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Abstract: Children born preterm often face challenges with self-regulation during toddlerhood. This
study examined the relationship between prematurity, supportive parent behaviors, frontal lobe
gray matter volume (GMV), and emotion regulation (ER) among toddlers during a parent-assisted,
increasingly complex problem-solving task, validated for this age range. Data were collected from
preterm toddlers (n = 57) ages 15-30 months corrected for prematurity and their primary caregivers.
MRI data were collected during toddlers” natural sleep. The sample contained three gestational
groups: 22-27 weeks (extremely preterm; EPT), 28-33 weeks (very preterm; VPT), and 34-36 weeks
(late preterm; LPT). Older toddlers became more compliant as the Tool Task increased in difficulty,
but this pattern varied by gestational group. Engagement was highest for LPT toddlers, for older
toddlers, and for the easiest task condition. Parents did not differentiate their support depending on
task difficulty or their child’s age or gestational group. Older children had greater frontal lobe GMV,
and for EPT toddlers only, more parent support was related to larger right frontal lobe GMV. We
found that parent support had the greatest impact on high birth risk (<27 gestational weeks) toddler
brain development, thus early parent interventions may normalize preterm child neurodevelopment
and have lasting impacts.

Keywords: prematurity; neurodevelopment; neuroimaging; parenting; emotion regulation; cognition;

frontal lobe; gray matter volume

1. Introduction

Medical advances have improved the survival rate and physical needs of very preterm
infants (VPT; less than 33 gestational weeks), but children born preterm continue to have
elevated risk for neurodevelopmental difficulties (e.g., executive function, emotion regu-
lation, language, etc.) [1-4]. These observed neurodevelopmental difficulties may result
from brain injury at birth and/or disruption in utero brain development [5-9]. Early experi-
ences, including duration and medical care in the neonatal intensive care unit (NICU) and
parenting behaviors may also influence neurodevelopmental outcomes following preterm
birth [10-12].

Parents play an important role in neurodevelopmental outcomes for children born
preterm. Providing warm and contingent caregiving, which responds to the child’s atten-
tional cues and meets their needs, has been associated with improved social-emotional and
cognitive functioning in preterm-born children [13,14]. In addition, there is evidence that
parental responsiveness directly influences the development of prefrontal gray matter with
strong implications for improving self-regulation in children born VPT. For example, higher
levels of parental sensitivity in early childhood are associated with larger total brain volume,
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as well as gray matter volume at 8 years [15]. Similarly, parental responsiveness may lead
to better amygdala and prefrontal gray matter neurodevelopment, with the ultimate effect
of reducing the risk of emotion regulation (ER) disruption and psychopathology among
children. Yet, less is known regarding the effects of parental responsiveness on frontal
limbic development and regulatory skills in children born preterm [16]. Taken together,
the studies emphasize the importance of warm and responsive caregiving in optimizing
neurodevelopmental outcomes for children, particularly those born preterm.

Early childhood is a crucial period marked by significant cognitive development,
which serves as a foundational element for more nuanced cognitive functions later in
life [17]. Self-regulation, or the ability to regulate one’s behavior in relation to what is
environmentally appropriate, is contingent on executive functioning (EF) and emotion
regulation (ER) [18]. Skills that prove vital for self-regulation are shaped during the first
two years of life, and the emergence of these skills is intimately linked to development of
prefrontal circuits [19,20]. Specifically, the prefrontal-limbic system, including frontostriatal
connections, rapidly develops in the first three postnatal years. There is growing evidence
that early self-regulatory dysfunction puts preterm children at increased risk for school
failure and special education needs, as shown by teacher reports of behavioral and general
academic delays [21-23].

Neuroimaging studies consistently link premature birth, particularly occurring before
33 weeks of gestation, with significant atypical white and gray matter microstructure [24].
Even at their term-corrected age, preterm infants exhibit reduced regional brain volumes.
The prefrontal cortices that facilitate EF and ER skills encompass various frontal brain
regions such as the anterior cingulate, as well as the medial, dorsal, and ventral prefrontal
cortex [25]. Consistent with the idea that neural circuitry is most responsive to experience
during rapid development, the protracted developmental course of the prefrontal cortex
causes these networks to be heavily influenced by experience, and early in life, experiences
will primarily stem from caregiver interaction [26-33]. Therefore, EF and ER typically
develop in the context of relationships with caregivers and are facilitated by establishing a
sense of safety and security, forming secure attachments, and coregulating emotions [34-37].

Within the context of prematurity, NICU stay length and clinical practices are an
important environmental factor that shape developmental outcomes. Prolonged NICU
stays have been associated with lower scores on the Bayley mental and motor scales during
toddlerhood [11]. Interestingly, in this study, gestational age was not associated with the
Bayley scales, suggesting that the severity of postnatal illnesses and NICU hospitaliza-
tion may account for negative neurodevelopmental effects in already high-risk preterm
infants. Increasingly, modifiable clinical care factors that may be at play include nutrition
and sensory exposure, which are highlighted as targets for improved developmental out-
come [12,38]. Moreover, limited parent-infant bonding during extended NICU stays may
interfere with formation of secure attachment relationship.

In order to measure and operationalize toddler ER, a task must include challenging
elements that require the child to regulate their emotions often in the context of problem
solving. The Tool Task was designed to measure aspects of early childhood problem-
solving, decision-making, spatial awareness, and emotion regulation, as the child works on
increasingly difficult tasks to remove toys from apparatuses with parent support [39]. This
task was originally used to evaluate two-year-olds’ capacity to engage in ER, sustained
attention, and problem-solving behaviors. Importantly, the Tool Task captures the toddler
behavior within the context of increasingly complex challenges and measures the child’s
ability to draw upon personal and environmental resources, such as their caregiver. This
task also evaluates parenting behaviors as the extent to which caregivers provide supportive
presence and quality of assistance as they work to help the child solve the task on their own.

Consistent with this idea, children classified as having a secure attachment to their
primary caregivers showed more enthusiasm, positive affect, persistence, cooperation,
flexibility, resourcefulness, and engagement than insecurely attached children. Moreover,
higher supportive caregiver behaviors during the task predicted lower negative child
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behaviors, including frustration, negative affect, and noncompliance behaviors [39]. During
Tool Task levels, parental support and responsive behaviors are essential components of
parent—child interactions, assessed by the scales of Supportive Presence and Quality of
Assistance. These behaviors underscore a caregiver’s ability to provide support and
assistance to a child during problem-solving situations, contributing significantly to the
child’s positive and enjoyable learning experiences.

Supportive presence involves the parent’s attentiveness to the child and task, coupled
with emotional responsiveness to the child’s signals. This creates a secure base for explo-
ration, which is achieved by the parent staying calm, setting a positive mood, and being
physically present. For example, the parent approaches the tool with obvious interest and
enthusiasm. The parent makes certain that the child realizes there is a problem to be solved
and indicates to the child that working on the problem can be rewarding. The parent may
also indicate to the child that they are available to work cooperatively with him/her if it
becomes necessary but encourages initial autonomous work to help the child achieve a
sense of solving the problem her/himself. These supportive behaviors not only motivate
but also reassure the child, leading to a high score on the Supportive Presence scale.

