expectations [14—16]. As a result, interventions
focusing solely on improving parenting skills might be
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less effective when children have insecure expectations.
That is, if parents alter their behavior to be more sensi-
tive and responsive, children who lack trust might not
be able to adequately encode their parents’ retrained be-
havior because their insecure expectations were not al-
tered. In support of such claims, research indicates that
effect sizes of parenting training are small to moderate
[17]. Moreover, effect sizes decrease when children’s age
increases [18, 19], suggesting that parenting training has
less impact when attachment-related information pro-
cessing becomes increasingly insecure in response to
prolonged exposure to insensitive and unresponsive par-
enting. Therefore, attachment processing biases could be
an important additional target for interventions that aim
to build or restore trust between parent and child.

A promising paradigm to change the way that infor-
mation is processed and encoded is that of CBM [20].
CBM procedures aim to modify information processing
styles by systematic practice of a target processing bias
[21]. For anxiety disorders, among others, the CBM
method has been shown effective in changing selective
information processing biases and reducing disorder
symptoms [22]. Recently, a CBM training paradigm was
developed for children aged 8—12 years with the purpose
to modify children’s interpretation of attachment-related
information [23]. De Winter et al. [23] tested the effect-
iveness of this attachment-related CBM training. In their
study, half of the participants received a CBM training,
during which children were trained to securely interpret
story scenarios that were ambiguous as to whether
mother provided support. The other half of the partic-
ipants received a neutral placebo training in which
resolutions of ambiguity were not related to maternal
behavior. Results showed that the CBM procedure was
effective. That is, children in the CBM training condition
showed an increase in secure interpretation bias and a
decrease in insecure interpretation bias as compared to
children in the neutral training condition. Importantly,
trust was causally affected by attachment-related inter-
pretation bias, as indicated by a significant increase in
trust in the CBM training condition [23]. These results
suggest that the CBM paradigm has therapeutic poten-
tial in the context of insecure attachment and lack of
trust, as it could help build or restore children’s trust in
their parents’ availability. An important next step to-
wards the implementation of CBM as an intervention
procedure is to identify the parameters that can increase
the effectiveness of CBM [22].

A possible candidate for augmentation of the effects of
CBM is the neuropeptide OT. Endogenous OT is syn-
thesized in the hypothalamus, while exogenous OT can
be noninvasively administrated in humans by means of a
nasal spray. Functional brain imaging studies have
shown that intranasal OT can modulate activity in, and
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connectivity between, brain regions involved in social
cognition [24-26]. Overall, studies have shown that OT
can help form, restore or maintain social relationships.
As a result, OT has been proposed as a possible
(addition to) treatment of disorders characterized by
socioemotional difficulties [27]. For the current study,
we propose that OT could enhance CBM effects on two
levels, in accordance with the two-level model of OT ef-
fects on social behavior and social cognition as proposed
by Quintana et al. [28]. First, on a behavioral level, OT
has been shown to increase trust in social interaction
[29] and improve attachment security [30, 31]. There-
fore, OT could independently have an effect on the
trust- and attachment-related outcome measures tar-
geted by the current CBM training. Second, research
suggests that OT can increase the salience and reinfor-
cing value of socially relevant stimuli [32, 33] and en-
hance the processing of social information (see [34], and
also [35] for neural evidence in rodents). Since the sce-
narios in the CBM training all describe social situations
in which children might need their mother’s support, we
hypothesize that OT might improve the processing of
these scenarios. This way, OT could increase learning
during CBM training, resulting in an additive effect of
OT and CBM training on trust and trust-related out-
come measures in the current study.

In pediatric populations, the majority of the limited
number of OT studies has targeted children diagnosed
with autism spectrum disorder (ASD) and these studies
yielded mixed results [24, 36—39]. However, the scope of
OT as potential therapeutic intervention reaches beyond
the social problems associated with ASD [40]. Moreover,
most OT studies in children were limited in sample size
and sample selection. Therefore, researchers generally
agree that OT’s precise role and (additive) value need
further investigation [40, 41].

The present study: aims and hypotheses

In the current study, participants administer a nasal
spray that either contains OT or a placebo (PL). Add-
itionally, they receive either a CBM training aimed at
positively changing trust and related interpretation bias
or a neutral training that is conjectured to have no
trust-related effects. The aim of the present study is to
test the main and interaction effects of CBM training
and OT on three levels of trust-related outcome mea-
sures in middle childhood: trust-related interpretation
bias; self-reported trust; and children’s trust-related be-
havior towards mother.

At the first level, we investigate the effects of CBM
training, OT and both interventions combined on secure
attachment interpretation bias and insecure attachment
interpretation bias, as compared to no intervention (i.e.,
neutral training and PL). Based on the study by De
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Winter et al. [23], we expect that participants who re-
ceive CBM training show an increase in secure interpret-
ation bias and a decrease in insecure interpretation bias
as compared to children who receive no intervention.
Since this is the first study examining the effects of OT
on attachment interpretation bias, it is an empirical
question as to what the effect of OT on interpretation
bias is. When OT has a positive effect on interpretation
bias, this should be reflected in increased secure inter-
pretation bias and decreased insecure interpretation bias
for children receiving OT as compared to no interven-
tion. Given the proposed role of OT in improving the
salience and processing of social stimuli [32, 34], intra-
nasal administration of OT could enhance processing of
the social stimuli presented in the CBM training and
thereby increase its effectiveness. When joint exposure
to CBM training and OT is beneficial, children in the
combined intervention condition should show increased
secure interpretation bias and decreased insecure inter-
pretation bias as compared to participants who receive
only one of the interventions.

At the second level, the effects of CBM training,
OT, and both interventions combined on change in
self-reported trust from pre-intervention to post-
intervention are assessed. It is expected that partici-
pants who receive any intervention (CBM training,
OT, or the two combined) will show an increase in
trust as compared to participants receiving no inter-
vention [23, 29]. If joint exposure to the two interven-
tions is beneficial, this should be reflected in a
stronger increase in trust for participants who receive
the interventions combined as compared to partici-
pants who receive only one of the interventions.

At the third level, intervention-related changes in be-
havior of children towards mother and mother-child
interactional behavior during a distressing task are ob-
served. The main effects of the two interventions as well
as the interaction effect of the interventions are assessed.
To our knowledge this is the first study examining the
effects of CBM training and OT on behavior during
mother-child interaction. Nevertheless, previous studies
have linked more trust to more positive behavior of child
towards mother [42] and to a more coherent mother-
child interactional pattern [43]. Therefore, if the inter-
ventions affect trust and these effects extend to the
behavioral level, children who receive any intervention
(CBM training, OT, or the two combined) should show
an increase in positive approach towards mother as
compared to children who receive no intervention. Simi-
larly, mother-child dyads in the intervention groups
(CBM training, OT, or the two combined) should show
increased interactional coherence compared to mother-
child dyads in which children receive neutral training
and PL as a control condition.



