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Abstract

Childhood exposure to violence is strongly associated with psychopathology. High

resting respiratory sinus arrhythmia (RSA) is associated with lower levels of psy-

chopathology in children exposed to violence. High RSA may help to protect against

psychopathology by facilitating fear extinction learning, allowing more flexible auto-

nomic responses to learned threat and safety cues. In this study, 165 youth (79 female,

aged 9–17; 86 exposed to violence) completed assessments of violence exposure, RSA,

and psychopathology, and a fear extinction learning task; 134 participants returned

and completed psychopathology assessments 2 years later. Resting RSA moderated

the longitudinal association of violence exposure with post-traumatic stress disorder

(PTSD) symptoms and externalizing psychopathology, such that the association was

weaker among youths with higher RSA. Higher skin conductance responses (SCR) dur-

ing extinction learning to the threat cue (CS+) was associatedwith higher internalizing

symptoms at follow-up and greater SCR to the safety cue (CS–) was associated with

higher PTSD, internalizing, and externalizing symptoms, as well as the p-factor, con-

trolling for baseline symptoms. Findings suggest that higher RSA may protect against

emergence of psychopathology among children exposed to violence. Moreover, dif-

ficulty extinguishing learned threat responses and elevated autonomic responses to

safety cuesmay be associated with risk for future psychopathology.
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1 INTRODUCTION

Childhood violence exposure—such as physical abuse, sexual abuse, or

witnessingdomestic violence—is oneof themost pressing public health

crises in the world (van der Kolk, 2017), and explains a substantial por-

tion of mental health problems in the population (Green et al., 2010;

Kessler et al., 2010;McLaughlin et al., 2012). Violence exposure is asso-

ciated with increased risk for many forms of psychopathology across

the internalizing and externalizing spectrum (Cicchetti & Toth, 2005;

Green et al., 2010; Kessler et al., 2010;McGrath et al., 2017;McLaugh-

lin et al., 2012; Schaefer et al., 2018), as well as with the transdiag-

nostic general psychopathology factor (i.e., p-factor; Caspi et al., 2014;

Schaefer et al., 2018;Weissman,Guyer et al., 2019). Identifying protec-

tive factors that buffer against the onset of psychopathology following

childhood exposure to violence is critical to developing more targeted

and effective interventions (Duffy et al., 2019).

High vagal tone may be one such protective factor. Vagal tone

reflects parasympathetic nervous system regulation of heart rate

through the vagus nerve (Berntson et al., 1997; Porges, 2007).

The vagus nerve acts as a brake on the firing of the sinoatrial

node, the heart’s primary pacemaker, following activation of vagal

motor neurons in the nucleus ambiguus and the dorsal motor nucleus
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(Allen et al., 2007; Porges, 1995, 2007; Thayer et al., 2009). Respiratory

sinus arrythmia (RSA) is a noninvasivemeasure that reflects vagal tone

as variability in heart rate within the frequency band associated with

respiration (Allen et al., 2007; Berntson et al., 1993). High vagal tone,

indicated by higher levels of RSA at rest, has been shown to moderate

the associations of exposure to stress, adversity and violencewith psy-

chopathology, such that the link between adversity and psychopathol-

ogy isweaker or absent in childrenwithhigh vagal tone (El-Sheikh et al.,

2001; Katz & Gottman, 1997; Katz & Gottman, 1995; McLaughlin,

Alves, et al., 2014; McLaughlin et al., 2015; Porges, 2007). The specific

mechanisms through which high RSA may help to protect against psy-

chopathology following childhood exposure to violence and adversity

are unknown. However, one such mechanism could be the way in

which vagal tone influences associative learning processes involved in

fear extinction.

Extinction learning arises when new associations are formed that

compete with those acquired through prior aversive learning (Bouton,

1993, 2004; Milad & Quirk, 2012). Aversive learning, or fear learning,

occurs when a previously neutral stimulus becomes associated with

threat due to repeated pairings with an aversive unconditioned stim-

ulus (US), such as a shock or loud noise. Extinction learning occurs

when the conditioned stimulus (CS+), that had previously been paired

with the aversive US, is repeatedly presented without the US. Dur-

ing fear extinction learning, repeated presentation of the CS+ in the

absence of the US creates a new memory trace associating the CS+

with safety that competes with the original conditioned fear memory

(Bouton, 1993, 2004;Milad &Quirk, 2012).

Some studies suggest that vagal activity may moderate fear extinc-

tion. For example, vagal nerve stimulation has been shown to reduce

behavioral indicators of fear (e.g., freezing) responses to the CS+ in

animal models (Peña et al., 2013). Alternatively, vagal tone may index

central nervous system mechanisms that underlie both vagal activ-

ity and fear extinction. Vagal tone has been hypothesized to reflect

greater tonic inhibition of the amygdala by the medial prefrontal cor-

tex (mPFC;Thayer et al., 2012), andmPFC–amygdala couplinghasbeen

shown to play an integral role in extinction learning (Giustino &Maren,

2015;Kimet al., 2011; Phelps et al., 2004). Because the inhibitory influ-

ence of the mPFC on the amygdala can contribute to both higher vagal

tone and the extinction of learned fear responses, higher vagal tone

may index a greater capacity for extinguishing learned fear associa-

tions (Beauchaine, 2015; Jennings et al., 2016;Mather & Thayer, 2018;

Porges, 2007; Sakaki et al., 2016; Thayer et al., 2012).

The neural circuits involved in fear extinction learning undergo con-

siderable maturation in middle childhood and adolescence (Pattwell

et al., 2012). In older adolescents and adults, extinction learning occurs

more quickly and recruitment of the mPFC occurs to a greater degree

than for children, who recruit the amygdala more strongly for threat

and safety learning than adolescents and adults (Lau et al., 2011; Mor-

riss et al., 2019). This developmental shift may bemediated by increas-

ing structural integrity of the uncinate fasciculus—awhite matter tract

connecting themPFC and amygdala (Morriss et al., 2019). Lower struc-

tural integrity of the uncinate fasciculus in adolescence is associated

both with childhood maltreatment and increased internalizing symp-

toms following exposure to stressful life events (Hanson et al., 2015).

Likewise, altered amygdala–Ventromedial Prefrontal Cortex (vmPFC)

functional connectivity during fear extinction learning is associated

with increased risk for anxiety disorders (Gold et al., 2016). Moreover,

altered extinction learning is associated with elevated risk for numer-

ous forms of internalizing psychopathology in adults (Craske et al.,

2011; Garcia & Zoellner, 2017; Gazendam et al., 2013; Grillon & Mor-

gan III, 1999; Guthrie & Bryant, 2006; Lissek et al., 2005; Norrholm

et al., 2011; Staples-Bradley et al., 2018), as well as children (Britton

et al., 2013; Craske et al., 2008; Dvir et al., 2019; Shechner et al., 2015).

Given that smaller physiological responses to theCS+during extinc-

tion learning is associatedwithdecreased risk for post-traumatic stress

disorder (PTSD; Blechert et al., 2007; Norrholm et al., 2011; Orr et al.,

2000; Peri et al., 2000; Zuj, Palmer, Hsu et al., 2016; Zuj, Palmer, Lom-

men et al., 2016), and other forms of psychopathology (Craske et al.,

2008;McGuire et al., 2016;Michael et al., 2007), higher vagal tonemay

protect against transdiagnostic psychopathology through associated

reductions in fear responses during extinction learning. Indeed, higher

restingRSAmoderated the associationbetweenviolence exposure and

PTSD avoidance symptoms in children and adolescents in a prior study,

such that violence exposure was only associated with elevated symp-

toms among youths with low resting RSA (Jenness et al., 2019). Higher

resting RSA also moderated the association between violence expo-

sure and skin conductance responses (SCR) during early fear extinc-

tion, such that, among violence-exposed youths, higher RSA was asso-

ciated with lower SCR responses to the CS+ during early extinction

learning, indicating greater extinction of learned fear. Finally, this pat-

tern of lower SCRduring early fear extinctionmediated the association

between higher RSA and lower PTSD symptoms among youth exposed

to violence, suggesting that the protective influence of high vagal tone

against PTSD symptoms among youths exposed to violence may oper-

ate, at least partially, through enhanced extinction learning (Jenness

et al., 2019).

This study seeks to replicate and extend these findings in a large,

longitudinal sample of children and adolescents with high levels of

exposure to violence. We evaluate the extent to which vagal tone

and fear extinction might promote resilience to trauma-related psy-

chopathology. We first attempt to replicate the findings of Jenness

et al. (2019) by conducting analyses in relation to PTSD, a form of psy-

chopathology that is common among children exposed to violence and

associated with alterations in extinction learning mechanisms (Milad

& Quirk, 2012). We further examined whether vagal tone and fear

extinction act as transdiagnostic mechanisms of resilience by evaluat-

ing their associations with internalizing, externalizing, and a measure

of general psychopathology (i.e., p-factor). In preregistered analyses

(https://osf.io/xur87/), we examine several hypotheses. First, we

expected that violence exposure would be positively associated with

PTSD, internalizing problems, externalizing problems, and p-factor.

Second, we predicted that resting RSAwouldmoderate the association

between violence exposure and PTSD, internalizing problems, and

p-factor, such that violence exposure would be associatedwith greater

symptoms of psychopathology among youth with low resting RSA, but

not among thosewithhighRSA. Third,wehypothesized that larger SCR

https://osf.io/xur87/
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to the CS+ during early extinction learning would be associated with

higher PTSD symptoms, internalizing problems, or p-factor. Fourth, we

predicted that resting RSA would moderate the association between

violence exposure and SCR to theCS+ during early extinction learning,

such that violence exposurewould be associatedwith higher SCR reac-

tivity to the CS+, among youth with low resting RSA, but not among

those with high resting RSA. Finally, we predicted indirect effects of

violence exposure on PTSD symptoms, internalizing problems, and

p-factor via higher SCR reactivity to the CS+ during early extinction,

conditional on resting RSA, such that higher SCR reactivity to the

CS+ would mediate the association between violence exposure and

symptoms of transdiagnostic psychopathology among youths with low

restingRSA, but not amongyouthswithhigh restingRSA. In all analyses

of psychopathology, we first examined associations cross-sectionally,

and then longitudinally in predicting symptom changes over a 2-year

follow-up period.

2 METHODS

2.1 Participants

Participants were children and adolescents between the ages of 8 and

17 living in the Seattle area. A total of 262 youth aged 8–16 years were

enrolled into the study. Youth and caregivers were recruited for par-

ticipation at schools, after-school and prevention programs, adoption

programs, food banks, shelters, parenting programs, medical clinics,

and the general community in Seattle,WA, between January 2015 and

June 2017. Recruitment efforts were targeted at recruiting a sample

with variation in exposure to maltreatment-related trauma. To do so,

we recruited fromneighborhoodswith high levels of violent crime, clin-

ics that served a predominantly low-Socioeconomic status (SES) catch-

ment area, and agencies that workwith families who have been victims

of violence (e.g., domestic violence shelters, programs for parentsman-

dated to receive intervention by Child Protective Services). Exposure

to violence and other inclusion and exclusion criteria were assessed

during the first study visit. Inclusion criteria for the violence-exposed

group included exposure to physical or sexual abuse or direct witness-

ing of domestic violence. Children in the control group were matched

to children in the violence-exposed group on age, sex, and handedness;

inclusion criteria required an absence of exposure to maltreatment

or other forms of significant interpersonal violence. Exclusion criteria

included IQ < 80, presence of pervasive developmental disorder,

active psychotic symptoms or mania, active substance abuse, and

presence of safety concerns. Of the 262 children enrolled in the first

study visit, three were excluded from all analysis due to low IQ (n= 1),

presence of pervasive developmental disorder (n= 1), and presence of

psychotic symptoms and drug abuse (n= 1).