The current study examined the consequences of prematurity on frontal lobe gray
matter volume (GMV) and emotion regulation (ER) among toddlers engaged in the Tool
Task. This study tested associations between parent and child behaviors, with a special
emphasis on toddler emotion regulation and parental support facilitated through coreg-
ulation, and toddler frontal lobe neurodevelopment for toddlers with varying levels of
birth risk (i.e., extremely preterm, EPT; very preterm, VPT; and late preterm, LPT). The
following hypotheses were tested: (1) We hypothesized that toddler ER during the Tool
Task would vary based on interactive influences of birth risk, task difficulty, and toddler
age. Specifically, we expected that there would be differences in ER between EPT, VPT, and
LPT toddlers. (2) In terms of frontal lobe GMV, we anticipated that LPT toddlers would
have the greatest frontal lobe GMV and EPT toddlers would have the least frontal lobe
GMV. (3) Finally, we hypothesized that parent support would be most beneficial for EPT
toddlers, both in terms of child behavior (e.g., more supportive parent behaviors associated
with more toddler compliance and engagement) and in terms of frontal lobe GMV (e.g.,
more supportive parent behaviors associated with greater frontal lobe GMV).

2. Materials and Methods

This study included toddlers born preterm between 15-30 corrected gestational
months and their primary caregivers. Sample demographics (n = 57) are presented in
Table 1. The research team recruited the participants from two large pediatric clinics af-
filiated with the University of Texas Health Science Center located at the Texas Medical
Center in Houston, TX, USA. Participants included in this sample had completed the
initial testing: MRI and Tool Task. MRI data were successfully collected from 35 partic-
ipants. This study is part of a larger longitudinal study that utilizes scalable parenting
interventions to test if parental responsiveness is a modifiable psychological factor that
improves neurodevelopmental outcomes and brain connectivity in toddlers born preterm.
Tool Task data were collected in a laboratory setting at the Children’s Learning Institute
in Houston, TX, as part of baseline assessment, and was administered along with other
parent reports and behavioral measures for the larger study. Behavioral assessments were
video recorded and coded (see Supplementary Materials for coding framework). MRI data
were acquired, concurrently with behavioral data, at Baylor College of Medicine Core for
Advanced Magnetic Resonance Imaging in Houston, TX. The study participants received
a gift card for completing this behavioral testing session. Prior to any testing, informed
consent was obtained from all parents involved in this study; children enrolled in this study
were too young to provide assent for participation.
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Table 1. Descriptive characteristics of participants (1 = 57).

Sample Characteristics n (%)
Child Sex
Male 30 (52.63)
Female 27 (47.37)
Child Race
Black or African American 20 (35.09)
White 21 (36.84)
Asian 2 (3.51)
American Indian or Alaska Native 1(1.75)
Native Hawaiian or Other Pacific Islander 1(1.75)
Declined to respond 12
Child Ethnicity
Yes, Hispanic or Latino 30 (52.63)
No, not Hispanic or Latino 24 (42.10)
Declined to respond 3
Gestation Classification
Extreme Preterm (22-27) 28 (44.92)
Very Preterm (28-33) 15 (26.32)
Late Preterm (34-36) 14 (24.56)
Caregiver Relationship to Child
Mother 52 (91.2)
Father 4(7)
Other 1(1.8)
Caregiver Education: Highest Grade Completed
Primary school, Finished 5th grade 2 (3.5)
Middle School 4(7)
Some High School 8 (14)
High School diploma or GED 7 (12.3)
Vocational or technical training 2 (3.5)
Some College 11 (19.3)
Bachelor’s degree (BA/BS) 15 (26.3)
Master’s degree MA, MS, JD 4(7)
Other 3(5.3)
Declined to respond 1(1.8)
Means (SD)
Adjusted Gestational Age in months 19.24 (4.904)
Gestational Age at Birth (weeks) 28.60 (4.39)
Primary Caregiver Age 32.74 (7.22)

The study procedure was approved by the Committee for the Protection of Human
Subjects at the University of Texas Health Science Center at Houston. The Tool Task was
administered according to standard guidelines [39], optimized for our study design. Each
child was seated in a booster seat next to their parent at a table. The three levels of the
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Tool Task increased in difficulty, increasing the need for emotion regulation and parent
assistance while problem-solving (Figure 1a-d). During a 1 to 1.5-h baseline testing session,
the Tool Task was the first task administered. The Tool Task had three levels that took
between one to four minutes to complete and that increased in difficulty. The first level,
“vault toy,” asked the child to turn a wheel until the vault unlocked to release the prize (a
book) that was inside (Figure 1a). The second level was the “short tube” task, in which the
child inserted a stick inside a clear tube to retrieve the toy stuck in the middle (Figure 1b).
The third level, the “long tube” task, was similar to the second level (Figure 1c). However,
for the third level, the parent and toddler needed to realize that they were not able to release
the toy stuck in the middle of the clear tube by using one stick, instead they had to put
together both halves of the sticks so that it was long enough to push the toy through the
tube. The parent was present for all problem-solving tasks and instructed to let the child
try to solve the problem independently, but they were able to provide as much help as they
thought their child needed (Figure 1d). These tasks, especially the third level, tended to be
stressful, thus requiring child emotion regulation and increased coregulation from parent
to child.

(@) (®) (© (d)

Figure 1. Tool Task apparatus levels with parent—child interaction. (a) Vault toy apparatus corre-
sponding to difficulty Level 1. (b) Short tube apparatus corresponding to difficulty level 2. (c) Long
tube apparatus corresponding to difficulty level 3. (d) Mother supporting child well in level 2 of the
Tool Task. Notice the parent’s hand-over-hand assistance and child’s active engagement in the task.

Behavioral coding measures and framework. For each level, three coders analyzed six
variables for child behaviors and two variables for caregiver behaviors (interrater reliability,
o = 0.95). Each of the videos had 24 total ratings across the child and caregiver variables
(8 variables per 3 levels). Coders began analyzing behaviors when the examiner put the toy
and apparatus on the table and said, “Can you get the toy out of the box or tube?” Coders
stopped coding approximately ten seconds after the child retrieved the prize. The only
coding exclusion was when the parent was talking to the examiner or other adults in the
room. Behavioral coding materials are included in Supplementary Materials.

Child behavioral measures. Child noncompliance was measured on a 1 to 6 scale
evaluating the extent to which the child attended to the caregiver and complied with
caregiver requests. A high score would mean more noncompliance as shown by the child
refusing all caregiver offers of support and never following caregiver directions. A low
score, in contrast, means that the child attended to most of the parent’s requests and
followed the instructions. Child engagement was measured on a scale of 1-7 and was
defined as the degree to which the child is interested, engaged in, and enthusiastic about
the task. A score of 1 reflects the child’s active effort to avoid the task, whereas a score of
7 reflects very high levels of engagement and thorough involvement in the task, and the
middle of the scale reflects moderate levels of engagement. Other child behaviors did not
have enough variability to examine (see Table 2).
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Table 2. Gestational group differences in behavioral measures of the Tool Task using ANCOVA, with
age as a covariate.