Verhees et al. Trials (2017) 18:326

Although the main goal of the current study is to test
the effects of CBM training and OT on the abovemen-
tioned trust-related outcome measures, we plan to take
the opportunity to carry out some additional explorative
analyses. More specifically, we plan to test whether differ-
ences in participant characteristics moderate the effects of
the interventions in the present study. This is especially
relevant for the OT intervention, since accumulating evi-
dence suggests that the effects of intranasally administered
OT can be influenced by a variety of factors [44], including
among others caregiving experiences [26, 45], social func-
tioning [46], and (early) adverse events [47]. Since the
present study is the first to test the effects of OT, as indi-
vidual intervention and combined with CBM, on trust-
related outcomes in middle childhood, it is an opportunity
to explore the effects of participant characteristics to
inform future research about possible factors to take into
account when administering OT as an (additive) interven-
tion. Importantly, we also closely monitor the side-effects
of a single administration of OT in middle childhood to
provide further information on the safety of OT adminis-
tration in this age group.

Methods/design

Study design

The current study is a double-blind randomized controlled
trial (RCT). The trial has a 2 x 2 factorial design, which
combines the active and placebo interventions resulting in
four equally sized intervention groups: (1) CBM training
and OT (both interventions), (2) CBM training and PL
(cognitive intervention only), (3) neutral training and OT
(pharmacological intervention only) and (4) neutral train-
ing and PL (no intervention). The current study design
allows assessment of the effects of each intervention separ-
ately and of both interventions combined.

The pharmacy of the University Hospital of Heidelberg,
Germany, carried out the randomization of the nasal
sprays using RITA software version 1.30 [48]. They
stratified randomization by training condition and used
permuted blocks within strata [49]. The bottles contain-
ing OT nasal spray and PL look identical and the phar-
macy of the University Hospital of Heidelberg numbered
all nasal sprays. For each nasal spray number, a sealed
envelope contains a piece of paper that connects the
spray number to one of the interventions. Additionally,
all envelopes contain a black piece of paper to prevent
visibility of intervention allocation without opening the
envelope. We assign the numbered nasal sprays to con-
secutive participants in sequential order, with training
condition alternated between participants. Since both in-
terventions are placebo-controlled, participants are blind
to the intervention condition that they are in. Experi-
menters are aware of the training condition, but blind to
the nasal spray condition. To conceal intervention
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allocation and maintain blinding, we do not open the en-
velopes until after data collection is finished. Only in
case of severe adverse events, it is possible to open a
sealed emergency unblinding envelope to unblind the
medication for a given participant. We assess children’s
awareness of the experimental condition (i.e., both the
training and the nasal spray condition) that they are in
at the end of the procedure. Furthermore, we assess ex-
perimenter’s and mother’s awareness of the nasal spray
condition at the end of the procedure and 24 h after the
procedure, respectively. The mother-child dyad is given
a participant number that we use on all data documents.
A separate password-protected document links partici-
pant names to participant numbers. In case of severe
adverse events after nasal spray administration, the
procedure can be discontinued. Moreover, mother and
child can withdraw from the study at any time without
giving a reason.

The trial takes place at the Parenting and Special
Education Research Unit, KU Leuven, Belgium. The
Medical Ethics Committee UZ KU Leuven/Research
(S57012) approved the study design in accordance with
the Declaration of Helsinki. We submit any protocol
amendments and progress reports to the Ethics Com-
mittee as required, as well as an end-of-study declar-
ation. We registered the trial in the database of
ClinicalTrials.gov (NCT02737254). The Belgian Federal
Agency for Medicines and Health Products also ap-
proved the trial. See Additional file 1 and Table 1 for a
checklist and an overview of study procedures in line
with Standard Protocol Items: Recommendations for
Interventional Trials (SPIRIT) [50] and Additional file
2 for a description of all items from the World Health
Organization Trial Registration Data Set.

Participants
We plan to recruit 100 children (boys and girls) and
their mothers. The inclusion and exclusion criteria for
the children are listed below:

Inclusion criteria:

o Age 8-12 years
e Capable of comprehending and reading the Dutch
language

Exclusion criteria:

e Known OT allergy
e Currently using medication
e Kidney or cardiac condition

Procedure
We will recruit children via the distribution of flyers at
local schools, youth clubs and events, the local university
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Table 1 Schedule of enrollment, interventions and assessments in line with Standard Protocol Items: Recommendations for

Interventional Trials (SPIRIT)

Study period

Enrollment

Timepoint

Before intervention 0
(baseline)

Allocation  Post-allocation

24 h after
intervention

Immediately after
intervention

During
intervention

Enrollment:
Eligibility screen X
Informed consent X
Allocation
Interventions:
CBM training + OT
CBM training + PL
Neutral training + OT
Neutral training + PL
Assessments:
Interpretation speed of secure and insecure scenario resolutions
Secure interpretation bias
Insecure interpretation bias
Trust (PIML)
Puzzle task
Mood
OT side-effects

< X X X X

Mother-reported questionnaires:
Demographic questionnaire
Child temperament (EATQ-R)
Child behavioral and emotional problems (CBCL)
Parenting questionnaires (VSOG, subscales LAPPS, POPS, PCS)
Pubertal development (PDS)

Symptoms of sino-nasal problems (Snot-20)

X X X X
X X X X X X

X X X X X

X

CBCL Child Behavior Checklist, EATQ-R Early Adolescent Temperament Questionnaire-Revised, LAPPS Louvain Adolescent Perceived Parenting Scale, OT oxytocin, PCS
Psychological Control Scale, PDS Pubertal Developmental Scale, PIML People In My Life, PL placebo, POPS Perceptions of Parents Scale, 20-Snot-20 20-item Sino-

Nasal Outcome Test, VSOG Verkorte Schaal Ouderlijk Gedrag

and hospital. After stating interest to participate,
mothers receive information about the study in general
and about OT specifically via email. Subsequently, the
researchers contact mothers by phone and explain the
procedure verbally, check inclusion and exclusion
criteria and address any questions or concerns. When
eligible, we invite mother and child to participate and
schedule a testing appointment. We ask mothers to
make sure that the child abstains from caffeine for at
least 2 h before study onset.

Upon arrival at the laboratory, mother and child
complete a written informed consent (see Additional file 3
for the Informed Consent Form) and assent respectively.
The child’s procedure consists of (1) a pre-intervention
puzzle task, (2) a pre-intervention trust questionnaire, (3)
a pre-intervention recognition task, (4) nasal spray admin-
istration, (5) a 35-min break, (6) training, (7) a post-

intervention recognition task, (8) a post-intervention trust
questionnaire, (9) a post-intervention puzzle task and (10)
a side-effects questionnaire. The mother is present for the
pre-intervention puzzle task, after which she retreats to a
different room to fill out a questionnaire booklet. She only
returns when it is time to start with the post-intervention
puzzle task. The entire procedure lasts approximately 120
to 150 min. At the end of the procedure, participants
receive two cinema tickets in gratitude for their partici-
pation. See Fig. 1 for a flowchart of the child’s and
mother’s procedure.