The data on RSA and fear learning were acquired during a second

study visit, on a smaller sample of children and adolescents invited to

participate in a more involved neuroimaging and physiological assess-

ment. A total of 169 participants participated in the resting electro-

cardiogram (ECG) and fear learning tasks at baseline. Equipment mal-

functions resulted in loss of all physiological data from four partici-

pants. Four participants declined to complete the fear extinction task,

and five participants discontinued the task before the end of extinc-

tion phase. Eleven nonresponders during the conditioning phase were

dropped fromall SCR analyses, as fear extinction learning cannot occur

if fear conditioning has not first been established. The full analytic sam-

ple for this study consistedof165 subjects (86violence-exposed) at the

baseline assessment.

A longitudinal follow-up assessment was conducted approximately

2 years following the baseline assessments (M = 21.96 months,

SD = 7.88 months) to assess symptoms of psychopathology. A total of

134 subjects (67 violence-exposed) of the 165 participants with usable

data on RSA and fear learning at baseline (79.3%) participated in this

follow-up. Of the 31 children in the analytic sample that dropped out,

19 were maltreated (22% attrition), and 12 were not (15% attrition;

χ2= 0.87, p= .350).

All procedures were approved by the Institutional Review Board at

the University ofWashington.Written informed consent was obtained

from legal guardians; children provided written assent. Maltreatment

not previously reported to the relevant authorities was reported to

Child Protective Services using standard clinical procedures.

2.2 Fear learning task

We utilized a fear learning task validated for children and adolescents

that included three phases: preconditioning, conditioning, and extinc-

tion (McLaughlin et al., 2016; Shechner et al., 2015). During the pre-

acquisition phase, participants viewed the CS+ and CS– (blue and yel-

low bells, counterbalanced across participants, four trials each) with-

out the US (an aversive 96 dB alarm noise). The acquisition phase

consisted of 20 trials of the CS+ and CS– (10 of each). The CS+ co-

terminated with the US in 80% of acquisition trials. During the extinc-

tion phase, the CS+ andCS– (eight trials each) were presentedwithout

theUS. Intervals between trials ranged between 8 and 12 s (mean= 10

s).

SCR provided the primary metric of fear conditioning. Consistent

with Jenness et al. (2019), we focused specifically on responses to

the CS+ during the early fear extinction phase of the task, as fear

responses tend to return to baseline in the latter half of the extinc-

tion task (McLaughlin et al., 2016; Shechner et al., 2015).Moreover, the

early extinction phase has been the main focus of studies on extinc-

tion learning, and is typically where participants exhibit the greatest

variability in fear response intensity during the extinction phase (Milad

et al., 2009;Milad &Quirk, 2002).

2.3 Measures

2.3.1 Violence exposure

As described in more detail previously (Weissman, Jenness, et al.,

2019), participants exposed to physical abuse, sexual abuse, or
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domestic violence were categorized as violence-exposed. Otherwise,

they were classified as controls. Children were classified as experienc-

ing physical or sexual abuse if abuse was endorsed by the child on the

Childhood Experiences of Care and Abuse (CECA) interview (Bifulco

et al., 1994), PTSD Reaction Index (PTSD-RI) trauma screen, or above

the validated Child Trauma Questionnaire (CTQ) threshold (Bernstein

et al., 1997; Walker et al., 1999), or by parent on the Juvenile Victim-

ization Questionnaire (JVQ; Finkelhor et al., 2005), or PTSD-RI trauma

screen (Steinberg et al., 2013). Exposure to domestic violence reported

on the Violence Exposure Scale for Children-Revised (VEX-R; Fox &

Leavitt, 1995) or PTSD-RI trauma screen was determined based on

child report only. Consistency of reporting across these measures is

summarized in Table S2.

2.3.2 Vagal tone

Vagal tone was assessed using noninvasive ECG recordings, obtained

with a Biopac ECG amplifier (Goleta, CA) according to accepted guide-

lines (Fox & Leavitt, 1995). Participants were instructed to sit quietly

without moving for 5 min. We used a modified Lead II configuration,

placing electrodes on the right clavicle, left lower torso, and right leg

(ground). ECG data, sampled at 1.0 kHz, were collected using Biopac

MP150 hardware and Acknowledge software. Trained raters, blinded

to violence exposure of participants, visually inspected automatic R-

peak detection of the ECG data using Mindware Heart Rate Variabil-

ity (HRV) Software (Mindware Technologies, Gahannah, OH). Visual

inspection focused on detecting ectopic beats and confirming accu-

rate detection of R-peaks in the ECG waveform. From IBI time series,

we calculated RSA in 1-min bins. To calculate RSA, the HRV module

detrended the data using a first order polynomial to remove the mean

and any linear trends, cosine tapered the data, submitted it to Fast

Fourier Transformation, and took the natural log integral of high fre-

quency power in the appropriate respiratory frequency band based on

participant age (0.24−0.40Hz for 8–12 years of age, and 0.18−0.40Hz

for 13–16 years of age; Shader et al., 2018).

2.3.3 Skin conductance response

SCRservedas theprimarymeasureof fear extinction learning. For each

participant, an experimenter filled two silver/silver chloride electrodes

with sodium chloride gel. The tips (fingerprint side) of the participant’s

nondominant index and middle finger were exfoliated and wiped with

rubbing alcohol, where an experimenter then fastened the two elec-

trodes. We acquired SCR using a Biopac galvanic skin response mod-

ule (Goleta, CA), which collected SCR at a sampling rate of 250 Hz

throughout the fear conditioning task. Using AcqKnowledge 4.0 soft-

ware (Biopac Systems,Goleta, CA),we calculated SCRas thedifference

in amplitude between 1 second pre-CS baseline and peak response to

CS+ in the 1−4 s following onset of the stimulus in accordance with

standard practice (Dawson et al., 2017). The aforementioned 1–4 s

response window is a standard procedure used to avoid collecting SCR

unrelated to the CS+, and to capture only peak SCR to CS+ (Dawson

et al., 2017). To ensure that SCR changes during the conditioning phase

did not result from the US, the response window terminates before

onset of the US. During the conditioning phase of the task, responses

were only counted if SCR exceeded 0.02 microsiemens (μs) averaged
across trials. Eleven participants were nonresponders during the con-

ditioning phase of the task based on this threshold. Eightwere from the

violence-exposed group, and threewere from the control group. These

nonresponders were removed from all SCR-related analyses as extinc-

tion learning cannot occur if fear conditioning has not first been estab-

lished. All SCR from the extinction phase were included in analyses,

regardless of their magnitude. Because the residuals from our models

using raw SCR amplitudes were skewed (all S’s> 2.01), we square root

transformed the rawSCRamplitudes inorder to reduce skew,which is a

common approach in developmental fear conditioning studies (Abend

et al., 2020; Gamwell et al., 2015; Jovanovic et al., 2014; Kreutzmann

et al., 2021; McLaughlin et al., 2016; Morriss et al., 2019; Shechner

et al., 2015;Waters & Pine, 2016).

2.4 Psychopathology symptoms

2.4.1 Post-traumatic stress disorder symptoms

The UCLA Child/Adolescent PTSD-RI is a widely used assessment of

PTSD symptom severity with strong convergent validity and inter-

nal consistency for the overall measure and among subscales (Jen-

ness et al., 2019; Steinberg et al., 2013). The PTSD-RI measures re-

experiencing, avoidance/numbing, and hyper-arousal, which are PTSD

symptoms specifically related to childhood exposure to violence. The

PTSD-RI has sound psychometric properties (Steinberg et al., 2013)

and had excellent internal consistency in our sample (α = .94). The

higher of the parent and youth-reported PTSD symptom severity was

used in our analyses, consistent with the standard “or” rule for deter-

mining the presence of psychopathology symptoms in children (Kessler

et al., 2012;Merikangas et al., 2010). PTSD scores at both baseline and

follow-up fall within assumptions of normality (S=0.702 and S=1.212,

respectively), and more importantly the residuals of PTSD scores for

everymodel inwhich PTSD is used fall within assumptions of normality

(0.191< S’s< 0.590; Hair, 2009; Lumley et al., 2002).

2.4.2 Internalizing and externalizing
psychopathology

The Child Behavior Checklist (CBCL) and Youth Self-Report (YSR) are

among the most sensitive, reliable, and valid scales for measuring par-

ent and child-reported internalizing and externalizing problems. How-

ever, these scales are lesswidely used for assessing symptoms of PTSD,

which are common in children exposed to violence, and do not pro-

vide the type of in-depth assessment of different domains of anxi-

ety and depression symptoms as other commonly used measures of

internalizing symptoms. To assess these symptom domains we use a
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set of thesemore comprehensive internalizingmeasures, including the

PTSD-RI, the Children’s Depression Inventory 2 (CDI), and the Screen

for Child Anxiety Related Emotional Disorders (SCARED). The CDI is

one of the most widely used assessments for depression in the liter-

ature, with good test–retest reliability, internal consistency, and con-

struct validity (Rivera et al., 2005; Sitarenios & Kovacs, 1999), par-

ticularly over repeated administrations (Finch, Jr. et al., 1987). The

SCARED is a broadly used, validated instrument with good internal

consistency, discriminant validity, and test–retest reliability (particu-

larly between depressive and anxiety disorders) used to screen chil-

dren for anxiety disorders (Birmaher, Khetarpal, et al., 1997; Birmaher,

Brent, et al., 1999; Hale et al., 2005).

Externalizing symptoms were assessed with the externalizing prob-

lems subscale of the CBCL, which is composed of subscales assessing

aggressive behaviors, rule breaking behaviors, and attention problems.

The CBCL is one of the most widely used validated measures of youth

emotional and behavioral problems in both clinical and research set-

tings, and demonstrates strong reliability, as well as convergent and

discriminative validity (Achenbach et al., 2003; Ebesutani et al., 2010;

Nakamura et al., 2009). The higher of the parent and youth-reported

externalizing symptom severity was used in our analyses.

2.4.3 Transdiagnostic psychopathology

As described in previous publications (Weissman, Bitran, et al., 2019;

Weissman, Jenness, et al., 2019), we performed confirmatory fac-

tor analysis (CFA) to test a correlated-factors model specifying Inter-

nalizing and Externalizing latent factors. All CFA analyses were per-

formed in MPlus version 8.1 (Muthén & Muthén, 2012). Given that

our observed indicator variables were slightly skewed and kurtotic, we

used the robust maximum likelihood estimator (MLR), which employs

a sandwich estimator to arrive at standard errors robust to nonnor-

mality of observations.MLR performswell inmodest sample sizeswith

skewed data, as in this study (Li, 2016). We assessed the relative fit

of each model using the Akaike Information Criterion (AIC), Bayesian

Information Criterion (BIC), and the sample-adjusted BIC. Fit indices

for the correlated-factors model were: AIC= 6056.31, BIC= 6249.00,

sample-adjusted BIC = 6077.79. Standardized factor loadings for the

internalizing (CDI, SCARED, PTSD) latent factor ranged from 0.65 to

0.73, all p’s < .001. Standardized factor loadings for the external-

izing (aggressive behaviors, rule breaking behaviors, attention prob-

lem) latent factor ranged from 0.76 to 0.87, all p’s < .001 Fit indices

for the correlated factors model at follow-up were: AIC = 4507.81,

BIC = 4682.09, sample-adjusted BIC = 4514.19. Standardized fac-

tor loadings for the internalizing factor ranged from 0.48 to 0.95, all

p’s < .001. Standardized factor loadings for the externalizing factor

ranged from 0.76 to 0.84, all p’s< .001.