Measure Extremely Preterm Very Preterm Late Preterm E(df) P
Means (SE) Means (SE) Means (SE)
Child Behavioral Measures
Child Noncompliance
Level 1 2.824 (0.277) 2.946 (0.360) 2.523 (0.373) 0.350 (2,46) 0.707
Level 2 3.210 (0.294) 3.795 (0.382) 3.080 (0.395) 1.005 (2,46) 0.374
Level 3 4.127 (0.281) 3.682 (0.365) 3.734 (0.377) 0.608 (2,46) 0.549
Child Anger *
Level 1 1.044 (0.193) 1.421 (0.251) 1.392 (0.260) 0.954 (2,46) 0.393
Level 2 1.083 (0.198) 1.470 (0.257) 1.886 (0.266) 3.012 (2,46) 0.059
Level 3 1.564 (0.292) 1.373 (0.380) 2.140 (0.393) 1.065 (2,46) 0.353
Child Coping *
Level 1 2.869 (0.157) 3.220 (0.204) 3.380 (0.211) 2.158 (2,46) 0.127
Level 2 2.781 (0.178) 3.015 (0.231) 3.140 (0.239) 0.809 (2,46) 0.452
Level 3 2.607 (0.172) 2.946 (0.223) 2.907 (0.231) 0.945 (2,46) 0.396
Child Engagement
Level 1 3.921 (0.259) 3.776 (0.337) 5.151 (0.349) 5.018 (2,46) 0.011 *
Level 2 4.010 (0.299) 3.394 (0.388) 4.865 (0.401) 3.418 (2,46) 0.041 *
Level 3 3.191 (0.299) 3.539 (0.388) 4.620 (0.401) 4.145 (2,46) 0.022 *
Child Persistence *
Level 1 3.176 (0.241) 3.193 (0.313) 4.019 (0.324) 2.455 (2,46) 0.097
Level 2 3.225 (0.266) 2.634 (0.346) 3.612 (0.357) 1.941 (2,46) 0.155
Level 3 2.660 (0.249) 2.846 (0.323) 3.383 (0.335) 1.520 (2,46) 0.229
Parent Assistance Sum
Level 1 10.500 (0.615) 9.911 (0.799) 11.672 (0.827) 1.195 (2,46) 0.312
Level 2 11.017 (0.527) 9.888 (0.685) 11.705 (0.708) 1.720 (2,46) 0.190
Level 3 10.271 (0.522) 10.109 (0.678) 12.173 (0.702) 2.884 (2,46) 0.066
Across Levels 3.84 (2,46) 0.029 *

* not hypothesized or included in analyses; * p < 0.05.

Caregiver behavioral measures. Coders observed the supportive presence and quality
of assistance from the caregiver. Using a 1 to 7 scale, coders rated the emotional support
with which the parent helped the child have a positive learning experience. Higher ratings
meant that the parent met most criteria and subcriteria (providing secure base, attentiveness
to child, helping their child focus, reinforcing, staying calm, anticipating frustration, setting
a learning and enjoyable mood, etc.). The quality of assistance measure also used a 1 to
7 scale to evaluate the sensitivity with which the caregiver maximized the child’s learning
opportunities. If the caregiver received the highest score, then they were excellent at
giving assistance. To show the combination of warmth and contingent responsiveness, we
summed the two parent variables in the analysis for an overview of their level of assistance
provided (i.e., Parent Assistance + Parent Supportive Presence = Parent Assistance Sum).

Toddler MRI Scans. MRI data were collected within seven days on average after
the behavioral data (36% on the same day) during the toddlers’ natural sleep. T1 and T2
weighted images were collected using a 64-channel head coil on a Siemens 3T scanner. The
parents were instructed to perform their usual bedtime routine with the child and to alert
the research staff once the child had been asleep for fifteen minutes. Then, researchers
transferred the child from the bed into the scanner. Hearing protection included earplugs,
pediatric earmuffs, and a thick piece of foam curved around the interior of the bore to
act similar to an acoustic hood [40]. A member of the research team was inside the
scanner, monitoring the child for movement and distress. If the child awoke, the scan was
stopped immediately.
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The T1 and T2 scans were processed using Infant Brain Extraction and Analysis
Toolbox (iBEAT V2.0 Cloud) for initial processing and brain segmentation [41-45]. The
neuroimaging processing steps included the following: heterogeneity correction, skull
stripping, and tissue segmentation. FSL was then used for gray matter volume computation
to calculate total gray matter volume and gray matter volume within each parcellation of
the UNC-BCP 4D Infant Brain Volumetric Atlas (Figure 2) [46]. All frontal regions included
in analyses are presented in Table 3. There was no significant difference between the right

and left frontal gray matter volumes (#(34) = 1.94, p = 0.06).

Figure 2. iBEAT brain segmentation example. The blue represents cerebrospinal fluid, the purple is
gray matter, and the pink is white matter.

Table 3. Gestational group differences in frontal gray matter using ANCOVA, with age and total gray

matter volume as covariates.

Extremely
Measure Preterm Very Preterm  Late Preterm F(df) p
Means (SE) Means (SE) Means (SE)
Left Frontal Gray Matter Regional Volumes
f:grﬂ)ﬁi frontal 58,678 (1056) 58,346 (1427) 60,719 (1354) 0911 (2,30)  0.413
Middle frontal gyrus 10,261 (367) 10,743 (497) 10,803 (471) 0533 (2,30)  0.592
Precentral gyrus 7228 (236) 7197 (319) 7691 (303) 0.867 (2,30) 0.430
Supplementary 4172 (169) 4137 (229) 4342 (217)  0.255(2,30)  0.776
motor area
ggfil:l orbitofrontal 50 47 1421 (144) 1424 (137)  0.165(2,30)  0.849
f(‘fr't;fb“"fmntal 4181 (223) 4306 (301) 5003 (286)  2.684(2,30)  0.085
ig‘rfge orbitofrontal 45 153 1580 (166) 2161 (158)  3.147 (2,30)  0.057
Ig\@ii;al sup. frontal 5093 (279) 4920 (377) 4914 (358)  0.107 (2,30)  0.898
gy":j:l sup. frontal 5455 (230) 5581 (311) 5439 (296)  0.067 (2,30)  0.935
Rolandic operculum 3649 (71) 3513 (96) 3738 (91) 1.436 (2,30) 0.254
Triangular inf. 6521 (171) 6226 (231) 6788 (219)  1.522(2,30)  0.235
frontal gyrus
fOperC“Iar inf. 2450 (69) 2452 (93) 2594 (88) 0.930 (2,30)  0.405
rontal gyrus
Rectus gyrus 1792 (198) 2029 (268) 1365 (254)  1.662(2,30)  0.207
Anterior cingulate 4455 (147) 4243 (199) 4457 (189) 0422 (2,30)  0.660

cortex
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Table 3. Cont.