Interventions

OT intervention

The pharmacy of the University Hospital of Heidelberg,
Germany prepares the study medication. Half of the par-
ticipants receives OT (Syntocinon®, 40 international
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units (IU)/ml), the other half receives PL (0.9% sodium
chloride solution). The bottles containing OT and PL are
identical: 10-ml brown glass bottles, hydrolytic class type
III, with DIN ND 18 screw thread. The nasal pump has
a volume of 0.05 ml per puff. We weigh children on a
digital personal scale and base the amount of nasal spray
administered on the child’s weight. The conventional
dose in adult studies is 24 IU OT, although a study com-
paring different doses in adults has shown that salivary
OT levels were equally elevated after intranasal adminis-
tration of 24 IU OT and of 16 IU OT [51]. Studies in-
volving OT nasal spray in children (under 12 years) used
doses varying between 8 IU and 24 IU. These studies
based the amount of nasal spray administered on age as
a proxy for weight [24], on weight [36], or gave all chil-
dren the same (stepwise raised) amount of OT [39].
These studies either found that the results did not de-
pend on OT dosage [36, 39] or did not report on dosage

effects [24]. As it is most common to base drug doses in
pediatric populations on weight [52], we used the same
weight-based dosing strategy as in the study by Dadds et
al. [36]: children weighing less than 40 kg receive 0.3 ml
nasal spray (i.e., 12 IU OT for the OT condition); chil-
dren weighing more than 40 kg receive 0.6 ml (i.e., 24
IU OT for the OT condition). Single administration of
OT in dosage amounts up to 40 IU has not resulted in
side-effects or adverse outcomes [53].

We based the nasal spray administration procedure
on recommendations by Guastella et al. [54]. Before
use, the experimenter primes the spray by pumping ap-
proximately seven to eight times until a fine mist is vis-
ibly released. After priming, the experimenter weighs
the bottle on an apothecary scale (Kern EMB 200-2).
Experimenters ask the children to keep their head up-
right or slightly tilted backwards during administration.
Experimenters explain to the children that we will
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alternate administration between nostrils and that they
have to keep the other nostril closed with one finger
and inhale lightly two or three times upon nasal spray
delivery. Child and experimenter practice this adminis-
tration procedure together before actual administration.
Either the experimenter, or the child itself under ex-
perimenter supervision, administers the spray. Experi-
menters make sure that the top of the nasal spray is
inserted into the nose about 1 ¢cm and that the bottle is
held at a slight angle such that the pipe is well immersed
in the fluid at all times. After 6 (for children under 40
kg) or 12 (for children over 40 kg) pumps, the experi-
menter weighs the spray again on the scale. If necessary,
we administer extra pumps until at least 0.26 ml or 0.56
ml has been released from the bottle. Experimenters
register the amount of nasal spray administered.

Subsequently, children wait for 35 min, during which
they can choose to draw, read a comic or watch a video.
During the break, experimenters make sure that children
remain calm (e.g., do not watch exciting videos), do not
eat or drink except for water, and are not in contact with
their mother.

CBM intervention

After the break, children start a computerized training
that either aims to positively modify their interpretation
of maternal support-related behavior and subsequent
trust in maternal support (CBM training condition) or
aims to have no effect (neutral training condition). The
same CBM training was effective in modifying attach-
ment interpretation bias in the study by De Winter et al.
[23]. During training (both conditions) children read, at
their own pace, 42 short scenarios on a laptop. The sce-
narios describe situations in which middle childhood
children might need maternal support [55]. All scenarios
consist of three lines of text and in the last line a word
is missing, rendering the outcome of the scenario am-
biguous. On the next screen, the missing word is pre-
sented as a word fragment (i.e., one letter in the word is
missing). The child’s task is to figure out what the word
should be and hence which letter is missing. Children
press the space button as soon as they know the missing
letter. Subsequently, they press the missing letter on the
keyboard. To make sure that children actively read the
scenarios, they have to answer a yes/no comprehension
question after each scenario, after which they receive
feedback on their answer. The training consists of six
blocks of seven scenarios each and children can take a
short break in between blocks.

Every block consists of two probe scenarios that are
the same for the two conditions (see “Outcome mea-
sures” below) and five scenarios that are different for the
two conditions. In the CBM training condition each
block contains five training scenarios that are aimed at
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increasing secure interpretation bias. As a result of the
missing word in the last sentence it is unclear whether
mother does or does not provide support. In these
training scenarios the resolving word fragment is al-
ways secure, which trains the child to interpret am-
biguous maternal behavior in a secure way. In the
neutral training condition, each block contains five
neutral scenarios. The first two sentences in these sce-
narios are similar to the training scenarios in the CBM
condition. The last sentence, however, is unrelated to
maternal support. Therefore, resolving the word frag-
ment does not influence the child’s interpretation of
mother’s behavior. For learning effects to occur, it is
important to provide enough repetition for participants
to be able to learn to interpret the ambiguous scenarios
in a positive way, while at the same time not to over-
load participants in order to keep them attentive and
motivated. The current distribution of 42 scenario’s
over six blocks was both feasible and effective in modi-
fying attachment interpretation bias and trust in the
study by De Winter et al. [23].

Measures

Outcome measures

An overview of outcome measures is presented in
Table 2.

Interpretation bias We assess interpretation bias with
two different measures: interpretation speed of secure
and insecure scenarios, and spontaneous interpretation
of new attachment-related information.

Interpretation speed of secure and insecure resolutions
We assess interpretation speed of secure and insecure
resolutions of ambiguous maternal behavior during
training. As aforementioned, in both conditions, each
block contains two probe scenarios: one secure and one
insecure (12 probes in total). The format of the probe
scenarios is the same as that of the training scenarios.
For the secure probes, the resolution of the scenario is
always secure (i.e., mother provides support). For the in-
secure probes, the resolution of the scenario is always
insecure (i.e, mother does not provide support). We
randomized presentation of the probe and training trials
within each block, with the final order kept identical for
all participants. We test differences between intervention
groups in interpretation speed of secure versus insecure
scenarios using mean reaction times to secure and
insecure resolving word fragments separately. Faster
mean reaction times to secure probes and slower mean
reaction times to insecure probes indicate a more se-
cure interpretation bias.
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Table 2 Outcome measures
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Domain Specific measurement Metric

Method of aggregation

Time point

Baseline Training Post-intervention

Interpretation  Interpretation speed of Difference between

bias secure and insecure

Mean reaction time to secure and X
secure and insecure insecure probes

scenario resolutions resolutions
Secure interpretation bias Change from Mean rating of secure interpretations X X
pre-intervention to
post-intervention
recognition task
Insecure interpretation bias Change from Mean rating of insecure interpretations ~ x X
pre-intervention to
post-intervention
recognition task
Trust PIML Trust subscale Change from Mean rating of trust items X X
pre-intervention to
post-intervention
Child's Observation of the quality of ~ Change from Frequency of child behaviors X X
attachment- the approach of child towards pre-intervention to
related mother during a puzzle task  post-intervention
behavior with the MCAM scoring scales
Mother-child Observation of positive parent Change from Jaccard Index indicating the occurrence  x X
interactional behavior and positive child pre-intervention to  of parent behavior at time point t— 1
coherence behavior (with the MCAM post-intervention and child behavior at time point t and

scales) during a puzzle task

vice versa (ie, indicating the occurrence

of child behavior at time point t—1
and parent behavior at time point t)

PIML People In My Life; MCAM Middle Childhood Attachment Micro-observation system

Change in secure interpretation and insecure inter-
pretation of ambiguous maternal behavior Before and
after intervention we measure children’s spontaneous in-
terpretation of ambiguous maternal behavior by means
of a recognition task [23, 56]. During this task children
read seven 3-line scenarios and, as in the training, a
word is missing in the last line. The next screen shows
the missing word as a word fragment and children have
to press the space button as quickly as possible when
they can complete this fragment. Subsequently, they
press the missing letter on the keyboard. After resolving
the word fragment, however, it remains ambiguous
whether or not mother provided support. To make sure
that children actively read the scenarios, they have to
answer a yes/no comprehension question after each
scenario followed by feedback on their answer. Once
children have read all seven scenarios, we measure their
interpretation bias. Specifically, for each scenario, two
events are described: one secure event (i.e., describing
supportive maternal behavior) and one insecure event
(i.e., describing unsupportive maternal behavior). For
each event, children have to indicate to what extent they
think the described event occurred in the scenario on a
4-point Likert scale ranging from 1 (completely untrue)
to 4 (completely true). However, none of the events
actually occurred in the scenarios. Therefore, the scores
measure children’s spontaneous interpretation of ambigu-
ous maternal behavior. Change in secure and insecure

interpretations is examined separately. An increase in
scores for the secure events means a more secure inter-
pretation bias. Likewise, an increased score for the inse-
cure events indicates a more insecure interpretation bias.