The general psychopathology factor (or p-factor) was estimated in a

bi-factor model specifying both a general psychopathology latent fac-

tor (“p”) and residual internalizing and externalizing factors. Fit indices

for the bi-factor model were: AIC = 6018.23, BIC = 6228.77, Sample-

adjusted BIC= 6041.71. Standardized factor loadings for the latent p-

factor (CDI, SCARED,PTSD, aggressivebehaviors, rulebreakingbehav-

iors, attention problems) ranged from 0.44 to 0.80, all p’s < .001. Fit

indices for the bi-factor model at the longitudinal follow-up were:

AIC= 4481.00, BIC= 4665.15, sample-adjusted BIC= 4487.74. Stan-

dardized factor loadings for the latent p-factor ranged from 0.46 to

0.81, all p’s < .001. For more details, see Table S1. As assessed by rel-

ative fit indices and factor loadings, both the correlated factor model

and the bi-factormodel fit the data similarlywell at the baseline assess-

ment, with a relatively better fit for the bi-factor model.

2.5 Data analysis

Analyseswerepreregistered, andall data andanalysis codearepublicly

available (osf.io/6hvuy). We deviated from the pre-registration in two

instances. First, we incorporated externalizing problems as an addi-

tional psychopathology outcome based on a reviewer request. Second,

we evaluated whether associations between SCR during early extinc-

tion learning and psychopathology were specific to the CS+ or reflect

a more general hyperresponsivity, even to previously learned safety

cues, by incorporating analyses of SCR to the CS– during extinction

learning.

Analyses were conducted in R Version 3.6.2. All analyses controlled

for age, sex, and family income-to-needs ratio, the latter of which dif-

fered for youthswith andwithout exposure to trauma.All analyseswith

psychopathology at follow-up as the outcome controlled for the corre-

spondingmeasure of psychopathology at baseline.

To evaluatewhether vagal tonemoderated the association between

violence exposure and psychopathology, we estimated linear regres-

sion models with violence exposure, RSA, and their interaction in

predicting each of the relevant psychopathology outcomes. To exam-

ine whether vagal tone moderated the association between violence

exposure and SCR to the CS+ during early extinction, we estimated

linear regression models with violence exposure, RSA, and their

interaction in predicting SCR to the CS+ during early extinction as

an outcome. Because SCR was positively skewed, even after square

root transformation, asymmetrical bootstrapped confidence inter-

vals were estimated using the “boot” package in R (Canty & Ripley,

2019; Davison & Hinkley, 1997) based on 10,000 bootstrapped

samples.

To evaluate whether higher SCR to the CS+ during early extinction

was associated with psychopathology, we estimated linear regres-

sion models with early extinction SCR to the CS+ in predicting

psychopathology outcomes as baseline and follow-up, controlling

for violence exposure. To determine whether associations between

SCR during early fear extinction learning and psychopathology were

specific to the CS+, we also conducted analyseswith SCR to the CS– as

described above. Specifically, we estimated linear regression models

with early extinction SCR to the CS– in predicting psychopathology

symptoms at baseline and follow-up, controlling for violence exposure.

We examined responses to the threat and safety cues separately

because these reflect different psychological processes mediated by

distinct neural networks (Fullana et al., 2016). Examining the CS+ at
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TABLE 1 Descriptive statistics by violence exposure

Exposed to violence (n= 86) Controls (n= 79)

% N % N χ2 p-Value

Sex 1.08 .300

Female 52.3 45 43 34

Male 47.7 41 57 45

M (SD) M (SD) t-Value p-Value

Income to needs 2.22 2.28 5.39 2.26 8.64 <.001

Age 12.71 2.74 12.61 2.58 −0.22 .825

PTSD (baseline) 29.15 15.55 3.95 8.81 −12.94 <.001

PTSD (follow-up) 21.52 14.94 1.90 6.51 −9.80 <.001

Internalizing (baseline) 0.54 0.75 −0.62 0.69 −10.36 <.001

Internalizing (follow-up) 0.36 1.03 −0.30 0.76 −4.219 <.001

p-Factor (baseline) 0.53 0.67 −0.67 0.69 −11.28 <.001

p-Factor (follow-up) 0.41 0.91 −0.39 0.71 −5.69 <.001

Resting RSA 5.91 1.10 5.83 1.18 −0.49 .622

Early extinction CS+ 1.04 0.07 1.06 0.08 1.99 .049

Early extinction CS– 1.06 0.08 1.06 0.06 0.25 .803

Abbreviations: CS+, conditioned stimulus paired with aversive noise; PTSD, post-traumatic stress disorder; RSA, respiratory sinus arrhythmia.

the beginning of extinction provides an index of the degree of respond-

ing to the threat cue when—if extinction has occurred—it is no longer

is associated with that threat. This response is largely independent

from responses to the safety cue that has never been associated

with threat. Indeed, we examined SCR during late acquisition and

early extinction and found that they did not significantly differ from

one another overall, and the correlation between them was modest

(r = .24). We reran our analyses controlling for SCR to the CS+ at the

end of acquisition based on reviewer request, and this led to only very

small alterations to the magnitude of the nonsignificant interaction

between RSA and violence exposure and virtually no change in the

magnitude or significance of the association between age and SCR

during early extinction or between SCR during early extinction and

psychopathology.

Missing income-to-needs ratio data for 12 participants were han-

dled with multiple imputation, based on 100 imputations using the

“mice” package (van Buuren and Groothuis-Oudshoorn, 2011).

3 RESULTS

3.1 Descriptive statistics

Demographic information anddescriptive statistics for all primary vari-

ables for both the violence-exposed and control group can be found in

Table 1. Further details on regression analyses can be found in Tables

S6–S9.

3.2 Violence exposure and psychopathology

We first investigated the association of violence exposure with base-

line psychopathology. Violence exposure was positively associated

with PTSD symptoms, (ß = .67, p < .001), internalizing problems

(ß = .53, p < .001), externalizing problems (ß = .57, p < .001), and the

p-factor (ß= .62, p< .001) at baseline.When accounting for symptoms

at baseline, we did not find any association between violence exposure

and PTSD symptoms (ß = .08, p = .468), externalizing problems (ß = –

.14, p = .194), or the p-factor (ß = –.10, p = .301) at 2-year follow-up.

However, we did find an association between violence exposure and

fewer internalizing problems at 2-year follow-up, when accounting for

the higher symptoms at baseline among trauma-exposed youth (ß = –

.20, p= .048).

3.3 RSA, violence exposure, and psychopathology

Resting RSA did not moderate the association between violence expo-

sure and baseline symptoms of PTSD (ß = −.11, p = .170), internal-

izing problems (ß = –.09, p = .298), externalizing problems (ß = .04,

p = .639), or the p-factor (ß = .00, p = .955). However, resting RSA did

moderate the association between violence exposure and PTSD symp-

toms (ß=−.20, p= .010), and externalizing problems at 2-year follow-

up (ß = −.20, p = .039; Figure 1). RSA did not moderate the associa-

tion of violence exposurewith either internalizing symptoms (ß=−.09,

p= .340) or p-factor (ß= –.15, p= .078) at 2-year follow-up.
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F IGURE 1 (a) The association between baseline respiratory sinus arrhythmia (RSA) and PTSD symptoms at 2-year follow-up in
violence-exposed, and unexposed youth. (b) The association between baseline RSA and externalizing problems at 2-year follow-up, in
violence-exposed, and unexposed youth

3.4 RSA, violence exposure, and fear extinction

Violenceexposurewasnot associatedwithSCRduring theearly extinc-

tion phase (B= –.01, 95%CI [–.037, .014]) and this association was not

moderated by RSA (B = –.01, 95% CI [–.028, .022]). Thus, we did not

proceed with our pre-registered analyses examining extinction learn-

ing as a mediator of the link between violence exposure and PTSD

symptoms, conditional on RSA. This model did, however, reveal a sig-

nificant negative association between age and SCR to the CS+ during

early extinction (B = –.01, 95% CI [–.011, –.001]), indicating that fear

extinction learningwas greater as age increased. To evaluate the speci-

ficity of this association to the learned threat cue, we repeated this

analysis with SCR to theCS– as the outcome. Therewas also a negative

association between age and SCR to the CS– during early extinction

(B = –.01, 95% CI [–.013, –.001]), suggesting that physiological reac-

tivity to the safety cue during early extinction also decreasedwith age.

3.5 Fear extinction and psychopathology

Higher SCR to the CS+ during early extinction was associated with

higher internalizing symptoms (ß= .14, p= .042), but notPTSD (ß= .08,

p = .180), externalizing problems (ß = .13, p = .068) or p-factor scores

(ß = .12, p = .053) at 2-year follow-up (Figure 2). In contrast, higher

SCR to the CS– (i.e., safety cue) during early extinction was associated

with higher PTSD symptoms (ß = .11, p = .0496), internalizing symp-

toms (ß= .16, p= .013), externalizing problems (ß= .17, p= .016), and

p-factor (ß= .18, p= .004) at the 2-year follow-up (Figure 2).
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F IGURE 2 (a) Higher SCR to the CS+ during early extinction learning did not predict higher PTSD symptoms at follow-up, controlling for
baseline (B= 16.84, ß= .08, SE= 12.48, t= 1.35, p= .180). (b) Higher SCR to the CS+ during early extinction learning predicted higher
internalizing problems at follow-up, controlling for baseline (B= 1.86, ß= .14, SE= 0.13, t= 2.06, p= .042). (c) Higher early extinction SCR to the
CS+marginally predicted higher externalizing problems at follow-up, controlling for baseline (B= 1.78, ß= .13, SE= 0.97, t= 1.85, p= .068). (d)
Higher early extinction SCR to the CS+marginally predicted higher p-factor at follow-up, controlling for baseline (B= 1.58, ß= .12, SE= 0.81,
t= 1.94, p= .053). (e) Higher early extinction SCR to the CS– predicted PTSD symptoms at follow-up, controlling for baseline (B= 24.20, ß= .11,
SE= 12.19, t= 1.98, p= .0496). (f) Higher early extinction SCR to the CS– predicted higher internalizing-factor at follow-up, controlling for
baseline (B= 2.23, ß= .16, SE= 0.88, t= 2.54, p= .013). (g) Higher early extinction SCR to the CS– predicted higher externalizing problems at
follow-up, controlling for baseline (B= 2.29, ß= .17, SE= 0.94, t= 2.44, p= .016). (h) Higher early extinction SCR to the CS– predicted higher
p-factor at follow-up, controlling for baseline (B= 2.31, ß= .18, SE= 0.78, t= 2.96, p= .004)

4 DISCUSSION

This longitudinal study investigated the extent to which vagal tone and

autonomic responses during fear extinction learning act as transdiag-

nostic mechanisms of resilience to psychopathology following child-

hood exposure to violence. Vagal tone moderated the longitudinal

association of violence exposure with PTSD symptoms and external-

izing problems, such that the association of violence exposure with

psychopathology was lower among youths with high vagal tone than

among those with low vagal tone. Greater SCR to threat cues dur-

ing fear extinction was associated with higher internalizing symptoms

2 years later, whereas elevated SCR to safety cue during fear extinc-

tion was associated with higher symptoms of PTSD, internalizing, and

externalizing psychopathology as well as p-factor scores 2 years later.