Extremely
Preterm

Means (SE) Means (SE) Means (SE)

Measure Very Preterm  Late Preterm F(df) p

Right Frontal Gray Matter Regional Volumes
Sum of frontal 59,944 (1460) 59,620 (1973) 63,532 (1973)  1.386(2,30)  0.266

regions
Middle frontal gyrus 10,241 (486) 10,323 (657) 10,950 (623)  0.427 (2,30)  0.656
Precentral gyrus 7219 (307) 7291 (416) 7849 (394)  0.844(2,30)  0.440
Supplementary 4356 (175) 4748 (236) 4762 (224)  1411(2,30)  0.260
motor area
Ic\gf?eljl orbitofrontal 5159 113 2075 (152) 2059 (144) 0379 (2,30)  0.688
f(‘)fr'té’)fb“(’fmmal 4638 (198) 4341 (267) 5202 (254) 2824 (2,30)  0.075
Ic\g‘rfsxle orbitofrontal /¢ 163 1958 (221) 2743 (209)  3.254 (2,30)  0.053
Igv;erilsal sup. frontal 3252 (242) 3423 (327) 3253(310)  0.100 (2,30)  0.905
gDyOrrj:l sup. frontal 6383 (301) 6266 (407) 6458 (386)  0.058 (2,30)  0.944
Rolandic operculum 4618 (75) 4386 (101) 4624 (96) 1967 (2,30)  0.157
Triangular inf. 4798 (116) 4538 (157) 5238 (149)  5.316(2,30)  0.011*
frontal gyrus
Opercular inf. 3678 (123) 3768 (166) 3885(158)  0.541(2,30)  0.588
frontal gyrus
Rectus gyrus 1708 (191) 1864 (258) 1488 (245) 0557 (2,30)  0.579
Anterior cingulate 4546 (144) 4642 (195) 4822 (185)  0.686(2,30)  0.511
cortex

¥p<0.05.

Statistical Analysis. We conducted linear mixed effects models with task difficulty
(levels 1, 2, and 3) as a within-subjects variable and gestational group (EPT, VPT, and
LPT) and age (adjusted for prematurity) as between-subjects variables. We used these
models to predict toddler and parent behavior during the Tool Task. To examine brain
structure differences across gestational groups, we conducted linear mixed effects models
with hemisphere (right/left) as a within-subjects variable and gestational group (EPT, VPT,
and LPT) and age (adjusted for prematurity) as between-subjects variables, controlling
for total GMV. We also explored the relationships between parent behaviors during the
Tool Task, child behaviors during the Tool Task, and bilateral frontal lobe GMV. A power
sensitivity analysis was performed using G*Power version 3.1 [47]. With a sample size (N)
of 57 and three gestational groups, the study demonstrates a relative effect size ranging
from 0.423 to 0.546, ensuring a statistical power (1- err prob) of 0.80 and 0.95 [48].

3. Results

Descriptive statistics for all Tool Task outcome variables by gestational group are
presented in Table 2, with age included as a covariate. Birth risk was unrelated to parent
assistance and toddler noncompliance, anger, coping, and persistence during the Tool Task.
There was a significant difference in toddler engagement across the gestational groups: in
all three levels of the Tool Task, LPT toddlers were more engaged than VPT or EPT toddlers.

3.1. Toddler Noncompliance

There was a significant three-way interaction between gestational group, task diffi-
culty, and adjusted age (F(4,88) = 3.23, p = 0.02). The pattern generally reflects increased
compliance for older toddlers as the task increased in difficulty, but this relationship dif-
fered by gestational group (see Figure 3). For LPT toddlers, who had the lowest birth risk,
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older toddlers were more compliant than younger toddlers at level 3 of the Tool Task only;
there was no relationship between compliance and age for levels 1 and 2. For VPT toddlers,
who had moderate birth risk, older toddlers were more compliant than younger toddlers
at levels 2 and 3 of the Tool Task; there was no relationship between compliance and age
for level 1. For EPT toddlers, who had the highest birth risk, older toddlers were more
compliant than younger toddlers at level 1 of the Tool Task only; there was no relationship
between compliance and age for levels 2 and 3.

Noncompliance by Age and Gestational Group
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Figure 3. Toddler noncompliance by levels (1-3) of the Tool Task and three gestational groups.

3.2. Toddler Engagement

The three-way interaction between gestational group, task difficulty, and adjusted
age was not significant for toddler engagement during the Tool Task (F(4,88) = 2.035,
p = 0.10). There was a significant main effect of task difficulty (F(2,88) = 3.84, p = 0.03) and
a significant main effect of adjusted age (F(1,44) = 5.04, p = 0.03). Engagement decreased
with task difficulty and increased with age.

3.3. Parent Support

Parents did not differentiate their support during the Tool Task depending on their
child’s age (F(1,46) = 2.43, p = 0.13), their child’s gestational group (F(2,46) = 1.93, p = 0.16),
or task difficulty (F(2,45) = 1.52, p = 0.22).

3.4. Parent Support and Toddler Noncompliance

Because parent support did not differ by task difficulty, we created a sum score to
represent overall parent support across all three levels of the task (see Table 2). In a model
predicting toddler noncompliance from parent support, gestational group, and age, toddler
noncompliance was not related to overall parent support (F(1,45) =2.33, p = 0.13).
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3.5. Parent Support and Toddler Engagement

In a model predicting toddler engagement from parent support, gestational group,
and age, there was significant interaction between parent support and gestational group
(F(2,43) =5.23, p = 0.01). To better understand this interaction, exploratory univariate
analyses were conducted for each gestational group, testing main effects of parent support
on child engagement within each level, such that effect of parenting support at each task
level was tested relative to child behavior at the same task level. Univariate results indicated
that EPT toddlers who received more parent support were more engaged (F(1,22) = 6.75,
p = 0.02) at level 2; whereas, for LPT toddlers parental support predicted child engagement
atlevel 3 (F(1,10) = 8.39, p = 0.02). Parent support did not predict child engagement for VPT
toddlers. Of note, a summed score of parent support was evaluated in the primary analysis,
which was appropriate for testing differences in child behavior across levels. However, to
evaluate child behavior within each task level, a level-specific score for parent support was
deemed more suitable.

3.6. Frontal Lobe GMV

Frontal lobe GMV was unrelated to the gestational group (F(2,28) = 0.60, p = 0.62).
Across gestational groups, older children had greater frontal lobe GMV than younger
children (F(1,28) = 12.24, p = 0.002).

3.7. Frontal Lobe GMV and Parent Support

At levels 2 and 3, there was a significant interaction between gestational group and
parent support in predicting right frontal lobe GMV (level 2: F(3,22) = 4.27, p = 0.01; level
3: F(3,21) = 6.17, p = 0.004). The interaction indicated that parent support was related to
right frontal lobe GMV only for EPT toddlers; EPT toddlers with parents who were more
supportive during the Tool Task had greater right frontal lobe GMV than EPT toddlers
with parents who were less supportive during the Tool Task (see Figure 4). Parent support
was unrelated to frontal lobe GMV for VPT and LPT toddlers. There were no significant
interactions between gestational group and parent support for the left frontal lobe GMV.

Parental Support and GMV by Gestation

@ High Parental Support B Low Parental Support
135,000

*

130,000

< 125,000

120,000

115,000

lean Frontal Lobe GMV

110,000

N

105,000

100,000
Extremely Preterm Very Preterm Late Preterm
Gestational Groups

Figure 4. Graph of parental support and GMV by gestation shows the significant effect of high
parental support on EPT child frontal GMV. * p < 0.05.