Change in trust We measure trust in mother with the
Trust subscale of the People In My Life Questionnaire
(PIML) [57]. This subscale contains 10 items concerning
experiences with mother as a trustworthy source for
support (e.g., “I can count on my mother to help me
when I have a problem”). Children have to indicate how
true the item is for them on a Likert scale ranging from
1 (almost never true) to 4 (almost always true). We ad-
minister the subscale before intervention to determine
baseline trust in maternal support. Shortly after inter-
vention we readministered the scale to allow assessment
of change in trust. The PIML is a valid self-reported
measure for middle childhood [14] and has been used in
previous research to assess change in trust in maternal
support [23].

Change in observed behavior during a distressing
task We assess changes in behavior of children towards
mother and in mother-child interactional behavior by
means of videotaped observation of mother-child inter-
action during a distressing puzzle task. Researchers have
used this puzzle task, taken from Rush Hour Traffic Jam
Puzzle®, before to observe attachment behavior in a
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distressing situation in middle childhood [58, 59]. In this
task, a red car’s path out of a traffic jam is blocked by
other cars and trucks. The child has to move the other
cars to free the path for the red car. After the experi-
menter explains the rules, children first solve a simple
practice puzzle. Subsequently the child receives an un-
solvable puzzle with the instruction that their mother is
allowed to help. The experimenter tells children that the
puzzle is not very difficult, that most children their age
can solve the puzzle in less than 5 min, and that, there-
fore, they are also given 5 min to solve the puzzle. A lap-
top screen shows a stopwatch so that the child can see
how much time is left. The combination of trying to
solve an unsolvable puzzle under time pressure and so-
cial comparison with peers effectively induced stress in
previous research [59]. After starting the stopwatch the
experimenter leaves the room. Three minutes later the
experimenter returns and aborts the attempt to solve the
puzzle with the excuse that, on account of the timing of
the procedure, they have to proceed with the rest of the
tasks. The experimenter then says that the mother-child
dyad will be given another chance to solve the puzzle
when there is time left at the end of the procedure. The
attempt to solve the puzzle is terminated after 3 min in-
stead of 5 min so children do not specifically fail on the
first attempt, but are merely given too little time to solve
it. This with the aim to increase comparability between
the pre-intervention and post-intervention puzzle tasks.

We administer the same puzzle task post-intervention.
Participants receive the same instructions as pre-
intervention, after which the experimenter starts the
stopwatch and leaves the room. Three minutes later the
experimenter enters again and stops the attempt to solve
the puzzle by asking the mother-child dyad whether they
already succeeded in solving the puzzle. As a manipula-
tion check the experimenter asks — first the child, then
the mother — if they know how it is possible that they
were not able to solve the puzzle.

We videotape the pre-intervention and post-intervention
puzzle task and code mother and child’s verbal and non-
verbal behavior by means of the Middle Childhood At-
tachment Micro-observation system (MCAM) [42]. The
MCAM was based on the emotional attachment scales
(EAS middle childhood version) [60] and the Strange
Situation Procedure (SSP) [3], and researchers have used
it before to register mother-child interactions during a
similar puzzle task [42, 43]. The MCAM distinguishes
six global child behavior categories: responsiveness; in-
volving the parent (i.e., proximity-seeking); clinging and
controlling behavior; closeness and interaction avoidant
behavior; closeness and interaction opposing behavior;
and puzzle behavior (together versus alone). In the
present study, we use partial-interval recording to code
the occurrence of behaviors in all MCAM categories
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every 2 s [61]. We assess frequency of these behaviors
for the pre-intervention and post-intervention puzzle
task to evaluate change in trust-related behavior towards
mother due to the interventions.

To assess change in mother-child interactional coher-
ence, we also code mother’s behavior using partial-
interval recording. The MCAM distinguishes five global
parent behavior categories: parental sensitivity; parental
structuring; noncontingent response; parental hostility;
and puzzle behavior (together versus alone). Using the
Jaccard Index [62], we assess the extent to which posi-
tive parent behavior (as coded in the categories parental
structuring and parental sensitivity) at time point t-1
is predictive of positive child behavior (as coded in the
categories responsiveness and involving the parent) at
time point t. Additionally, we explore whether positive
child behavior at time point t -1 is predictive of posi-
tive parent behavior at time point t. Coders are blind to
the intervention condition (both training and nasal
spray condition) that the mother-child dyads are in.

Other measures

Oxytocin side-effects We explore any side-effects of
the OT intervention with parent and child question-
naires. All children are asked about the most common
reported side-effects which include dizziness, drowsi-
ness, dry mouth, irritated or runny nose, stomach- or
headache, anxiety, feeling uplifted and feeling relaxed
[53], and any other noted changes immediately after the
procedure (face-to-face). After 24 h, mothers answer the
same questions via phone. Experimenters register the
onset, duration and severity of any reported side-effects.

Mood Before and after intervention, children rate their
mood on two Visual Analogue Scales (VAS; 100 mm).
One scale assesses to which extent children are in a
happy mood, the other measures to which extent they
are in a sad mood. Additionally, children fill out these
mood scales immediately before training (i.e., 35 min
after nasal spray administration). We can use the mood
measurements to assess effects of the interventions on
mood, to control for possible mood effects on the pri-
mary and secondary outcome measures.

Mother-reported questionnaires We administer the
following mother-reported questionnaires to allow for ex-
ploratory moderation analyses of the intervention effects.

A demographic questionnaire collects participant
characteristics including among others gender, date of
birth, living situation, nationality, birth weight, length
of pregnancy and complications during pregnancy,
attachment figures during first years of life, parental
separation, parental level of education and parental
socioeconomic status.
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The Early Adolescent Temperament Questionnaire-
Revised (EATQ-R) assesses child temperament [63]. The
EATQ-R consists of 62 items (e.g., “My child finds it
easy to really concentrate on a problem”) that mothers
rate on a 5-point Likert scale. The psychometric proper-
ties of the EATQ-R are sufficient [64].

We assess children’s behavioral and emotional prob-
lems with the Child Behavior Checklist (CBCL) [65,
66]. The CBCL consists of 113 items (e.g., “Fights a
lot”) for which mother rates on a 3-point scale to what
extent they are true for their child in the last 6 months.
The reliability and validity of the CBCL is well estab-
lished [67].