However, the protective influence of high vagal tone on the association

between violence exposure and psychopathologywas not explained by

fear extinction learning in this sample.

Vagal tone moderated the longitudinal associations of violence

exposure with both PTSD symptoms and externalizing problems, such

that violence exposure was associated with worsening symptoms of

psychopathologyamongyouthwith lowRSA, but not amongyouthwith

high RSA. These findings replicate findings from a small study exam-

ining PTSD symptoms (Jenness et al., 2019) and extends prior work

focused on internalizing and externalizing symptoms (El-Sheikh et al.,

2001; Jenness et al., 2019; McLaughlin, Alves, et al., 2014; McLaugh-

lin et al., 2015; Porges, 2007), by demonstrating that the association

of violence exposure with PTSD symptoms is lower among youth with

high RSA than among those with low RSA. These findings align with

thePolyvagal Theory,which proposes that high vagal tone enables con-

textually appropriate autonomic nervous system functioning that pro-

motes greater resilience following exposure to stress and adversity

(Porges, 2007; Sullivanet al., 2018).Highvagal tonemay reflect greater

tonic inhibition of the amygdala by themPFC,which plays a critical role

in effective regulation of negative emotion (Banks et al., 2007; Thayer

et al., 2012). A greater capacity for emotion regulation might be one

mechanism through which high vagal tone protects against the emer-

gence of psychopathology following exposure to violence (Edwards &

Pinna, 2020; Porges et al., 1994;Weissman, Bitran, et al., 2019).
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Higher sympathetic nervous system (SNS) reactivity to both threat

and safety cues during extinction learning was associated with sub-

sequent increases in transdiagnostic psychopathology. Specifically,

higher SCR to learned threat cues during early extinction learning

predicted higher internalizing symptoms2 years later. Elevated physio-

logical reactivity to threat cues may reflect persistent fear to cues that

were previously associated with threat that contributes to increased

risk for internalizing problems in youth. Indeed, prior work suggests

that heightened SNS responses to threat cues during early extinction

learning is associated with increased risk for anxiety disorders in

children (Craske et al., 2008). This study extends these findings by

demonstrating that higher SCR to learned threat cues during early

extinction learning is associated with a broad range of internalizing

problems in a longitudinal design. However, this association was not

specific to learned threat cues. Higher SCR to learned safety cues dur-

ing early extinction learning was associated with higher symptoms of

PTSD, internalizing problems, externalizing problems, and general psy-

chopathology 2 years later. Poor threat–safety discrimination during

fear conditioning has been associatedwith externalizing psychopathol-

ogy in children and adolescents in cross-sectional studies (Fairchild

et al., 2008; McLaughlin et al., 2016). To our knowledge, this study is

the first to link heightened SNS responses to the threat and safety cues

during extinction learningwith internalizing, externalizing, and general

psychopathology (p-factor) in youth. This pattern of increased reac-

tivity following fear learning, to both learned threat and safety cues is

consistent with the recently proposed “better safe than sorry” infor-

mation processing strategy (Bergh et al., 2020). This strategy in the

context of aversive learning is thought to reflect oversimplified percep-

tion of stimulus features (e.g., recognizing the bell’s shape but not its

color) thatmay leadone to expect that situations containing features of

learned threat cues (e.g., the bell’s shape) are dangerous, even if these

situations also contain features that designate safety (e.g., the bell’s

color; Bergh et al., 2020). This “better safe than sorry” information

processing strategy may result in chronic deviations of expectations

from reality that lead to greater levels of psychopathology (Bergh

et al., 2020). In situations indicative of safety, failure to differentiate

between threat and safety cues may result in contextually inappropri-

ate fear responses that contribute to increased risk for multiple forms

of psychopathology in youth, ranging from anxiety and internalizing

problems to reactive aggression. Although these findings related to

the safety cue provide important context about the specificity of

associations between responses to the conditioned threat cue and

psychopathology, analyses related to the CS– were not preregistered,

and thus should be considered preliminary until replicated in future

studies.

We also found a negative association between age and SNS

responses to both threat and safety cues. This suggests that the neural

systems involved in extinguishing learned threat responses are contin-

uing to develop across childhood and adolescence. Indeed, SCR during

extinction learning tends to be higher in children than adults (Britton

et al., 2013). Thus, heightened reactivity to threat and safety cues

among youth with psychopathology may reflect altered maturation of

processes involved with fear extinction learning, including perceptual

memory and the regulation of SNS activity (Bergh et al., 2020; Britton

et al., 2013). Indeed, developmental change in fear extinction learning

may be most pronounced during childhood and adolescence (Pattwell

et al., 2012), suggesting this may be a period in which the mechanisms

underlying threat and safety learning are particularly susceptible to

environmental influences. These findings underscore the need for fur-

ther research examining the influence of threat and safety learning on

psychopathology across development.

Neither vagal tone, violence exposure, nor their interaction were

associated with fear extinction learning. Thus, we failed replicate the

finding that enhanced fear extinction learning may be a mechanism

throughwhich vagal tone protects against psychopathology in children

exposed to trauma (Jenness et al., 2019).We also failed to replicate the

prior finding that vagal tone moderates the association between vio-

lence exposure and psychopathology cross-sectionally. This could be

because past cross-sectional studies examining such associations, on

average, used samples comprised largely of adolescents (Jenness et al.,

2019; McLaughlin, Alves, et al., 2014; McLaughlin et al., 2015). Devel-

opmental differences in vagal tone might arise as a result of increas-

ing inhibition of the amygdala by the mPFC with age, a pattern consis-

tent with a number of studies on functional connectivity of the mPFC

and amygdala (Gee et al., 2013; Gentzler et al., 2012;Weissman, Guyer

et al., 2018, 2019), albeit in different types of emotion processing tasks

than the aversive learning task utilized here. The link between vagal

tone and enhanced extinction learning in violence-exposed youth may

therefore depend on the maturation of this brain circuit. Thus, it is

possible that the protective influence of vagal tone manifests differ-

ently across development as theneural circuits that underlie threat and

safety learningmature.

Our findings underscore the need for future research investigat-

ing whether interventions that target vagal tone might also mitigate

the effects of exposure to violence in youth. For example, mindfulness-

based interventions, which have been shown to increase vagal tone

in response to laboratory stressors, have also been shown to reduce

symptoms of psychopathology among adults exposed to interpersonal

violence (Ditto et al., 2006; Gallegos et al., 2015; Kelly & Garland,

2016). However, we are unaware of work demonstrating the effec-

tiveness of interventions on psychopathology that strengthen vagal

tone in youth. Thus, future research should explore, for example,

whether interventions that are personalized to this developmental

period and target threat and safety learning in a more scaffolded man-

ner (e.g., mindfulness-based interventions) enhance the effectiveness

of exposure-based treatments (Björkstrand et al., 2019; Gard et al.,

2014; McGuire & Storch, 2019; Pattwell et al., 2012; Sullivan et al.,

2018).

4.1 Limitations

The current study has several limitations. First, differences in aversive

learning have been observed in children exposed to trauma and thus

differences in extinction learning may also partially reflect differences

in the patterns of learning of conditioned fear (Fairchild et al., 2008;
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McLaughlin et al., 2016). Furthermore, socioeconomic status is con-

founded with exposure to violence in our sample. Although we include

family income as a covariate in our analyses, future studies that more

carefully match on socioeconomic status may extend this work to fur-

ther disentangle the unique influence of this environmental factor on

psychopathology. Also, given that exposure to violence in our sam-

ple predates measures of vagal tone, we are unable to establish the

extent to which individual differences in vagal tone may be a protec-

tive factor that exists before exposure to trauma or may reflect differ-

ential trajectories of physiological adaptation or calibration following

trauma (Giudice et al., 2011). Future research using genetically con-

trolled and/or multiwave longitudinal designs are necessary to further

understand how development of vagal tone influences psychopathol-

ogy among children exposed to adversity. Furthermore, we acknowl-

edge that a bi-factor model can only accurately uncover the under-

lying of structure in the general population using large samples, and

even then, whether the bifactor model actually best represents the

true structure of psychopathology is amatter of considerable disagree-

ment and mounting controversy in the field (Burns et al., 2020; Hein-

rich et al., Preprint; Levin-Aspenson et al., 2020). However, this was not

our intent or aim in the present analysis. Consistent with other simi-

lar studies comparing children with and without exposure to adversity

on p-factor (Schaefer et al., 2018; Wade et al., 2018), we use the bi-

factormodel primarily to condense an array of disparate psychopathol-

ogy symptoms into a single transdiagnostic factor (p-factor) for use in

subsequent analyses. Our goal is to examine how violence exposure,

RSA, and extinction learning are associated with a measure of transdi-

agnostic psychopathology symptoms, not to estimate the structure of

psychopathology in our sample.

5 CONCLUSION

We examined the role of fear extinction learning and high vagal tone

as potential protective factors for psychopathology among youths

exposed to violence. We found that the longitudinal association of

violence exposure with PTSD symptoms and externalizing problems

was weaker among children with high vagal tone than among those

with low vagal tone. These associations were not explained, however,

by differences in extinction learning. We also provide novel evidence

that the magnitude of SNS responses to learned threat and safety

cues decrease with age, suggesting developmental improvements in

extinction learning, and that greater SNS reactivity to both threat and

safety cues may contribute to transdiagnostic psychopathology over

time. Altered maturation of processes involved in threat and safety

learning may increase risk for psychopathology as children grow older

and require more refined information processing strategies and con-

textually appropriate autonomic nervous system functioning in order

to adapt to new environments and function with greater indepen-

dence. Taken together, these findings suggest that interventions that

target increasing vagal tone,while also decreasing reactivity to learned

threat and safety cues in a developmentally appropriate manner, may

have potential to enhance the effectiveness of current evidence-based

treatments and prevention efforts for psychopathology in youth.

ACKNOWLEDGMENTS

This research was funded by the National Institute of Mental Health

(R01-MH103291, R37-MH119194, and R56-MH119194 toMcLaugh-

lin), an Early Career Research Fellowship from the Jacobs Foundation

(McLaughlin), and a OneMind Institute Rising Star Award (McLaugh-

lin). We are tremendously grateful to Debbie Bitran, Andrea Duys, and

Azure Reid-Russell for help with participant recruitment and testing.

CONFLICT OF INTEREST

The authors declare no conflict of interest.

DATA AVAILABILITY STATEMENT

The data that support the findings of this study are openly available

in the Open Science Framework at https://doi.org/10.17605/OSF.IO/

XUR87 (Susman et al., 2020).