3.8. NICU Stay Length

The current study analyzed the duration of NICU stay in days and its potential impact
on GMV and ER. Results showed a non-significant effect of NICU stay duration on total
GMV or frontal GMV (Fs(1,34) < 0.35, ps > 0.56). The effect of NICU stay duration on tod-
dler ER throughout the three levels of the Tool Task was also nonsignificant (Fs(1,53) < 3.45,
ps > 0.07).
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4. Discussion

Previous research indicates that utilizing brain plasticity during the critical period
of toddlerhood can serve as a mechanism to promote healthy developmental outcomes
for preterm (PT) children [34]. Responsive interactions with caregivers have the poten-
tial to enhance neurodevelopmental outcomes, including cognition, language, and brain
microstructure, for children at risk of cognitive, psychiatric, and behavioral disorders,
particularly those born extremely premature [33]. Both healthy toddlers and those born
preterm are at a pivotal stage in neurodevelopment, wherein environmental stimuli, es-
pecially parenting, must be adaptively responsive to address each child’s evolving needs.
This adaptability is crucial for fostering positive neurodevelopmental outcomes. The re-
ciprocal interaction between parents and toddlers during play, as well as routine activities
such as grocery shopping and dressing, provides the necessary stimulation for the healthy
development of brain regions associated with emerging language, cognitive skills, and
emotion regulation capacities. Taking a step further, actively supporting brain develop-
ment, particularly in the frontal lobes, through responsive parenting could be a key factor
in improving neurodevelopmental outcomes among extremely preterm individuals, who
frequently encounter challenges related to frontal lobe processes such as executive function
(EF) and emotion regulation (ER).

This study makes a significant contribution to the existing literature by illustrating
the positive impact of responsive parenting on brain development, leading to increased
gray matter volume (GMYV) in the frontal lobe of extremely preterm toddlers. Supporting
our hypothesis, older toddlers were more compliant as the Tool Task became harder. One
possibility is that, across gestational groups, older toddlers are better able work as a team
with their caregivers to solve difficult problems—that is to say, older toddlers are better able
inhibit their own agenda to make use of caregiver supports and suggestions. Regarding
gestational effects, LPT toddlers are more compliant only in the third level, but at moderate
level difficulty older VPT toddlers were more compliant at levels 2 and 3. EPT toddlers
showed a similar pattern, but only at level 1, the easiest level of the task. Regardless of
age, EPT toddlers were moderately noncompliant throughout levels 2 and 3. This pattern
reflects the perception of difficulty for each gestational group, as EPT toddlers find it
difficult at level 1, VPT toddlers find it difficult at level 2, and LPT toddlers find it difficult
at level 3. This effect may be due to the lower birth risk allowing for typical developmental
patterns to become evident at this age.

Supporting our hypothesis, child engagement decreased as the task became more
challenging, but increased with child age. It is likely that the frustration inherent to
increased task difficulty leading led to lower engagement, although older children were
better able to regulate negative emotions and allocate attention to achieving the goal,
leading to higher engagement across difficulty levels. Like the age-related effects, LPT
toddlers exhibited the highest levels of engagement across all task levels, possibly owing
to their ability to employ emotion regulation, enabling them to focus on the task goals.
Exploratory analysis suggests that parent support is an individual difference; thus, the
absence of differences in parent support may be attributed to consistent personality traits
rather than the state of assisting the child during problem-solving.

Whereas parent support was not related to toddler noncompliance, it did impact
toddler engagement. LPT and EPT toddlers with supportive parents demonstrated higher
engagement in the task. Importantly, the effects of parent support on child engagement
were noticeable at level 3 for LPT toddlers and level 2 for EPT toddlers, underscoring the
need for parental support to be adaptively tailored to meet the changing needs of toddlers.
The observed patterns of child engagement and parent support in challenging tasks align
with the concept of scaffolding in Vygotsky’s sociocultural theory. Within the caregiving
context, Vygotsky’s scaffolding principal centers on providing support and guidance to
a learner, adjusting the level of assistance as needed. EPT and LPT toddlers, possibly
due to their specific developmental readiness, may benefit from more effective parental
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scaffolding at level 2 and level 3, respectively, facilitating their engagement and success at
an appropriate point in this challenging task [49,50].

Frontal lobe GMV only differed by age, where older children had greater GMV than
younger children due to increased neurodevelopment as they age. The differences by
age are similar across the three groups as expected. In line with our hypothesis that
parent support benefits high birth risk toddlers the most, there was an interaction between
gestational group and parent support, such that the high birth risk group (EPT) showed
greater right frontal lobe GMV with greater parent support. It is unclear why parenting
effects were right lateralized, one possibility is that right frontal lobe may be more involved
in ER and thus more malleable to environment specific stimulation, such as parenting
behavior [51]; whereas left frontal lobe may be more sensitive to other environmental
factors, such as rich language exposure. Although the constrained sample size of this study
warrants caution, it is essential to consider the finding that parental behavior impacted
the frontal lobe GMYV in the gestational group at the highest neurodevelopmental risk (i.e.,
EPT). This finding aligns with the differential susceptibility theoretical framework [52],
which suggests that individuals more susceptible to adversity may also be more responsive
to positive influences, such as supportive parenting. Within the context of prematurity,
according to this framework, those at the highest neurodevelopmental risk may benefit the
most from supportive parenting practices. Consistent with our hypothesis, EPT toddlers
who received substantial parental support during the task exhibited significantly greater
gray matter volume in the frontal lobe. This EPT group experienced the most atypical
developmental journey and longest postnatal period, distinguishing them from the later
gestational groups. In this cohort with the highest birth risk, parental support appears
to play a crucial role in mitigating GMV deficiencies among preterm children, potentially
contributing to improved cognitive and socioemotional development and lowering the risk
of psychiatric disorders. Subsequent research, including a larger sample and longitudinal
design, should delve into the effects of parental intervention on preterm toddler GMYV,
emotion regulation, and the intricate interplay with parental support.

Present findings highlighting the significant influence of parent support on the brain
development of toddlers at the highest birth risk are compelling but should be considered
within the context of the following limitations. First, to achieve these study aims, multi-
ple hypotheses were tested on a relatively small sample size, increasing the risk for false
positives. Toddlers born with low gestational ages (EPT and VPT) constitute a special-
ized population, which increases the potential impact of research findings; yet researchers
working with pediatric patient populations and their families are aware of health-related
(e.g., ongoing outpatient therapies, respiratory illness) barriers for recruitment and en-
rollment, ultimately limiting sample size. For this reason, the modest sample size in this
study necessitates cautious interpretation of results. Future studies with larger samples
are recommended to enhance generalizability and robustness of findings. Furthermore,
the cross-sectional nature of this study does not capture developmental change over time.
Instead, our study design allows for the inference of age-related changes in both brain
and behavior, alongside current environmental experience. Future longitudinal studies are
essential to provide a more comprehensive understanding of the dynamic developmental
and even infer differential trajectories of brain—behavior outcomes in preterm toddlers.

The inclusion of MRI data in this research provides valuable insights into the intricate
relationship between brain development and behavioral outcomes in toddlers born preterm.
Although the acquisition of MRI data from sleeping toddlers represents an innovative ap-
proach, it is important to note that a limitation was that frontal lobe volumetric analyses
were restricted to toddlers who remained asleep during MRI data acquisition. This limita-
tion might introduce bias, as our sample could be skewed toward toddlers who experience
less disruption during natural sleep. An anecdotal note of interest—investigators in this
study collect several variables on child sleep habits. Surprisingly, sensitivity to sound
during sleep and regular bedtime are not sufficient predictors of success; whereas, multiple
MRI data collection attempts and same day behavioral and MRI testing support MRI data



Children 2024, 11, 206

13 of 15

References

acquisition. One final limitation, the study did not assess motor skill ability or milestones,
and it is plausible that EPT and VPT toddlers faced additional challenges in this domain
compared to LPT toddlers. While the Tool Task’s coding framework allows for scaling of
coded behaviors based on child capacity, future investigations should consider incorpo-
rating fine motor skill assessments to provide a more comprehensive understanding of
the interplay between parenting behaviors, emotion regulation, and motor development
challenges in preterm infants and toddlers.