Two questionnaires, comprising in total 47 items, as-
sess mother’s parenting style. The short version of the
Ghent Parental Behavior Questionnaire (“Verkorte Schaal
Ouderlijk Gedrag” (VSOG); 25 items [68]) taps into
mother’s parenting behavior. A second questionnaire con-
sists of three subscales: the Responsiveness subscale of the
Louvain Adolescent Perceived Parenting Scale (LAPPS;
seven items [69]), a Dutch version of the Autonomy Sup-
port subscale of the Perceptions of Parents Scale (POPS;
seven items [70]) and a Dutch version of the Psychological
Control Scale (PCS; eight items [71]). Mothers rate the
items on a 5-point Likert scale. Previous research has
shown that the (Dutch versions of these) questionnaires
and subscales are reliable [68, 72—-74].

We assess children’s pubertal status with the parent-
reported Pubertal Developmental Scale (PDS) [75].
Mothers rate five items about their child’s physical de-
velopment (separately for boys, e.g., beard growth, and
girls, e.g., breast development) on a 5-point scale. Past
research found significant associations between the
parent-reported PDS and the self-reported PDS [76].
The PDS has good reliability and validity [75, 77].

We evaluate symptoms of sino-nasal problems in the
last 2 weeks with a parent-reported brief version of the
20-item Sino-Nasal Outcome Test (Snot-20) [78].
Mothers indicate how much their children were affected
by symptoms of sino-nasal problem (10 items; e.g., “need
to blow nose”) in the past 2 weeks on a 5-point scale.

Data management
Data is either saved automatically in E-prime data files
(for the interpretation bias measures) or the experi-
menters enter data manually into SPSS data files (for all
other measures). We assure the quality of data entry by
random checking of the data entered. After each day of
testing we will back-up the data on the first author’s per-
sonal KU Leuven network drive which the KU Leuven
IT department in turn automatically backs-up daily.
There is no data monitoring committee due to the
characteristics of the current study: a nonclinical partici-
pant group, tested for a short period of time with
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intervention(s) that have not been reported previously to
harm participants [53]. There are no interim analyses
and stopping guidelines planned.

Study data is only accessible by the researchers
involved in the trial. Feedback on how an individual
participant results is not possible; however, we plan to
communicate summarized general results to parents
who are interested. Parents are informed about this
option in the informed consent.

Data analysis

For all analyses, we consider effects for which p values < .05
as statistically significant. We assess baseline comparability
of the groups using descriptive statistics (gender, age).
We use one-way analyses of variance (ANOVAs) to
assess pre-intervention differences between the four
intervention conditions on the outcome measures. Data
that is missing completely at random will be calculated
using Expectation Maximization.

The aim of the present study is to explore the effect-
iveness of CBM training, OT and both interventions
combined on trust in maternal support on three levels:
trust-related interpretation bias; self-reported trust; and
mother-child interactional behavior. To assess the main
and interaction effects of the interventions on change
scores on these outcome measures, we will perform a
two-way ANOVA with training condition (CBM versus
neutral) and nasal spray condition (OT versus PL) as
between-subject variables. Only in case of the measure
of interpretation speed of secure and insecure scenario
resolutions, we add the within-subject factor probe
valence (secure versus insecure). Additionally, in order
to check whether the dose of intranasal OT that is ad-
ministered affects intervention effects on change scores
on the outcome measures, we plan to run a two-way
ANOVA in the OT intervention condition with training
condition (CBM versus neutral) and OT dose (12 IU
versus 24 IU) as between-subject variables and children’s
weight as covariate.

Sample size

The current study is powered to test the main hypoth-
eses; that is, to identify a difference (moderate effect size,
f=0.30) in outcome measures between the four treat-
ment conditions. Since this was the first study to com-
bine CBM and OT interventions to investigate their
main and interaction effects on trust-related outcome
measures, there were no effect sizes from comparable
studies that we could use to calculate the sample size
needed. However, relevant prior studies point to the fact
that a moderate effect size might be expected. Specific-
ally, previous studies using the same CBM training ob-
tained effect sizes ranging from f=0.29 to f=0.48 for
trust and trust-related outcome measures [23, 79].
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Additionally, a meta-analysis of effects of OT administra-
tion to in-group trust showed an effect size f= 0.24, with
an effect size f=0.32 for studies with a between-subject
design such as the current study [33].

We used G*power 3.1 [80] to computed the required
sample size for an ANOVA test for main effects and
interactions. Input parameters were: a moderate effect
size, f=0.30; alpha =.05, two-tailed; power = 0.80; nu-
merator df=1; number of groups = 4. G*power revealed
that a sample size of 90 participants is required to have
a power of 0.80 to identify a moderate effect between
the four treatment conditions (critical F=3.95). We
plan to recruit 100 participants in total (25 in each
intervention condition), yielding an actual power of
0.84 (critical F = 3.94).

Discussion

Given the association between lack of trust in the parent
and a wide range of psychopathological problems across
the lifespan, there is need for interventions that can help
build trust in parent-child dyads. The present article
describes the protocol for a study that aims to test the
individual and combined effects of two interventions —
CBM training and intranasal OT — on children’s trust-
related information interpretation bias, trust in mater-
nal support, and observed mother-child interactional
behavior. To this purpose, children are administered a
nasal spray that contains either OT or PL. In addition,
they receive either a CBM training aimed at positively
changing trust and related interpretation bias or a neu-
tral training that aims to have no trust-related effects.
The different outcome measures are administered pre-
and post-intervention to allow assessment of change
due to the interventions.

The present study is the first study to combine intra-
nasal OT administration with a CBM training procedure.
Both individually and combined, the two interventions
could exert effects on trust. The current study’s factorial
design allows for assessment of these combined and
individual effects of CBM training and OT. Other
strengths are the double-blind and randomized design
of the trial, reducing the risk of bias. Moreover, to our
knowledge, the current trial is the first OT study in
general-population, middle-childhood children with
sufficient power to detect moderate OT effects.

In line with this, an important additional aim of the
present study is to increase our knowledge of adverse
events or side-effects associated with OT administration
in pediatric populations. To date, limited data is avail-
able on the side-effects of OT in children, due to a small
number of studies performed with limited sample sizes
[40]. In the present study, the side-effects of OT are
monitored in a relatively large sample of middle-
childhood children, both at the end of the procedure
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and 24 h after intervention. The current trial can thus
provide more insight into any side-effects associated
with single-dose OT in middle-childhood children,
which is an important step towards the use of OT as an
intervention in pediatric populations.

Finally, the study provides the opportunity to explore
potential moderators of the effects of the interventions.
It must be noted here that the sample size of the current
study was budgeted to have adequate power to test the
main hypotheses. However, accumulating evidence sug-
gests differential effects of intranasally administered
OT depending on a variety of participant characteristics
[26, 44—47]. Because this will be the first study with
OT in such a large, normal-population, middle-
childhood sample, we considered it a missed opportun-
ity not to include potential moderators of OT effects
and to perform preliminary exploratory analyses. This
might be relevant for future research as it could point
to relevant factors to take into account in OT research
in this sample. However, lack of power will make it
hard to draw conclusions from moderation analyses
and, therefore, research in larger samples will be
needed to further examine possible moderators. Add-
itionally, although we assess a range of possible moder-
ators in the current study, there are other factors that
we did not examine that could affect the working of the
OT nasal spray. An interesting question for future re-
search might, for instance, be whether (exclusive)
breastfeeding and mode of birth affect children’s re-
sponsiveness to intranasal OT even years later [44, 81].