ORCID

Eli S. Susman https://orcid.org/0000-0002-3304-4363

REFERENCES

Abend, R., Gold, A. L., Britton, J. C., Michalska, K. J., Shechner, T., Sachs, J. F.,

Winkler, A. M., Leibenluft, E., Averbeck, B. B., & Pine, D. S. (2020). Antici-

patory threat responding: Associations with anxiety, development, and

brain structure. Biological Psychiatry, 87(10), 916–925. https://doi.org/
10.1016/j.biopsych.2019.11.006

Achenbach, T. M., Dumenci, L., & Rescorla, L. A. (2003). DSM-oriented and

empirically based approaches to constructing scales from the same item

pools. Journal of clinical child and adolescent psychology, 32(3), 328–340.
https://doi.org/10.1207/s15374424jccp3203_02

Allen, J. J. B., Chambers, A. S., & Towers, D. N. (2007). The many metrics

of cardiac chronotropy: A pragmatic primer and a brief comparison of

metrics. Biological Psychology, 74(2), 243–262. https://doi.org/10.1016/
j.biopsycho.2006.08.005

Banks, S. J., Eddy, K. T., Angstadt, M., Nathan, P. J., & Phan, K. L. (2007).

Amygdala–frontal connectivity during emotion regulation. Social Cogni-
tive and Affective Neuroscience, 2(4), 303–312. https://doi.org/10.1093/
scan/nsm029

Beauchaine, T. P. (2015). Respiratory sinus arrhythmia: A transdiagnos-

tic biomarker of emotion dysregulation and psychopathology. Current
Opinion in Psychology, 3, 43–47. https://doi.org/10.1016/j.copsyc.2015.
01.017

Bernstein, D. P., Ahluvalia, T., Pogge, D., & Handelsman, L. (1997).

Validity of the Childhood Trauma Questionnaire in an adolescent

psychiatric population. Journal of the American Academy of Child
& Adolescent Psychiatry, 36(3), 340–348. https://doi.org/10.1097/

00004583-199703000-00012

Berntson, G. G., Bigger, J. T., Eckberg, D. L., Grossman, P., Kaufmann, P. G.,

Malik, M., Nagaraja, H. N., Porges, S. W., Saul, J. P., Stone, P. H., & van

der Molen, M. W. (1997). Heart rate variability: Origins, methods, and

interpretive caveats. Psychophysiology, 34(6), 623–648. https://doi.org/
10.1111/j.1469-8986.1997.tb02140.x

Berntson, G. G., Cacioppo, J. T., & Quigley, K. S. (1993). Respiratory

sinus arrhythmia:Autonomicorigins, physiologicalmechanisms, andpsy-

chophysiological implications. Psychophysiology, 30(2), 183–196. https:
//doi.org/10.1111/j.1469-8986.1993.tb01731.x

https://doi.org/10.17605/OSF.IO/XUR87
https://doi.org/10.17605/OSF.IO/XUR87
https://orcid.org/0000-0002-3304-4363
https://orcid.org/0000-0002-3304-4363
https://doi.org/10.1016/j.biopsych.2019.11.006
https://doi.org/10.1016/j.biopsych.2019.11.006
https://doi.org/10.1207/s15374424jccp3203_02
https://doi.org/10.1016/j.biopsycho.2006.08.005
https://doi.org/10.1016/j.biopsycho.2006.08.005
https://doi.org/10.1093/scan/nsm029
https://doi.org/10.1093/scan/nsm029
https://doi.org/10.1016/j.copsyc.2015.01.017
https://doi.org/10.1016/j.copsyc.2015.01.017
https://doi.org/10.1097/00004583-199703000-00012
https://doi.org/10.1097/00004583-199703000-00012
https://doi.org/10.1111/j.1469-8986.1997.tb02140.x
https://doi.org/10.1111/j.1469-8986.1997.tb02140.x
https://doi.org/10.1111/j.1469-8986.1993.tb01731.x
https://doi.org/10.1111/j.1469-8986.1993.tb01731.x


SUSMAN ET AL. 11 of 14

Bifulco, A., Brown, G. W., & Harris, T. O. (1994). Childhood Experience of

Care and Abuse (CECA): A retrospective interview measure. Journal of
Child Psychology and Psychiatry, and Allied Disciplines, 35(8), 1419–1435.
https://doi.org/10.1111/j.1469-7610.1994.tb01284.x

Birmaher, B., Brent, D. A., Chiappetta, L., Bridge, J., Monga, S., & Baugher,M.

(1999). Psychometric Properties of the Screen for Child Anxiety Related

Emotional Disorders (SCARED): A replication study. Journal of the Amer-
ican Academy of Child & Adolescent Psychiatry, 38(10), 1230–1236. https:
//doi.org/10.1097/00004583-199910000-00011

Birmaher, B., Khetarpal, S., Brent, D., Cully, M., Balach, L., Kaufman, J., &

Neer, S. M. (1997). The Screen for Child Anxiety Related Emotional

Disorders (SCARED): Scale construction and psychometric character-

istics. Journal of the American Academy of Child & Adolescent Psychi-
atry, 36(4), 545–553. https://doi.org/10.1097/00004583-199704000-
00018

Björkstrand, J., Schiller, D., Li, J., Davidson, P., Rosén, J., Mårtensson,

J., & Kirk, U. (2019). The effect of mindfulness training on extinc-

tion retention. Scientific Reports, 9(1), 19896. https://doi.org/10.1038/
s41598-019-56167-7

Blechert, J., Michael, T., Vriends, N., Margraf, J., & Wilhelm, F. H.

(2007). Fear conditioning in posttraumatic stress disorder: Evidence

for delayed extinction of autonomic, experiential, and behavioural

responses. Behaviour Research and Therapy, 45(9), 2019–2033. https://
doi.org/10.1016/j.brat.2007.02.012

Bouton, M. E. (1993). Context, time, and memory retrieval in the interfer-

ence paradigms of Pavlovian learning. Psychological Bulletin, 114(1), 80–
99. https://doi.org/10.1037/0033-2909.114.1.80

Bouton,M. E. (2004). Context and behavioral processes in extinction. Learn-
ing &Memory, 11(5), 485–494. https://doi.org/10.1101/lm.78804

Britton, J. C., Grillon, C., Lissek, S., Norcross, M. A., Szuhany, K. L., Chen, G.,

Ernst, M., Nelson, E. E., Leibenluft, E., Shechner, T., & Pine, D. S. (2013).

Response to learned threat: An fMRI study in adolescent and adult anxi-

ety. American Journal of Psychiatry, 170(10), 1195–1204. https://doi.org/
10.1176/appi.ajp.2013.12050651

Burns, G. L., Geiser, C., Servera, M., Becker, S. P., & Beauchaine, T. P. (2020).

Promises and pitfalls of latent variable approaches to understanding

psychopathology: Reply to Burke and Johnston, Eid, Junghänel and col-

leagues, andwilloughby. Journal of AbnormalChild Psychology,48(7), 917–
922. https://doi.org/10.1007/s10802-020-00656-1

Canty, A., &Ripley, B.D. (2019). boot: BootstrapR (S-Plus) Functions. R package
version 1, 3–18.

Caspi, A., Houts, R. M., Belsky, D. W., Goldman-Mellor, S. J., Harrington, H.,

Israel, S., Meier, M. H., Ramrakha, S., Shalev, I., Poulton, R., & Moffitt, T.

E. (2014). The p factor: One general psychopathology factor in the struc-

ture of psychiatric disorders? Clinical Psychological Science, 2, 119–137,
https://doi.org/10.1177/2167702613497473

Cicchetti, D., & Toth, S. L. (2005). Child maltreatment. Annual Review of Clin-
ical Psychology, 1(1), 409–438. https://doi.org/10.1146/annurev.clinpsy.
1.102803.144029

Craske,M. G., Rauch, S. L., Ursano, R., Prenoveau, J., Pine, D. S., & Zinbarg, R.

E. (2011). What is an anxiety disorder? Focus, 9(3), 369–388. https://doi.
org/10.1176/foc.9.3.foc369

Craske, M. G., Waters, A. M., Lindsey Bergman, R., Naliboff, B., Lipp, O. V.,

Negoro, H., & Ornitz, E. M. (2008). Is aversive learning a marker of risk

for anxiety disorders in children? Behaviour Research and Therapy, 46(8),
954–967. https://doi.org/10.1016/j.brat.2008.04.011

Davison, A. C., & Hinkley, D. V. (1997). Bootstrap methods and their appli-
cations. Cambridge: Cambridge University Press. Retrieved from http:

//statwww.epfl.ch/davison/BMA/

Dawson, M. E., Schell, A. M., & Filion, D. L. (2017). The electrodermal sys-

tem. In Cambridge handbooks in psychology. Handbook of psychophysiology,
JohnT.Cacioppo, LouisG. Tassinary, andGaryG.Berntson, (Eds.) (4th ed.,

pp. 217–243). New York, NY: Cambridge University Press.

den Bergh, O. V., Brosschot, J., Critchley, H., Thayer, J. F., & Ottaviani, C.

(2020). Better safe than sorry: A common signature of general vulnerability

for psychopathology: Perspectives on psychological science. Los Angeles, CA:
Sage. https://doi.org/10.1177/1745691620950690

Ditto, B., Eclache,M., & Goldman, N. (2006). Short-term autonomic and car-

diovascular effects ofmindfulnessbody scanmeditation.Annals of Behav-
ioral Medicine: A Publication of the Society of Behavioral Medicine, 32(3),
227–234. https://doi.org/10.1207/s15324796abm3203_9

Duffy, M. E., Twenge, J. M., & Joiner, T. E. (2019). Trends in mood and anx-

iety symptoms and suicide-related outcomes among U.S. undergradu-

ates, 2007–2018: Evidence from two national surveys. Journal of Adoles-
cent Health, 65(5), 590–598. https://doi.org/10.1016/j.jadohealth.2019.
04.033

Dvir, M., Horovitz, O., Aderka, I. M., & Shechner, T. (2019). Fear condition-

ing and extinction in anxious and non-anxious youth: A meta-analysis.

Behaviour Research and Therapy, 120, 103431. https://doi.org/10.1016/
j.brat.2019.103431

Ebesutani, C., Bernstein, A., Nakamura, B. J., Chorpita, B. F., Weisz, J. R.,

& Research Network on Youth Mental Health. (2010). A psychometric

analysis of the revised child anxiety and depression scale–parent version

in a clinical sample. Journal of abnormal child psychology, 38(2), 249–260.
https://doi.org/10.1007/s10802-009-9363-8

Edwards, D. J., & Pinna, T. (2020). A systematic review of associations

between interoception, vagal tone, and emotional regulation: Potential

applications for mental health, wellbeing, psychological flexibility, and

chronic conditions. Frontiers in Psychology, 11. https://doi.org/10.3389/
fpsyg.2020.01792

El-Sheikh, M., Harger, J., &Whitson, S. M. (2001). Exposure to interparental

conflict and children’s adjustment and physical health: The moderating

role of vagal tone. Child Development, 72(6), 1617–1636. https://doi.org/
10.1111/1467-8624.00369

Fairchild, G., Van Goozen, S. H., Stollery, S. J., & Goodyer, I. M. (2008). Fear

conditioning and affective modulation of the startle reflex in male ado-

lescents with early-onset or adolescence-onset conduct disorder and

healthy control subjects. Biological Psychiatry, 63(3), 279–285. https://
doi.org/10.1016/j.biopsych.2007.06.019

Finch, Jr., A. J., Saylor, C. F., Edwards, G. L., & McIntosh, J. A. (1987). Chil-

dren’s Depression Inventory: Reliability over repeated administrations.