5. Conclusions

Based on our results that parent support has the greatest impact on the highest birth
risk (under 28 weeks gestation) toddler brain development, parent interventions may be
warranted to normalize their child’s brain development from the start and create a lasting
positive impact. Future work research should target increasing positive parenting behavior
to improve brain development, ER, and other cognitive skills in toddlers born preterm.
Continuing to investigate the effects of parenting interventions on preterm toddlers could
establish the way for this population to have better ER/EF mechanisms and reach their full
developmental potential.

Supplementary Materials: The following supporting information can be downloaded at: https://www.
mdpi.com/article/10.3390/ children11020206/s1.

Author Contributions: Conceptualization, D.M.D., M.E.G,, ].S.M,, ].R.B., Y.W. and S.H.L.; methodol-
ogy, D.M.D,, ].R.B. and S.H.L.; formal analysis, D.M.D.; resources, D.M.D., ].R.B. and S.H.L.; data
curation, M.E.G.; writing—original draft preparation, M.E.G. and ].5.M.; writing—review and editing,
K.A.V, DM.D. and Y.W.; coding framework adaption and coding, M.E.G. and Y.W.; visualization,
M.E.G. and K.A.V,; supervision, D.M.D. and S.H.L.; funding acquisition, D.M.D., JR.B., K.A.V. and
S.H.L. All authors have read and agreed to the published version of the manuscript.

Funding: This research was funded by the Eunice Kennedy Shriver National Institute of Child Health
and Human Development, grant number ROIHD100560. The APC was funded by this NIH award.

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki, and approved by the Institutional Review Board (or Ethics Committee) of The University
of Texas Health Science Center at Houston (IRB number: HSC-MS-17-0190, IRB approval date: 29
September 2023).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.
Specifically, written informed consent had been obtained from the patients’ primary caregiver prior
to publishing of this paper. Media consent was obtained from family modeling Tool Task in Figure 1.

Data Availability Statement: Data are contained within the article and Supplementary Materials.

Acknowledgments: A special thank you to Li Wang for support implementing MRI data parcellations
iniBEAT V2.0: Infant Brain Extraction and Analysis Toolbox. Additional thank you to Texas Advanced
Computing Center (https:/ /tacc.utexas.edu (accessed on 30 January 2024)) for technical assistance
with utilizing IBEAT on institutional computational resources. Thank you to Baylor College of
Medicine Center for Advanced Magnetic Resonance Imaging (CAMRI) for use of imaging facility;
including accommodations appropriate for families with young children.

Conflicts of Interest: The authors declare no conflicts of interest.

1.  Foster-Cohen, S.; Edgin, J.O.; Champion, PR.; Woodward, L.J. Early delayed language development in very preterm infants:
Evidence from the MacArthur-Bates CDL. ]. Child Lang. 2007, 34, 655-675. [CrossRef]

2. Gerstein, E.D.; Woodman, A.C.; Burnson, C.; Cheng, E.R.; Poehlmann-Tynan, J. Trajectories of externalizing and internalizing
behaviors in preterm children admitted to a neonatal intensive care unit. J. Pediatr. 2017, 187, 111-118. [CrossRef] [PubMed]

3. Janssens, A; Uvin, K,; Van Impe, H.; Laroche, S.M.E; Van Reempts, P.; Deboutte, D. Psychopathology among preterm infants
using the Diagnostic Classification Zero to Three. Acta Paediatr. 2009, 98, 1988-1993. [CrossRef] [PubMed]

4. Taylor, H.G,; Clark, C.A. Executive function in children born preterm: Risk factors and implications for outcome. Semin. Perinatol.
2016, 40, 520-529. [CrossRef] [PubMed]


https://www.mdpi.com/article/10.3390/children11020206/s1
https://www.mdpi.com/article/10.3390/children11020206/s1
https://tacc.utexas.edu
https://doi.org/10.1017/S0305000907008070
https://doi.org/10.1016/j.jpeds.2017.04.047
https://www.ncbi.nlm.nih.gov/pubmed/28533035
https://doi.org/10.1111/j.1651-2227.2009.01488.x
https://www.ncbi.nlm.nih.gov/pubmed/19709094
https://doi.org/10.1053/j.semperi.2016.09.004
https://www.ncbi.nlm.nih.gov/pubmed/27836424

Children 2024, 11, 206 14 of 15

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Bouyssi-Kobar, M.; du Plessis, A.J.; McCarter, R.; Brossard-Racine, M.; Murnick, J.; Tinkleman, L.; Robertson, R.L.; Limperopoulos,
C. Third trimester brain growth in preterm infants compared with in utero healthy fetuses. Pediatrics 2016, 138, €20161640.
[CrossRef] [PubMed]

Kapellou, O.; Counsell, S.J.; Kennea, N.; Dyet, L.; Saeed, N.; Stark, J.; Maalouf, E.; Duggan, P.; Ajayi-Obe, M.; Hajnal, J.; et al.
Abnormal cortical development after premature birth shown by altered allometric scaling of brain growth. PLoS Med. 2006,
3, €265. [CrossRef] [PubMed]

Nam, K.W.,; Castellanos, N.; Simmons, A.; Froudist-Walsh, S.; Allin, M.P.; Walshe, M.; Murray, R.M.; Evans, A.; Muehlboeck,
J.S.; Nosarti, C. Alterations in cortical thickness development in preterm-born individuals: Implications for high-order cognitive
functions. Neurolmage 2015, 115, 64-75. [CrossRef]

Volpe, ].J. Brain injury in premature infants: A complex amalgam of destructive and developmental disturbances. Lancet Neurol.
2009, 8, 110-124. [CrossRef]

Volpe, ].]. The encephalopathy of prematurity—Brain injury and impaired brain development inextricably intertwined. Semin.
Pediatr. Neurol. 2009, 16, 167-178. [CrossRef]

Gerstein, E.D.; Poehlmann-Tynan, J. Transactional processes in children born preterm: Influences of mother—child interactions
and parenting stress. J. Fam. Psychol. 2015, 29, 777. [CrossRef]

Subedi, D.; DeBoer, M.D.; Scharf, R.]. Developmental trajectories in children with prolonged NICU stays. Arch. Dis. Child. 2016,
102, 29-34. [CrossRef]

Belfort, M.B.; Ramel, S.E. NICU Diet, Physical Growth and Nutrient Accretion, and Preterm Infant Brain Development. Neoreviews
2019, 20, e385-e396. [CrossRef]

Landry, S.H.; Smith, K.E.; Miller-Loncar, C.L.; Swank, P.R. Predicting cognitive-language and social growth curves from early
maternal behaviors in children at varying degrees of biological risk. Dev. Psychol. 1997, 33, 1040. [CrossRef]

Steelman, L.M.; Assel, M.A.; Swank, P.R.; Smith, K.E.; Landry, S.H. Early maternal warm responsiveness as a predictor of child
social skills: Direct and indirect paths of influence over time. J. Appl. Dev. Psychol. 2002, 23, 135-156. [CrossRef]