A limitation regarding the current study design is that
effects of the interventions are assessed immediately
after intervention. As a result, prolonged long-term ef-
fects of the interventions remain unknown. Similarly,
since the current study consists of a single session, we
cannot assess the impact of multiple sessions of the in-
tervention(s). Without doubt, longer-term effects of OT
administration and CBM are important to assess when
considering them as clinical interventions to improve or
rebuild trust. However, since previous research using the
same CBM procedure yielded immediate effects on trust
¢, the current study was set up to test (1) whether OT
can enhance these CBM effects and (2) whether OT as
individual intervention has an immediate effect on trust.
As the present study is the first to combine these two in-
terventions, it is an important first step to assess the
short-term effects and feasibility of a single intervention
session. Nonetheless, if the (combined) interventions
were to prove effective in the current study, future re-
search will be crucial to explore the long-term effects
of the interventions as well as the effect of multiple
intervention sessions. Additionally, the effects of the in-
terventions are tested in a normal population sample
and, therefore, the effectiveness of the interventions in
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clinical groups cannot be ascertained from the current
study. If the current study were to provide favorable re-
sults following the CBM and OT interventions, another
important next step is to assess effects of the interven-
tions in clinical samples.

In all, the current paper describes the protocol for a
RCT investigating the individual and combined effects
of CBM training and OT on trust in mother. Addition-
ally, the current RCT tests the safety of OT administra-
tion in 8-12-year-old children. As OT studies in
pediatric populations have yielded mixed results, with
the current comprehensive protocol description we
aim to expedite the clarity and reproducibility of OT
research findings. If effective, CBM training and OT
could be easily applicable and nonintrusive additions
to interventions that target trust in the context of the
parent-child relationship.

Trial status
Mother-child dyads began to enter the trial in March
2016. Recruitment is still open.

Additional files

Additional file 1: SPIRIT 2013 Checklist: recommended items to address
in a clinical trial protocol and related documents. (DOC 121 kb)

Additional file 2: [tems from the WHO Trial Registration Data Set.
(DOCX 15 kb)

Additional file 3: Informed Consent Form-mother (Dutch original and
English translation). (DOCX 20 kb)

Abbreviations

ASD: Autism spectrum disorder; CBCL: Child Behavior Checklist;

CBM: Cognitive Bias Modification; EAS: Emotional attachment scales; EATQ-
R: Early Adolescent Temperament Questionnaire-Revised; IU: International
unit; LAPPS: Louvain Adolescent Perceived Parenting Scale; MCAM: Middle
Childhood Attachment Micro-observation system; OT: Oxytocin;

PCS: Psychological Control Scale; PDS: Pubertal Developmental Scale;

PIML: People In My Life Questionnaire; PL: Placebo; POPS: Perceptions of
Parents Scale; RCT: Randomized controlled trial; Snot-20: 20-item Sino-Nasal
Outcome Test; SSP: Strange Situation Procedure; VAS: Visual Analogue Scale;
VSOG: Verkorte Schaal Ouderlijk Gedrag

Acknowledgements
Not applicable.

Funding

This trial is supported by grants G.0934.12 and G.0774.15 from Research
Foundation Flanders (FWO), and grants OT/12/043 and CREA/12/004 from
Research Fund KU Leuven, Belgium.

Availability of data and materials
Not applicable.

Authors’ contributions

MV drafted the paper and contributed to the design of the study. GB and
MVIJ were awarded the funding for the project, contributed to the study
design and helped draft the manuscript. EC, MBK and SDW participated in
the design of the study and helped draft the paper. All authors read and
approved the final manuscript. No professional writers were used.

Page 12 of 14

Ethics approval and consent to participate

The study design was approved by the Medical Ethics Committee UZ KU
Leuven/Research (557012) in accordance with the Declaration of Helsinki.
Informed written consent is obtained from each participating mother,
informed written assent is obtained from each participating child.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Author details

'Parenting and Special Education Research Unit, KU Leuven, Leopold
Vanderkelenstraat 32, 3000 Leuven, Belgium. “Quantitative Psychology and
Individual Differences Research Unit, KU Leuven, Tiensestraat 102, 3000
Leuven, Belgium. 3Centre for Child and Family Studies, Leiden University,
Wassenaarseweg 52, 2333 AK Leiden, The Netherlands.

Received: 8 September 2016 Accepted: 30 June 2017
Published online: 14 July 2017

References

1.

2.

Bowlby J. Attachment and loss: vol. 1. Attachment. New York: Basic
Books; 1969.

Cassidy J, Shaver P. Handbook of attachment: theory, research and clinical
applications. 2nd ed. New York: Guilford Press; 2008.

Ainsworth MDS, Blehar MC, Waters E, Wall S. Patterns of attachment.
Hillsdale: Erlbaum; 1978.

Verhage ML, Schuengel C, Madigan S, Fearon RM, Oosterman M, Cassiba R,
et al. Narrowing the transmission gap: a synthesis of three decades of
research on intergenerational transmission of attachment. Psychol Bull.
2016;142:337-66.

Fearon RP, Bakermans-Kranenburg MJ, Van lJzendoorn MH, Lapsley AM,
Roisman Gl. The significance of insecure attachment and disorganization in
the development of children’s externalizing behavior: a meta-analytic study.
Child Dev. 2010;81:435-56.

Groh AM, Roisman Gl, Van lJzendoorn MH, Bakermans-Kranenburg MJ,
Fearon R. The significance of insecure and disorganized attachment for
children’s internalizing symptoms: a meta-analytic study. Child Dev.
2012,83:591-610.

Madigan S, Brumariu LE, Villani V, Atkinson L, Lyons-Ruth K. Representational
and questionnaire measures of attachment: a meta-analysis of relations to
child internalizing and externalizing problems. Psychol Bull. 2016;142:367-99.
DeKlyen M, Greenberg MT. Attachment and psychopathology in childhood.
In: Cassidy J, Shaver PR, editors. Handbook of attachment: theory, research,
and clinical applications. 2nd ed. New York: Guilford Press; 2008. p. 637-65.
Egeland B. Attachment-based intervention and prevention programs for
young children. In: Tremblay RE, Barr RG, Peters RD, editors. Encyclopedia
on early childhood development. Montreal: Centre of Excellence for Early
Childhood Development; 2004. p. 1-7.

Bosmans G, Kerns KA. Attachment in middle childhood: progress and
prospects. In: Bosmans G, Kerns KA, editors. Attachment in middle
childhood: theoretical advances and new directions in an emerging
field, New dir child adolesc dev, vol. 148. 2015. p. 1-14.

Del Giudice M. Attachment in middle childhood: an evolutionary-developmental
perspective. In: Bosmans G, Kerns KA, editors. Attachment in middle
childhood: theoretical advances and new directions in an emerging field,
New dir child adolesc dev, vol. 148. 2015. p. 15-30.
Bakermans-Kranenburg MJ, Van lJzendoorn MH, Juffer F. Less is more: meta-
analyses of sensitivity and attachment interventions in early childhood.
Psychol Bull. 2003;129:195-215.

Dykas MJ, Cassidy J. Attachment and the processing of social information
across the life span: theory and evidence. Psychol Bull. 2011;137:19-46.
Bosmans G, Braet C, Koster E, De Raedt R. Attachment security and
attentional breadth toward the attachment figure in middle childhood.
J Clin Child Adolesc. 2009;38:872-82.


dx.doi.org/10.1186/s13063-017-2077-2
dx.doi.org/10.1186/s13063-017-2077-2
dx.doi.org/10.1186/s13063-017-2077-2

Verhees et al. Trials (2017) 18:326

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

35.