Journal of Clinical Child Psychology, 16(4), 339–341. https://doi.org/10.
1207/s15374424jccp1604_7

Finkelhor,D., Hamby, S. L., Ormrod, R., &Turner,H. (2005). The JuvenileVic-

timization Questionnaire: Reliability, validity, and national norms. Child
Abuse & Neglect, 29(4), 383–412. https://doi.org/10.1016/j.chiabu.2004.
11.001

Fox, N. A., & Leavitt, L. A. (1995). The Violence Exposure Scale for Children-
Revised (VEX-R). College Park, MD: University ofMaryland.

Fullana, M. A., Harrison, B. J., Soriano-Mas, C., Vervliet, B., Cardoner, N.,

Àvila-Parcet, A., & Radua, J. (2016). Neural signatures of human fear

conditioning: An updated and extended meta-analysis of fMRI studies.

Molecular Psychiatry, 21(4), 500–508. https://doi.org/10.1038/mp.2015.

88

Gallegos, A. M., Lytle, M. C., Moynihan, J. A., & Talbot, N. L. (2015).

Mindfulness-based stress reduction to enhance psychological function-

ing and improve inflammatory biomarkers in trauma-exposed women:

A pilot study. Psychological Trauma : Theory, Research, Practice and Policy,
7(6), 525–532. https://doi.org/10.1037/tra0000053

Gamwell, K., Nylocks,M., Cross, D., Bradley, B., Norrholm, S. D., & Jovanovic,

T. (2015). Fear conditioned responses and PTSD symptoms in children:

Sex differences in fear-related symptoms. Developmental Psychobiology,
57(7), 799–808. https://doi.org/10.1002/dev.21313

Garcia, N. M., & Zoellner, L. A. (2017). Fear generalisation in individuals

with high neuroticism: Increasing predictability is not necessarily bet-

ter. Cognition and Emotion, 31(8), 1647–1662. https://doi.org/10.1080/
02699931.2016.1259160

Gard, T., Noggle, J. J., Park, C. L., Vago, D. R., & Wilson, A. (2014). Potential

self-regulatory mechanisms of yoga for psychological health. Frontiers in
Human Neuroscience, 8. https://doi.org/10.3389/fnhum.2014.00770

https://doi.org/10.1111/j.1469-7610.1994.tb01284.x
https://doi.org/10.1097/00004583-199910000-00011
https://doi.org/10.1097/00004583-199910000-00011
https://doi.org/10.1097/00004583-199704000-00018
https://doi.org/10.1097/00004583-199704000-00018
https://doi.org/10.1038/s41598-019-56167-7
https://doi.org/10.1038/s41598-019-56167-7
https://doi.org/10.1016/j.brat.2007.02.012
https://doi.org/10.1016/j.brat.2007.02.012
https://doi.org/10.1037/0033-2909.114.1.80
https://doi.org/10.1101/lm.78804
https://doi.org/10.1176/appi.ajp.2013.12050651
https://doi.org/10.1176/appi.ajp.2013.12050651
https://doi.org/10.1007/s10802-020-00656-1
https://doi.org/10.1177/2167702613497473
https://doi.org/10.1146/annurev.clinpsy.1.102803.144029
https://doi.org/10.1146/annurev.clinpsy.1.102803.144029
https://doi.org/10.1176/foc.9.3.foc369
https://doi.org/10.1176/foc.9.3.foc369
https://doi.org/10.1016/j.brat.2008.04.011
http://statwww.epfl.ch/davison/BMA/
http://statwww.epfl.ch/davison/BMA/
https://doi.org/10.1177/1745691620950690
https://doi.org/10.1207/s15324796abm3203_9
https://doi.org/10.1016/j.jadohealth.2019.04.033
https://doi.org/10.1016/j.jadohealth.2019.04.033
https://doi.org/10.1016/j.brat.2019.103431
https://doi.org/10.1016/j.brat.2019.103431
https://doi.org/10.1007/s10802-009-9363-8
https://doi.org/10.3389/fpsyg.2020.01792
https://doi.org/10.3389/fpsyg.2020.01792
https://doi.org/10.1111/1467-8624.00369
https://doi.org/10.1111/1467-8624.00369
https://doi.org/10.1016/j.biopsych.2007.06.019
https://doi.org/10.1016/j.biopsych.2007.06.019
https://doi.org/10.1207/s15374424jccp1604_7
https://doi.org/10.1207/s15374424jccp1604_7
https://doi.org/10.1016/j.chiabu.2004.11.001
https://doi.org/10.1016/j.chiabu.2004.11.001
https://doi.org/10.1038/mp.2015.88
https://doi.org/10.1038/mp.2015.88
https://doi.org/10.1037/tra0000053
https://doi.org/10.1002/dev.21313
https://doi.org/10.1080/02699931.2016.1259160
https://doi.org/10.1080/02699931.2016.1259160
https://doi.org/10.3389/fnhum.2014.00770


12 of 14 SUSMAN ET AL.

Gazendam,F. J., Kamphuis, J.H., &Kindt,M. (2013).Deficient safety learning

characterizes high trait anxious individuals. Biological Psychology, 92(2),
342–352. https://doi.org/10.1016/j.biopsycho.2012.11.006

Gee, D. G., Humphreys, K. L., Flannery, J., Goff, B., Telzer, E. H., Shapiro,

M., Hare, T. A., Bookheimer, S. Y., & Tottenham, N. (2013). A develop-

mental shift from positive to negative connectivity in human amygdala–

prefrontal circuitry. The Journal of Neuroscience, 33(10), 4584–4593.
https://doi.org/10.1523/JNEUROSCI.3446-12.2013

Gentzler, A. L., Rottenberg, J., Kovacs, M., George, C. J., & Morey, J. (2012).

Atypical development of resting respiratory sinus arrhythmia in children

at high risk for depression.Developmental Psychobiology, 54(5), 556–567.
https://doi.org/10.1002/dev.20614

Giudice, M. D., Ellis, B. J., & Shirtcliff, E. A. (2011). The adaptive calibra-

tionmodel of stress responsivity.Neuroscience and Biobehavioral Reviews,
35(7), 1562–1592. https://doi.org/10.1016/j.neubiorev.2010.11.007

Giustino, T. F., & Maren, S. (2015). The role of the medial prefrontal cortex

in the conditioning and extinction of fear. Frontiers in Behavioral Neuro-
science, 9. https://doi.org/10.3389/fnbeh.2015.00298

Gold, A. L., Shechner, T., Farber,M. J., Spiro, C. N., Leibenluft, E., Pine, D. S., &

Britton, J. C. (2016). Amygdala-cortical connectivity: Associations with

anxiety, development, and threat. Depression and Anxiety, 33(10), 917–
926. https://doi.org/10.1002/da.22470

Green, J. G., McLaughlin, K. A., Berglund, P. A., Gruber, M. J., Sampson, N.

A., Zaslavsky, A. M., & Kessler, R. C. (2010). Childhood adversities and

adult psychiatric disorders in thenational comorbidity survey replication

I: Associations with first onset of DSM-IV disorders. Archives of General
Psychiatry, 67(2), 113–123. https://doi.org/10.1001/archgenpsychiatry.
2009.186

Grillon, C., & Morgan III, C. A. (1999). Fear-potentiated startle conditioning

to explicit and contextual cues in Gulf War veterans with posttraumatic

stress disorder. Journal of Abnormal Psychology, 108(1), 134–142. https:
//doi.org/10.1037/0021-843X.108.1.134

Guthrie, R.M., & Bryant, R. A. (2006). Extinction learning before trauma and

subsequent posttraumatic stress. Psychosomatic Medicine, 68(2), 307–
311. https://doi.org/10.1097/01.psy.0000208629.67653.cc

Hair, J. (2009). Multivariate data analysis. Faculty Publications. Retrieved

from https://digitalcommons.kennesaw.edu/facpubs/2925

Hale, W. W., Raaijmakers, Q., Muris, P., & Meeus, W. (2005). Psychometric

properties of the screen for Child Anxiety Related Emotional Disorders

(SCARED) in the general adolescent population. Journal of the American
Academy of Child &Adolescent Psychiatry,44(3), 283–290. https://doi.org/
10.1097/00004583-200503000-00013

Hanson, J. L., Knodt, A. R., Brigidi, B. D., & Hariri, A. R. (2015). Lower struc-

tural integrity of the uncinate fasciculus is associated with a history

of child maltreatment and future psychological vulnerability to stress.

Development and Psychopathology, 27(402), 1611–1619. https://doi.org/
10.1017/S0954579415000978

Heinrich,M., Geiser, C., Zagorscak, P., Burns, G. L., Bohn, J., Becker, S. P., Eid,

M., Beauchaine, T. P., & Knaevelsrud, C.On the meaning of the general fac-
tor of psychopathology (“p-factor”) in symmetrical bifactor models. Preprint,
PsyArXiv. https://doi.org/10.31234/osf.io/syj9k

Jenness, J. L., Miller, A. B., Rosen, M. L., & McLaughlin, K. A. (2019). Extinc-

tion learning as a potential mechanism linking high vagal tonewith lower

PTSD symptoms among abused youth. Journal of Abnormal Child Psychol-
ogy, 47(4), 659–670. https://doi.org/10.1007/s10802-018-0464-0

Jennings, J. R., Sheu, L. K., Kuan, D. C.-H., Manuck, S. B., & Gianaros, P.

J. (2016). Resting state connectivity of the medial prefrontal cortex

covaries with individual differences in high-frequency heart rate vari-

ability. Psychophysiology, 53(4), 444–454. https://doi.org/10.1111/psyp.
12586

Jovanovic, T., Nylocks, K.M., Gamwell, K. L., Smith, A., Davis, T. A., Norrholm,

S. D., & Bradley, B. (2014). Development of fear acquisition and extinc-

tion in children: Effects of age and anxiety. Neurobiology of Learning and
Memory, 113, 135–142. https://doi.org/10.1016/j.nlm.2013.10.016

Katz, L. F., & Gottman, J. M. (1997). Buffering children frommarital conflict

anddissolution. Journal of Clinical Child Psychology,26(2), 157–171. https:
//doi.org/10.1207/s15374424jccp2602_4

Katz, L. F., &Gottman, J.M. (1995). Vagal toneprotects children frommarital

conflict. Development and Psychopathology, 7(1), 83–92. https://doi.org/
10.1017/S0954579400006350

Kelly, A., &Garland, E. L. (2016). Trauma-informedmindfulness-based stress

reduction for female survivors of interpersonal violence: Results from

a stage I RCT. Journal of Clinical Psychology, 72(4), 311–328. https://doi.
org/10.1002/jclp.22273

Kessler, R. C., Avenevoli, S., Costello, E. J., Georgiades, K., Green, J. G., Gru-

ber, M. J., He, J. -. P., Koretz, D., McLaughlin, K. A., Petukhova, M., Samp-

son, N. A., Zaslavsky, A. M., & Merikangas, K. R. (2012). Prevalence,

persistence, and sociodemographic correlates of DSM-IV disorders in

the National Comorbidity Survey Replication Adolescent Supplement.