Kok, R.; Thijssen, S.; Bakermans-Kranenburg, M.].; Jaddoe, V.W.; Verhulst, F.C.; White, T.; van IJzendoorn, M.H.; Tiemeier, H.
Normal variation in early parental sensitivity predicts child structural brain development. J. Am. Acad. Child Adolesc. Psychiatry
2015, 54, 824-831. [CrossRef] [PubMed]

Thijssen, S.; Muetzel, R.L.; Bakermans-Kranenburg, M.].; Jaddoe, V.W.; Tiemeier, H.; Verhulst, F.C.; White, T.; Van Iljzendoorn, M.H.
H. Insensitive parenting may accelerate the development of the amygdala-medial prefrontal cortex circuit. Dev. Psychopathol.
2017, 29, 505-518. [CrossRef] [PubMed]

Keen, R. The development of problem solving in young children: A critical cognitive skill. Annu. Rev. Psychol. 2011, 62, 1-21.
[CrossRef] [PubMed]

Gagne, ].R.; Liew, J.; Nwadinobi, O.K. How does the broader construct of self-regulation relate to emotion regulation in young
children? Dev. Rev. 2021, 60, 100965. [CrossRef]

Blair, C.; Zelazo, P.D.; Greenberg, M.T. The Measurement of executive function in early childhood. Dev. Neuropsychol. 2005, 28,
561-571. [CrossRef] [PubMed]

Braun, K. The prefrontal-limbic system: Development, neuroanatomy, function, and implications for socioemotional development.
Clin. Perinatol. 2011, 38, 685-702. [CrossRef] [PubMed]

Best, J.R.; Miller, PH.; Naglieri, ].A. Relations between executive function and academic achievement from ages 5 to 17 in a large,
representative national sample. Learn. Individ. Differ. 2011, 21, 327-336. [CrossRef]

Clark, C.A.; Woodward, L.J. Relation of perinatal risk and early parenting to executive control at the transition to school. Dev. Sci.
2015, 18, 525-542. [CrossRef] [PubMed]

Johnson, S.; Wolke, D.; Hennessy, E.; Marlow, N. Educational outcomes in extremely preterm children: Neuropsychological
correlates and predictors of attainment. Dev. Neuropsychol. 2011, 36, 74-95. [CrossRef] [PubMed]

Dimitrova, R.; Pietsch, M.; Ciarrusta, ].; Fitzgibbon, S.P.; Williams, L.Z.J.; Christiaens, D.; Cordero-Grande, L.; Batalle, D.;
Makropoulos, A.; Schuh, A.; et al. Preterm birth alters the development of cortical microstructure and morphology at term-
equivalent age. Neurolmage 2021, 243, 118488. [CrossRef] [PubMed]

Tsujimoto, S. The Prefrontal Cortex: Functional Neural Development During Early Childhood. Neuroscientist 2008, 14, 345-358.
[CrossRef] [PubMed]

Belsky, J.; De Haan, M. Annual research review: Parenting and children’s brain development: The end of the beginning. J. Child
Psychol. Psychiatry 2011, 52, 409-428. [CrossRef] [PubMed]

DeMaster, D.; Bick, J.; Johnson, U.; Montroy, ]J.J.; Landry, S.; Duncan, A.F. Nurturing the preterm infant brain: Leveraging
neuroplasticity to improve neurobehavioral outcomes. Pediatr. Res. 2019, 85, 166-175. [CrossRef] [PubMed]

Duerden, E.G; Card, D.; Lax, I.D.; Donner, E.J.; Taylor, M.]J. Alterations in frontostriatal pathways in children born very preterm.
Dev. Med. Child Neurol. 2013, 55, 952-958. [CrossRef]

Hodel, A.S. Rapid infant prefrontal cortex development and sensitivity to early environmental experience. Dev. Rev. 2018, 48,
113-144. [CrossRef]

Landry, S.H. The role of parents in early childhood learning. In Encyclopedia on Early Childhood Development; CEECD: Montreal,
QC, Canada, 2008; pp. 1-6.


https://doi.org/10.1542/peds.2016-1640
https://www.ncbi.nlm.nih.gov/pubmed/27940782
https://doi.org/10.1371/journal.pmed.0030265
https://www.ncbi.nlm.nih.gov/pubmed/16866579
https://doi.org/10.1016/j.neuroimage.2015.04.015
https://doi.org/10.1016/S1474-4422(08)70294-1
https://doi.org/10.1016/j.spen.2009.09.005
https://doi.org/10.1037/fam0000119
https://doi.org/10.1136/archdischild-2016-310777
https://doi.org/10.1542/neo.20-7-e385
https://doi.org/10.1037/0012-1649.33.6.1040
https://doi.org/10.1016/S0193-3973(02)00101-6
https://doi.org/10.1016/j.jaac.2015.07.009
https://www.ncbi.nlm.nih.gov/pubmed/26407492
https://doi.org/10.1017/S0954579417000141
https://www.ncbi.nlm.nih.gov/pubmed/28401836
https://doi.org/10.1146/annurev.psych.031809.130730
https://www.ncbi.nlm.nih.gov/pubmed/20822435
https://doi.org/10.1016/j.dr.2021.100965
https://doi.org/10.1207/s15326942dn2802_1
https://www.ncbi.nlm.nih.gov/pubmed/16144427
https://doi.org/10.1016/j.clp.2011.08.013
https://www.ncbi.nlm.nih.gov/pubmed/22107898
https://doi.org/10.1016/j.lindif.2011.01.007
https://doi.org/10.1111/desc.12232
https://www.ncbi.nlm.nih.gov/pubmed/25288501
https://doi.org/10.1080/87565641.2011.540541
https://www.ncbi.nlm.nih.gov/pubmed/21253992
https://doi.org/10.1016/j.neuroimage.2021.118488
https://www.ncbi.nlm.nih.gov/pubmed/34419595
https://doi.org/10.1177/1073858408316002
https://www.ncbi.nlm.nih.gov/pubmed/18467667
https://doi.org/10.1111/j.1469-7610.2010.02281.x
https://www.ncbi.nlm.nih.gov/pubmed/20626527
https://doi.org/10.1038/s41390-018-0203-9
https://www.ncbi.nlm.nih.gov/pubmed/30531968
https://doi.org/10.1111/dmcn.12198
https://doi.org/10.1016/j.dr.2018.02.003

Children 2024, 11, 206 15 of 15

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.
49.

50.

51.

52.

Luby, J.L.; Belden, A.; Harms, M.P; Tillman, R.; Barch, D.M. Preschool is a sensitive period for the influence of maternal support
on the trajectory of hippocampal development. Proc. Natl. Acad. Sci. USA 2016, 113, 5742-5747. [CrossRef]

Treyvaud, K.; Thompson, D.K,; Kelly, C.E.; Loh, W.Y; Inder, T.E.; Cheong, J.L.Y.; Doyle, L.W.; Anderson, PJ. Early parenting is
associated with the developing brains of children born very preterm. Clin. Neuropsychol. 2021, 35, 885-903. [CrossRef]

Vaughn, K.A.; Moore, B.D.; DeMaster, D. Nurturing the developing brain to reduce neurological delay. In Diagnosis, Management
and Modeling of Neurodevelopmental Disorders: The Neuroscience of Development; Academic Press: Cambridge, MA, USA, 2021;
pp- 471-480.