36.

37.

38.

De Winter S, Vandevivere E, Waters TEA, Braet C, Bosmans G. Lack of trust in
maternal support is associated with negative interpretations of ambiguous
maternal behavior. J Child Fam Stud. 2016,25:146-51.

Dujardin A, Bosmans G, Braet C, Goossens L. Attachment-related
expectations and mother-referent memory bias in middle childhood.
Scand J Psychol. 2014;55:296-302.

Lundahl B, Risser HJ, Lovejoy MC. A meta-analysis of parent training:
moderators and follow-up effects. Clin Psychol Rev. 2006;26:86-104.
Kazdin AE. Conduct disorders in childhood and adolescence. 2nd ed.
Thousand Oaks: Sage; 1995.

Ollendick TH, Greene RW, Austin KE, Fraire MG, Halldorsdottir T, Allen KB, et
al. Parent management training and collaborative and proactive solutions: a
randomized control trial for oppositional youth. J Clin Child Adolesc. 2016;
45:591-604.

Mathews A, Mackintosh B. Induced emotional interpretation bias and
anxiety. J Abnorm Psychol. 2000;109:602-15.

MacLeod C, Koster EH, Fox E. Whither cognitive bias modification
research? Commentary on the special section articles. J Abnorm
Psychol. 2009;118:89-99.

Hallion LS, Ruscio AM. A meta-analysis of the effect of cognitive bias
modification on anxiety and depression. Psychol Bull. 2011;137:940-58.

De Winter S, Bosmans G, Salemink E. Exploring the causal effect of
interpretation bias on attachment expectations. Child Dev. 2017;88:131-40.
Gordon |, Vander Wyk BC, Bennett RH, Cordeaux C, Lucas MV, Eilbott JA, et
al. Oxytocin enhances brain function in children with autism. Proc Natl Acad
Sci U S A 2013;110:20953-8.

Paloyelis Y, Doyle OM, Zelaya FO, Maltezos S, Williams SC, Fotopoulou A,
Howard MA. A spatiotemporal profile of in vivo cerebral blood flow
changes following intranasal oxytocin in humans. Biol Psychiat.
2014;79:693-705.

Riem MME, Van lJzendoorn MH, Tops M, Boksem MAS, Rombouts SARB,
Bakermans-Kranenburg MJ. Oxytocin effects on complex brain networks are
moderated by experiences of maternal love withdrawal. Eur Neuropsychopharm.
2013;23:1288-95.

Bakermans-Kranenburg MJ, Van zendoorn MH. Sniffing around oxytocin: review
and meta-analyses of trials in healthy and clinical groups with implications for
pharmacotherapy. Transl Psychiatry. 2013;3:258.

Quintana DS, Alvares GA, Hickie IB, Guastella AJ. Do delivery routes of
intranasally administered oxytocin account for observed effects on social
cognition and behavior? A two-level model. Neurosci Biobehav Rev.
2015;49:182-92.

Kosfeld M, Heinrichs M, Zak PJ, Fischbacher U, Fehr E. Oxytocin increases
trust in humans. Nature. 2005;435:673-6.

Buchheim A, Heinrichs M, George C, Pokorny D, Koops E, Henningsen P, et
al. Oxytocin enhances the experience of attachment security.
Psychoneuroendocrino. 2009;34:1417-22.

Dillen C, Bernaerts S, Berra E, Bosmans G, Steyaert J, Alaerts K. Effects of
intranasal oxytocin on emotion recognition, social functioning and attachment
scales. Vlaams congres kinder- en jeugdpsychiatrie en -psychotherapie.
Brussels; Belgium: 2015.

Averbeck BB. Oxytocin and the salience of social cues. Proc Natl Acad Sci U S A.
2010;107:9033-4.

Van lJzendoorn MH, Bakermans-Kranenburg MJ. A sniff of trust: meta-analysis
of the effects of intranasal oxytocin administration on face recognition, trust to
in-group, and trust to out-group. Psychoneuroendocrino. 2012;37:438-43.
Guastella AJ, MacLeod C. A critical review of the influence of oxytocin nasal
spray on social cognition in humans: evidence and future directions. Horm
Behav. 2012,61:410-8.

Owen SF, Tuncdemir SN, Bader PL, Tirko NN, Fishel G, Tsien RW. Oxytocin
enhances hippocampal spike transmission by modulating fast-spiking
interneurons. Nature. 2013;500:458-62.

Dadds MR, MacDonald E, Cauchi A, Williams K, Levy F, Brennan J. Nasal
oxytocin for social deficits in childhood autism: a randomized controlled
trial. J Autism Dev Disord. 2014;44:521-31.

Guastella AJ, Einfeld SL, Gray KM, Rinehart NJ, Tonge BJ, Lambert TJ, Hickie
IB. Intranasal oxytocin improves emotion recognition for youth with autism
spectrum disorders. Biol Psychiat. 2010,67:692-4.

Guastella AJ, Gray KM, Rinehart NJ, Alvares GA, Tonge BJ, Hickie IB, et al.
The effects of a course of intranasal oxytocin on social behaviors in youth
diagnosed with autism spectrum disorders: a randomized controlled trial.
J Child Psychol Psyc. 2015;56:444-52.

39.

40.

41.

42.

43.

45.

46.

47.

48.

49.

50.

51

52.

53.

54.

55.

56.

57.

58.

59.

60.

62.

63.

64.

65.

66.

Page 13 of 14

Tachibana M, Kagitani-Shimono K, Mohri I, Yamamoto T, Sanefuji W,
Nakamura A, et al. Long-term administration of intranasal oxytocin is a
safe and promising therapy for early adolescent boys with autism
spectrum disorders. J Child Adol Psychop. 2013;23:123-7.

Taylor AE, Lee H, Buisman-Pijiman FTA. Oxytocin treatment in pediatric
populations. Front Behav Neurosci. 2014;8:360.

Van lJzendoorn MH, Bakermans-Kranenburg MJ. The role of oxytocin in
parenting and as augmentative pharmacotherapy; critical issues and bold
conjectures. J Neuroendocrinol. 2015. doi: 10.1111/jne.12355.

Sannen J. De ontwikkeling en validering van het Middle Childhood
Attachment Micro Observation system (MCAM). Belgium: KU Leuven; 2015.
Roelandts L. Een micro-analytisch onderzoek naar interactiepatronen van
moeders en lagere schoolkinderen. Belgium: KU Leuven; 2015.

Bartz JA, Zaki J, Bolger N, Ochsner KN. Social effects of oxytocin in
humans: context and person matter. Trends Cogn Sci. 2011;15:301-9.
Bakermans-Kranenburg MJ, Van lJzendoorn MH, Riem MM, Tops M, Alink LR.
Oxytocin decreases handgrip force in reaction to infant crying in females
without harsh parenting experiences. Soc Cogn Affect Neur. 2011;7:951-7.
Bartz JA, Zaki J, Bolger N, Hollander E, Ludwig NN, Kolevzon A, Ochsner KN.
Oxytocin selectively improves empathic accuracy. Psychol Sci. 2010,21:1426-8.
Meinlschmidt G, Heim C. Sensitivity to intranasal oxytocin in adult men with
early parental separation. Biol Psychiat. 2007,61:1109-11.