Archives of General Psychiatry, 69(4), 372–380. https://doi.org/10.1001/
archgenpsychiatry.2011.160

Kessler, R. C., McLaughlin, K. A., Green, J. G., Gruber, M. J., Sampson, N. A.,

Zaslavsky, A. M., Aguilar-Gaxiola, S., Alhamzawi, A. O., Alonso, J., Anger-

meyer, M., Benjet, C., Bromet, E., Chatterji, S., de Girolamo, G., Demyt-

tenaere, K., Fayyad, J., Florescu, S., Gal, G., Gureje, O., & Williams, D. R.

(2010). Childhood adversities and adult psychopathology in the WHO

World Mental Health Surveys. The British Journal of Psychiatry: The Jour-
nal of Mental Science, 197(5), 378–385. https://doi.org/10.1192/bjp.bp.
110.080499

Kim, M. J., Loucks, R. A., Palmer, A. L., Brown, A. C., Solomon, K. M.,

Marchante, A. N., & Whalen, P. J. (2011). The structural and functional

connectivity of the amygdala: From normal emotion to pathological

anxiety. Behavioural Brain Research, 223(2), 403–410. https://doi.org/10.
1016/j.bbr.2011.04.025

Kreutzmann, J. C., Marin, M. - F., Fendt, M., Milad, M. R., Ressler, K., &

Jovanovic, T. (2021). Unconditioned response to an aversive stimulus as

predictor of response to conditioned fear and safety: A cross-species

study. Behavioural Brain Research, 402, 113105. https://doi.org/10.1016/
j.bbr.2020.113105

Lau, J. Y., Britton, J. C., Nelson, E. E., Angold, A., Ernst, M., Goldwin, M., Gril-

lon, C., Leibenluft, E., Lissek, S., Norcross, M., Shiffrin, N., & Pine, D. S.

(2011). Distinct neural signatures of threat learning in adolescents and

adults. Proceedings of the National Academy of Sciences, 108(11), 4500–
4505. https://doi.org/10.1073/pnas.1005494108

Levin-Aspenson, H. F., Watson, D., Clark, L. A., & Zimmerman, M. (2020).

What is the general factor of psychopathology? Consistency of the p

factor across samples. Assessment, 28, 1035–1049. https://doi.org/10.
1177/1073191120954921

Li, C. - H. (2016). Confirmatory factor analysis with ordinal data: Compar-

ing robust maximum likelihood and diagonally weighted least squares.

Behavior Research Methods, 48(3), 936–949. https://doi.org/10.3758/
s13428-015-0619-7

Lissek, S., Powers, A. S.,McClure, E. B., Phelps, E. A.,Woldehawariat, G., Gril-

lon, C., & Pine, D. S. (2005). Classical fear conditioning in the anxiety dis-

orders: A meta-analysis. Behaviour Research and Therapy, 43(11), 1391–
1424. https://doi.org/10.1016/j.brat.2004.10.007

Lumley, T., Diehr, P., Emerson, S., & Chen, L. (2002). The importance of the

normality assumption in large public health data sets. Annual Review
of Public Health, 23(1), 151–169. https://doi.org/10.1146/annurev.

publhealth.23.100901.140546

Mather, M., & Thayer, J. (2018). How heart rate variability affects emotion

regulation brain networks. Current Opinion in Behavioral Sciences, 19, 98–
104. https://doi.org/10.1016/j.cobeha.2017.12.017

McGrath, J. J., Saha, S., Lim, C. C.W., Aguilar-Gaxiola, S., Alonso, J., Andrade,

L. H., Bromet, E. J., Bruffaerts, R., de Almeida, J. M. C., Cardoso, G., de

Girolamo, G., Fayyad, J., Florescu, S., Gureje, O., Haro, J. M., Kawakami,

N., Koenen, K. C., Kovess-Masfety, V., Lee, S., . . . Kessler, R. C. (2017).

Trauma and psychotic experiences: Transnational data from the World

https://doi.org/10.1016/j.biopsycho.2012.11.006
https://doi.org/10.1523/JNEUROSCI.3446-12.2013
https://doi.org/10.1002/dev.20614
https://doi.org/10.1016/j.neubiorev.2010.11.007
https://doi.org/10.3389/fnbeh.2015.00298
https://doi.org/10.1002/da.22470
https://doi.org/10.1001/archgenpsychiatry.2009.186
https://doi.org/10.1001/archgenpsychiatry.2009.186
https://doi.org/10.1037/0021-843X.108.1.134
https://doi.org/10.1037/0021-843X.108.1.134
https://doi.org/10.1097/01.psy.0000208629.67653.cc
https://digitalcommons.kennesaw.edu/facpubs/2925
https://doi.org/10.1097/00004583-200503000-00013
https://doi.org/10.1097/00004583-200503000-00013
https://doi.org/10.1017/S0954579415000978
https://doi.org/10.1017/S0954579415000978
https://doi.org/10.31234/osf.io/syj9k
https://doi.org/10.1007/s10802-018-0464-0
https://doi.org/10.1111/psyp.12586
https://doi.org/10.1111/psyp.12586
https://doi.org/10.1016/j.nlm.2013.10.016
https://doi.org/10.1207/s15374424jccp2602_4
https://doi.org/10.1207/s15374424jccp2602_4
https://doi.org/10.1017/S0954579400006350
https://doi.org/10.1017/S0954579400006350
https://doi.org/10.1002/jclp.22273
https://doi.org/10.1002/jclp.22273
https://doi.org/10.1001/archgenpsychiatry.2011.160
https://doi.org/10.1001/archgenpsychiatry.2011.160
https://doi.org/10.1192/bjp.bp.110.080499
https://doi.org/10.1192/bjp.bp.110.080499
https://doi.org/10.1016/j.bbr.2011.04.025
https://doi.org/10.1016/j.bbr.2011.04.025
https://doi.org/10.1016/j.bbr.2020.113105
https://doi.org/10.1016/j.bbr.2020.113105
https://doi.org/10.1073/pnas.1005494108
https://doi.org/10.1177/1073191120954921
https://doi.org/10.1177/1073191120954921
https://doi.org/10.3758/s13428-015-0619-7
https://doi.org/10.3758/s13428-015-0619-7
https://doi.org/10.1016/j.brat.2004.10.007
https://doi.org/10.1146/annurev.publhealth.23.100901.140546
https://doi.org/10.1146/annurev.publhealth.23.100901.140546
https://doi.org/10.1016/j.cobeha.2017.12.017


SUSMAN ET AL. 13 of 14

Mental Health survey. British Journal of Psychiatry, 211, 373-380. https:
//doi.org/10.1192/bjp.bp.117.205955

McGuire, J. F., Orr, S. P., Essoe, J. K.-Y., McCracken, J. T., Storch, E. A., &

Piacentini, J. (2016). Extinction learning in childhood anxiety disorders,

obsessive compulsive disorder and posttraumatic stress disorder: Impli-

cations for treatment. Expert Review of Neurotherapeutics, 16(10), 1155–
1174. https://doi.org/10.1080/14737175.2016.1199276

McGuire, J. F., & Storch, E. A. (2019). An Inhibitory learning approach

to cognitive-behavioral therapy for children and adolescents. Cognitive
and Behavioral Practice, 26(1), 214–224. https://doi.org/10.1016/j.cbpra.
2017.12.003

McLaughlin, K. A., Alves, S., & Sheridan, M. A. (2014). Vagal regulation and

internalizing psychopathology among adolescents exposed to childhood

adversity. Developmental Psychobiology, 56(5), 1036–1051. https://doi.
org/10.1002/dev.21187

McLaughlin, K. A., Green, J. G., Gruber, M. J., Sampson, N. A., Zaslavsky,

A. M., & Kessler, R. C. (2012a). Childhood adversities and first

onset of psychiatric disorders in a national sample of adolescents.

Archives of General Psychiatry, 69(11), 1151–1160. https://doi.org/10.
1001/archgenpsychiatry.2011.2277

McLaughlin, K. A., Rith-Najarian, L., Dirks, M. A., & Sheridan, M. A. (2015).

Low vagal tone magnifies the association between psychosocial stress

exposure and internalizing psychopathology in adolescents. Journal of
Clinical Child and Adolescent Psychology, 44(2), 314–328. https://doi.org/
10.1080/15374416.2013.843464

McLaughlin, K. A., Sheridan,M.A., Gold, A. L., Duys, A., Lambert,H. K., Pever-

ill, M., Heleniak, C., Shechner, T.,Wojcieszak, Z., & Pine, D. S. (2016). Mal-

treatment exposure, brain structure, and fear conditioning in children

and adolescents. Neuropsychopharmacology, 41(8), 1956–1964. https://
doi.org/10.1038/npp.2015.365

Merikangas, K. R., He, J. - P., Burstein,M., Swanson, S. A., Avenevoli, S., Cui, L.,

Benjet, C., Georgiades, K., & Swendsen, J. (2010). Lifetime prevalence of

mental disorders in U.S. adolescents: Results from the National Comor-

bidity Survey Replication–Adolescent Supplement (NCS-A). Journal of
the American Academy of Child and Adolescent Psychiatry, 49(10), 980–
989. https://doi.org/10.1016/j.jaac.2010.05.017

Michael, T., Blechert, J., Vriends, N., Margraf, J., &Wilhelm, F. H. (2007). Fear

conditioning in panic disorder: Enhanced resistance to extinction. Jour-
nal of Abnormal Psychology, 116(3), 612–617. https://doi.org/10.1037/
0021-843X.116.3.612

Milad, M. R., Pitman, R. K., Ellis, C. B., Gold, A. L., Shin, L. M., Lasko, N. B.,

Zeidan, M. A., Handwerger, K., Orr, S. P., & Rauch, S. L. (2009). Neuro-

biological basis of failure to recall extinction memory in posttraumatic

stress disorder.Biological Psychiatry, 66(12), 1075–1082. https://doi.org/
10.1016/j.biopsych.2009.06.026

Milad,M. R., &Quirk, G. J. (2002). Neurons inmedial prefrontal cortex signal

memory for fear extinction. Nature, 420(6911), 70–74. https://doi.org/
10.1038/nature01138

Milad, M. R., & Quirk, G. J. (2012). Fear extinction as a model for trans-

lational neuroscience: Ten years of progress. Annual Review of Psy-
chology, 63, 129–151. https://doi.org/10.1146/annurev.psych.121208.
131631

Morriss, J., Christakou, A., & van Reekum, C. M. (2019). Multimodal

evidence for delayed threat extinction learning in adolescence and

young adulthood. Scientific Reports, 9(1), 7748. https://doi.org/10.1038/
s41598-019-44150-1

Muthén, B., & Muthén, B. O. (2012). Statistical analysis with latent variables.
New York:Wiley.

Nakamura, B. J., Ebesutani, C., Bernstein, A., & Chorpita, B. F. (2009). A psy-

chometric analysis of the child behavior checklist DSM-oriented scales.