Eisenberg, N.; Cumberland, A.; Spinrad, T.L. Parental Socialization of Emotion. Psychol. Ing. 1998, 9, 241-273. [CrossRef]
Eisenberg, N.; Spinrad, T.L.; Eggum, N.D. Emotion-related self-regulation and its relation to children's maladjustment. Annu. Rev.
Clin. Psychol. 2010, 6, 495-525. [CrossRef] [PubMed]

Landry, S.H.; Smith, K.E.; Swank, P.R. Responsive parenting: Establishing early foundations for social, communication, and
independent problem-solving skills. Dev. Psychol. 2006, 42, 627. [CrossRef] [PubMed]

Morris, A.S.; Silk, J.S.; Steinberg, L.; Myers, S.S.; Robinson, L.R. The role of the family context in the development of emotion
regulation. Soc. Dev. 2007, 16, 361-388. [CrossRef] [PubMed]

Pineda, R.G.; Neil, J.; Dierker, D.; Smyser, C.D.; Wallendorf, M.; Kidokoro, H.; Reynolds, L.C.; Walker, S.; Rogers, C.;
Mathur, A.M.; et al. Alterations in brain structure and neurodevelopmental outcome in preterm infants hospitalized in dif-
ferent neonatal intensive care unit environments. J. Pediatr. 2014, 164, 52-60. [CrossRef] [PubMed]

Matas, L.; Arend, R.A.; Sroufe, L.A. Continuity of adaptation in the second year: The relationship between quality of attachment
and later competence. In Thebeginning. Readings on Infancy; Columbia University Press: New York, NY, USA, 1978; pp. 547-556.
[CrossRef]

Nordell, A.; Lundh, M.; Horsch, S.; Hallberg, B.; Aden, U.; Nordell, B.; Blennow, M. The acoustic hood: A patient-independent
device improving acoustic noise protection during neonatal magnetic resonance imaging. Acta Paediatr. 2009, 98, 1278-1283.
[CrossRef] [PubMed]

Li, G.; Nie, J.; Wang, L.; Shi, F,; Gilmore, ].H.; Lin, W.; Shen, D. Measuring the dynamic longitudinal cortex development in infants
by reconstruction of temporally consistent cortical surfaces. Neuroimage 2014, 90, 266-279. [CrossRef] [PubMed]

Li, G.; Wang, L.; Shi, F; Gilmore, J.H.; Lin, W.; Shen, D. Construction of 4D high-definition cortical surface atlases of infants:
Methods and applications. Med. Image Anal. 2015, 25, 22-36. [CrossRef]

Li, G.; Wang, L.; Yap, PT.; Wang, F.; Wu, Z.; Meng, Y.; Dong, P; Kim, J.; Shi, F,; Rekik, I.; et al. Computational neuroanatomy of
baby brains: A review. Neurolmage 2019, 185, 906-925. [CrossRef]

Wang, L.; Li, G.; Shi, E; Cao, X,; Lian, C.; Nie, D.; Liu, M.; Zhang, H.; Li, G.; Wu, Z; et al. Volume-based analysis of 6-month-old
infant brain MRI for autism biomarker identification and early diagnosis. In Proceedings of the 21st International Conference on
Medical Image Computing and Computer Assisted Intervention, Granada, Spain, 16-20 September 2018; Springer International
Publishing: Cham, Switzerland, 2018; pp. 411-419. [CrossRef]

Wang, L.; Wu, Z.; Chen, L,; Sun, Y.; Lin, W,; Li, G. iBEAT V2. 0: A multisite-applicable, deep learning-based pipeline for infant
cerebral cortical surface reconstruction. Nat. Protoc. 2023, 18, 1488-1509. [CrossRef] [PubMed]

Chen, L.; Wu, Z,; Hu, D.; Wang, Y.; Zhao, F; Zhong, T.; Lin, W.; Wang, L.; Li, G. A 4D Infant Brain Volumetric Atlas based on the
UNC/UMN Baby Connectome Project (BCP) Cohort. Neurolmage 2022, 253, 119097. [CrossRef]

Faul, F; Erdfelder, E.; Buchner, A.; Lang, A.G. Statistical power analyses using G* Power 3.1: Tests for correlation and regression
analyses. Behav. Res. Methods 2009, 41, 1149-1160. [CrossRef]

IBM Corp. IBM SPSS Statistics for Windows, version 27.0; IBM Corp: Armonk, NY, USA, 2020.

Topciu, M.; Myftiu, J. Vygotsky theory on social interaction and its influence on the development of pre-school children. Eur. J.
Soc. Sci. Educ. Res. 2015, 2, 172-179. [CrossRef]

Mermelshtine, R. Parent-child learning interactions: A review of the literature on scaffolding. Br. J. Educ. Psychol. 2017, 87,
241-254. [CrossRef] [PubMed]

Turnbull, O.H.; Salas, C.E. The neuropsychology of emotion and emotion regulation: The role of laterality and hierarchy. Brain
Sci. 2021, 11, 1075. [CrossRef] [PubMed]

Belsky, J.; Pluess, M. Differential susceptibility to long-term effects of quality of child care on externalizing behavior in adolescence?
Int. ]. Behav. Dev. 2012, 36, 2-10. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1073/pnas.1601443113
https://doi.org/10.1080/13854046.2020.1811895
https://doi.org/10.1207/s15327965pli0904_1
https://doi.org/10.1146/annurev.clinpsy.121208.131208
https://www.ncbi.nlm.nih.gov/pubmed/20192797
https://doi.org/10.1037/0012-1649.42.4.627
https://www.ncbi.nlm.nih.gov/pubmed/16802896
https://doi.org/10.1111/j.1467-9507.2007.00389.x
https://www.ncbi.nlm.nih.gov/pubmed/19756175
https://doi.org/10.1016/j.jpeds.2013.08.047
https://www.ncbi.nlm.nih.gov/pubmed/24139564
https://doi.org/10.2307/1128221
https://doi.org/10.1111/j.1651-2227.2009.01339.x
https://www.ncbi.nlm.nih.gov/pubmed/19432831
https://doi.org/10.1016/j.neuroimage.2013.12.038
https://www.ncbi.nlm.nih.gov/pubmed/24374075
https://doi.org/10.1016/j.media.2015.04.005
https://doi.org/10.1016/j.neuroimage.2018.03.042
https://doi.org/10.1007/978-3-030-00931-1_47
https://doi.org/10.1038/s41596-023-00806-x
https://www.ncbi.nlm.nih.gov/pubmed/36869216
https://doi.org/10.1016/j.neuroimage.2022.119097
https://doi.org/10.3758/BRM.41.4.1149
https://doi.org/10.26417/ejser.v4i1.p172-179
https://doi.org/10.1111/bjep.12147
https://www.ncbi.nlm.nih.gov/pubmed/28220477
https://doi.org/10.3390/brainsci11081075
https://www.ncbi.nlm.nih.gov/pubmed/34439696
https://doi.org/10.1177/0165025411406855

	Introduction 
	Materials and Methods 
	Results 
	Toddler Noncompliance 
	Toddler Engagement 
	Parent Support 
	Parent Support and Toddler Noncompliance 
	Parent Support and Toddler Engagement 
	Frontal Lobe GMV 
	Frontal Lobe GMV and Parent Support 
	NICU Stay Length 

	Discussion 
	Conclusions 
	References