Pahlke F, Kénig IR, Ziegler A. Randomization In Treatment Arms (RITA): ein
Randomisierungs-Programm fur klinische Studien. Informatik Biometrie
Epidemiol Med Biol. 2004;35:1-22.

Doig GS, Simpson F. Randomization and allocation concealment: a practical
guide for researchers. J Crit Care. 2005;20:187-91.

Chan A-W, Tetzlaff JM, Gatzsche PC, Altman DG, Mann H, Berlin J, et al.
SPIRIT 2013 Explanation and Elaboration: guidance for protocols of clinical
trials. BMJ. 2013,346:7586.

Van lJzendoorn MH, Bhandari R, Van der Veen R, Grewen KM, Bakermans-
Kranenburg MJ. Elevated salivary levels of oxytocin persist more than 7 h
after intranasal administration. Front Neurosci. 2012,6:174.

Cella M, Knibbe C, Danhof M, Della PO. What is the right dose for children?
Br J Clin Pharmacol. 2010;70:597-603.

MacDonald E, Dadds MR, Brennan JL, Williams K, Levy F, Cauchi AJ. A review
of safety, side-effects and subjective reactions to intranasal oxytocin in human
research. Psychoneuroendocrino. 2011,36:1114-26.

Guastella AJ, Hickie 1B, McGuinness MM, Otis M, Woods EA, Disinger HW, et
al. Recommendations for the standardisation of oxytocin nasal
administration and guidelines for its reporting in human research.
Psychoneuroendocrino. 2013;38:612-25.

Vandevivere E, Braet C, Bosmans G. Under which conditions do early
adolescents need maternal support? J Early Adolescence. 2015;35:162-9.
Salemink E, Van den Hout M. Validation of the “recognition task” used in
the training of interpretation biases. J Behav Ther Exp Psy. 2010;41:140-4.
Ridenour TA, Greenberg MT, Cook ET. Structure and validity of people in
my life: a self-report measure of attachment in late childhood. J Youth
Adolescence. 2006;35:1037-53.

Bosmans G, Braet C, Heylen J, De Raedt R. Children’s attentional processing
of mother and proximity seeking. PLoS One. 2015;10:¢0124038.

Dujardin A, Santens T, Braet C, De Raedt R, Vos P, Maes B, Bosmans G. Middle
childhood support-seeking behavior during stress: links with self-reported
attachment and future depressive symptoms. Child Dev. 2016,87:326-40.
Biringen Z, Robinson JL, Emde RN. Manual for scoring the emotional
availability scales. Fort Collins: Colorado State University; 1998.

Dowdy E, Twyford J, Sharkey JD. Methods of assessing behavior: observations
and rating scales. In: Saklofske DH, Reynolds CR, Schwean V, editors. The
Oxford handbook of child psychological assessment. New York: Oxford
University Press; 2013. p. 623-50.

Jaccard P. The distribution of the flora in the alpine zone. New Phytol.
1912;11:37-50.

Ellis LK, Rothbart MK. Revision of the Early Adolescent Temperament
Questionnaire. Minneapolis: Biennial Meeting of the Society for Research
in Child Development; 2001.

Ellis LK. Individual differences and adolescent psychosocial development.
University of Oregon; 2002.

Achenbach TM. Manual for the Child Behavior Checklist/4-18 and 1991
profile. Burlington: University of Vermont; 1991.

Verhulst FC, Van der Ende J, Koot HM. Handleiding voor de CBCL/4-18
[Manual for the CBCL/4-18]. Rotterdam: Erasmus University; 1996.


http://dx.doi.org/10.1111/jne.12355

Verhees et al. Trials (2017) 18:326

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

De Groot A, Koot HM, Verhulst FC. Cross-cultural generalizability of the
Child Behavior Checklist cross-informant syndromes. Psychol Assessment.
1994;6:225-30.

Van Leeuwen K, Vermulst A. Handleiding bij de Verkorte Schaal voor
Ouderlijk Gedrag [Manual of the short version of the Parental Behavior
Scale]. Leuven: KU Leuven; 2010.

Delhaye M, Beyers W, Klimstra TA, Linkowski P, Goossens L. The Leuven
Adolescent Perceived Parenting Scale (LAPPS): reliability and validity with
French-speaking adolescents in Belgium. Psychol Belg. 2012;52:289-305.
Grolnick WS, Ryan RM, Deci EL. Inner resources for school achievement:
motivational mediators of children's perceptions of their parents. J Educ
Psychol. 1991,83:508-17.

Barber BK. Parental psychological control: revisiting a neglected construct.
Child Dev. 1996,67:3296-319.

Beyers W, Goossens L. Dynamics of perceived parenting and identity
formation in late adolescence. J Adolescence. 2008;31:165-84.

Kins E, Beyers W, Soenens B, Vansteenkiste M. Patterns of home leaving
and subjective well-being in emerging adulthood: the role of motivational
processes and parental autonomy support. Dev Psychol. 2009;45:1416-29.
Janssens A, Goossens L, Van Den Noortgate W, Colpin H, Verschueren K,
Van Leeuwen K. Parents’ and adolescents’ perspectives on parenting:
evaluating conceptual structure, measurement invariance and criterion
validity. Assessment. 2015;22:473-89.

Petersen AC, Crockett L, Richards M, Boxer A. A self-report measure of
pubertal status: reliability, validity, and initial norms. J Youth Adolescence.
1988;17:117-33.

Carskadon MA, Acebo C. A self-administered rating scale for pubertal
development. J Adolescent Health. 1993;14:190-5.

Shirtcliff EA, Dahl RE, Pollak SD. Pubertal development: correspondence
between hormonal and physical development. Child Dev. 2009,80:327-37.
Piccirillo JF, Merritt MG, Richards ML. Psychometric and clinimetric validity
of the 20-item Sino-Nasal Outcome Test (Snot-20). Otolaryng Head Neck.
2002;126:41-7.

De Winter S. Middle childhood attachment from a cognitive perspective:
the role of interpretation processing biases (Doctoral dissertation). 2017.
Retrieved from https:/lirias.kuleuven.be/. Retrieved May 23 2017

Faul F, Erdfelder E, Lang A, Buchner A. G*Power 3: a flexible statistical power
analysis program for the social, behavioral, and biomedical sciences. Behav Res
Methods. 2007;39:175-91.

Uvnds Moberg K, Prime DK. Oxytocin effects in mothers and infants during
breastfeeding. Infant. 2013;,9:201-6.

Page 14 of 14

Submit your next manuscript to BioMed Central
and we will help you at every step:

* We accept pre-submission inquiries

e Our selector tool helps you to find the most relevant journal

* We provide round the clock customer support

e Convenient online submission

e Thorough peer review

e Inclusion in PubMed and all major indexing services

e Maximum visibility for your research

Submit your manuscript at

www.biomedcentral.com/submit () BiolMed Central



https://lirias.kuleuven.be/

	Abstract
	Background
	Methods/design
	Discussion
	Trial registration

	Background
	The present study: aims and hypotheses
	Methods/design
	Study design
	Participants
	Procedure
	Interventions
	OT intervention
	CBM intervention

	Measures
	Outcome measures

	Other measures
	Data management
	Data analysis
	Sample size


	Discussion
	Trial status

	Additional files
	Abbreviations
	Funding
	Availability of data and materials
	Authors’ contributions
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Publisher’s Note
	Author details
	References