Journal of Psychopathology and Behavioral Assessment, 31(3), 178–189.
https://doi.org/10.1007/s10862-008-9119-8

Norrholm, S. D., Jovanovic, T., Olin, I. W., Sands, L. A., Karapanou, I., Bradley,

B., & Ressler, K. J. (2011). Fear extinction in traumatized civilians with

posttraumatic stress disorder: Relation to symptom severity. Biological

Psychiatry, 69(6), 556–563. https://doi.org/10.1016/j.biopsych.2010.09.
013

Orr, S., Metzger, L., Lasko, N., Macklin, M., Peri, T., & Roger, P. (2000). De

novo conditioning in trauma-exposed individuals with and without post-

traumatic stress disorder. Journal of Abnormal Psychology, 109, 290–298.
https://doi.org/10.1037/0021-843X.109.2.290

Pattwell, S. S., Duhoux, S., Hartley, C. A., Johnson, D. C., Jing, D., Elliott,

M. D., Ruberry, E. J., Powers, A., Mehta, N., Yang, R. R., Soliman, F.,

Glatt, C. E., Casey, B. J., Ninan, I., & Lee, F. S. (2012). Altered fear learn-

ing across development in both mouse and human. Proceedings of the
National Academy of Sciences, 109(40), 16318–16323. https://doi.org/10.
1073/pnas.1206834109

Peña, D. F., Engineer, N. D., &McIntyre, C. K. (2013). Rapid remission of con-

ditioned fear expressionwith extinction training pairedwith vagus nerve

stimulation. Biological Psychiatry, 73(11), 1071–1077. https://doi.org/10.
1016/j.biopsych.2012.10.021

Peri, T., Ben-Shakhar, G., Orr, S. P., & Shalev, A. Y. (2000). Psychophysio-

logic assessment of aversive conditioning in posttraumatic stress dis-

order. Biological Psychiatry, 47(6), 512–519. https://doi.org/10.1016/
S0006-3223(99)00144-4

Phelps, E. A., Delgado, M. R., Nearing, K. I., & LeDoux, J. E. (2004). Extinc-

tion learning in humans: Role of the amygdala and vmPFC.Neuron, 43(6),
897–905. https://doi.org/10.1016/j.neuron.2004.08.042

Porges, S. W. (1995). Orienting in a defensive world: Mammalian modifica-

tions of our evolutionary heritage. A polyvagal theory. Psychophysiology,
32(4), 301–318. https://doi.org/10.1111/j.1469-8986.1995.tb01213.x

Porges, S.W. (2007). The polyvagal perspective. Biological Psychology, 74(2),
116–143. https://doi.org/10.1016/j.biopsycho.2006.06.009

Porges, S. W., Doussard-Roosevelt, J. A., & Maiti, A. K. (1994). Vagal tone

and the physiological regulation of emotion.Monographs of the Society for
Research in Child Development, 59(2–3), 167–186.

Rivera,C. L., Bernal,G.,&Rosselló, J. (2005). TheChildrenDepression Inven-

tory (CDI) and the Beck Depression Inventory (BDI): Their validity as

screeningmeasures formajor depression in a group of Puerto Rican ado-

lescents. International Journal of Clinical and Health Psychology, 5, 485-
498.

Sakaki, M., Yoo, H. J., Nga, L., Lee, T. - H., Thayer, J. F., & Mather, M. (2016).

Heart rate variability is associated with amygdala functional connectiv-

ity withMPFC across younger and older adults.Neuroimage, 139, 44–52.
https://doi.org/10.1016/j.neuroimage.2016.05.076

Schaefer, J. D., Moffitt, T. E., Arseneault, L., Danese, A., Fisher, H. L., Houts,

R., Sheridan, M. A., Wertz, J., & Caspi, A. (2018). Adolescent victim-

ization and early-adult psychopathology: Approaching causal inference

using a longitudinal twin study to rule out noncausal explanations.

Clinical Psychological Science, 6(3), 352–371. https://doi.org/10.1177/
2167702617741381

Shader, T. M., Gatzke-Kopp, L. M., Crowell, S. E., Jamila Reid, M., Thayer,

J. F., Vasey, M. W., Webster-Stratton, C., Bell, Z., & Beauchaine,

T. P. (2018). Quantifying respiratory sinus arrhythmia: Effects of

misspecifying breathing frequencies across development. Develop-
ment and Psychopathology, 30(1), 351–366. https://doi.org/10.1017/
S0954579417000669

Shechner, T., Britton, J. C., Ronkin, E. G., Jarcho, J. M., Mash, J. A., Michalska,

K. J., Leibenluft, E., & Pine, D. S. (2015). Fear conditioning and extinction

in anxious and nonanxious youth and adults: Examining a novel devel-

opmentally appropriate fear-conditioning task. Depression and Anxiety,
32(4), 277–288. https://doi.org/10.1002/da.22318

Sitarenios, G., & Kovacs, M. (1999). Use of the Children’s Depression Inven-

tory. In The use of psychological testing for treatment planning and out-
comes assessment, 2nd edn. (pp. 267–298). Mahwah, NJ: Lawrence Erl-

baumAssociates Publishers.

Staples-Bradley, L. K., Treanor, M., & Craske, M. G. (2018). Discrimination

between safe and unsafe stimuli mediates the relationship between trait

anxiety and return of fear. Cognition & Emotion, 32(1), 167–173. https:
//doi.org/10.1080/02699931.2016.1265485

https://doi.org/10.1192/bjp.bp.117.205955
https://doi.org/10.1192/bjp.bp.117.205955
https://doi.org/10.1080/14737175.2016.1199276
https://doi.org/10.1016/j.cbpra.2017.12.003
https://doi.org/10.1016/j.cbpra.2017.12.003
https://doi.org/10.1002/dev.21187
https://doi.org/10.1002/dev.21187
https://doi.org/10.1001/archgenpsychiatry.2011.2277
https://doi.org/10.1001/archgenpsychiatry.2011.2277
https://doi.org/10.1080/15374416.2013.843464
https://doi.org/10.1080/15374416.2013.843464
https://doi.org/10.1038/npp.2015.365
https://doi.org/10.1038/npp.2015.365
https://doi.org/10.1016/j.jaac.2010.05.017
https://doi.org/10.1037/0021-843X.116.3.612
https://doi.org/10.1037/0021-843X.116.3.612
https://doi.org/10.1016/j.biopsych.2009.06.026
https://doi.org/10.1016/j.biopsych.2009.06.026
https://doi.org/10.1038/nature01138
https://doi.org/10.1038/nature01138
https://doi.org/10.1146/annurev.psych.121208.131631
https://doi.org/10.1146/annurev.psych.121208.131631
https://doi.org/10.1038/s41598-019-44150-1
https://doi.org/10.1038/s41598-019-44150-1
https://doi.org/10.1007/s10862-008-9119-8
https://doi.org/10.1016/j.biopsych.2010.09.013
https://doi.org/10.1016/j.biopsych.2010.09.013
https://doi.org/10.1037/0021-843X.109.2.290
https://doi.org/10.1073/pnas.1206834109
https://doi.org/10.1073/pnas.1206834109
https://doi.org/10.1016/j.biopsych.2012.10.021
https://doi.org/10.1016/j.biopsych.2012.10.021
https://doi.org/10.1016/S0006-3223(99)00144-4
https://doi.org/10.1016/S0006-3223(99)00144-4
https://doi.org/10.1016/j.neuron.2004.08.042
https://doi.org/10.1111/j.1469-8986.1995.tb01213.x
https://doi.org/10.1016/j.biopsycho.2006.06.009
https://doi.org/10.1016/j.neuroimage.2016.05.076
https://doi.org/10.1177/2167702617741381
https://doi.org/10.1177/2167702617741381
https://doi.org/10.1017/S0954579417000669
https://doi.org/10.1017/S0954579417000669
https://doi.org/10.1002/da.22318
https://doi.org/10.1080/02699931.2016.1265485
https://doi.org/10.1080/02699931.2016.1265485


14 of 14 SUSMAN ET AL.

Steinberg, A. M., Brymer, M. J., Kim, S., Briggs, E. C., Ippen, C. G., Ostrowski,

S. A., Gully, K. J., & Pynoos, R. S. (2013). Psychometric properties of the

UCLA PTSD reaction index: Part I. Journal of Traumatic Stress, 26(1), 1–9.
https://doi.org/10.1002/jts.21780

Sullivan, M. B., Erb, M., Schmalzl, L., Moonaz, S., Noggle Taylor, J., & Porges,

S.W. (2018). Yoga therapy and polyvagal theory: The convergence of tra-

ditional wisdom and contemporary neuroscience for self-regulation and

resilience. Frontiers in Human Neuroscience, 12. https://doi.org/10.3389/
fnhum.2018.00067

Susman, E. S., Weissman, D., McLaughlin, K. A. (2020). Enhanced Extinction
Learning as a Potential Transdiagnostic Mechanism of Resilience Linking High
Vagal Tone with Lower Psychopathology Symptoms among Violence-Exposed
Youth. https://doi.org/10.17605/OSF.IO/XUR87

Thayer, J. F., Ahs, F., Fredrikson, M., Sollers, J. J., & Wager, T. D. (2012). A

meta-analysis of heart rate variability and neuroimaging studies: Impli-

cations for heart rate variability as a marker of stress and health. Neu-
roscience and Biobehavioral Reviews, 36(2), 747–756. https://doi.org/10.
1016/j.neubiorev.2011.11.009

Thayer, J. F., Hansen, A. L., Saus-Rose, E., & Johnsen, B. H. (2009). Heart rate

variability, prefrontal neural function, and cognitive performance: The

neurovisceral integration perspective on self-regulation, adaptation, and

health. Annals of Behavioral Medicine, 37(2), 141–153. https://doi.org/10.
1007/s12160-009-9101-z

vanBuuren, S., &Groothuis-Oudshoorn, K. (2011).mice:Multivariate impu-

tation by chained equations in R. Journal of Statistical Software, 45(3),
1–67.

van der Kolk, B. A. (2017). Developmental trauma disorder: Toward a

rational diagnosis for children with complex trauma histories. Psy-
chiatric Annals, 35(5), 401–408. https://doi.org/10.3928/00485713-

20050501-06

Wade, M., Fox, N. A., Zeanah, C. H., & Nelson, C. A. (2018). Effect of foster

care intervention on trajectories of general and specific psychopathol-

ogy among children with histories of institutional rearing: A random-

ized clinical trial. JAMA Psychiatry,75, 1137, https://doi.org/10.1001/
jamapsychiatry.2018.2556

Walker, E. A., Unutzer, J., Rutter, C., Gelfand, A., Saunders, K., VonKorff, M.,

Koss,M. P., & Katon,W. (1999). Costs of health care use bywomenHMO

members with a history of childhood abuse and neglect. Archives of Gen-
eral Psychiatry, 56(7), 609–613. https://doi.org/10.1001/archpsyc.56.7.
609

Waters, A. M., & Pine, D. S. (2016). Evaluating differences in Pavlovian

fear acquisition and extinction as predictors of outcome from cog-

nitive behavioural therapy for anxious children. Journal of Child Psy-
chology and Psychiatry, 57(7), 869–876. https://doi.org/10.1111/jcpp.
12522

Weissman, D. G., Bitran, D., Miller, A. B., Schaefer, J. D., Sheridan, M. A., &

McLaughlin, K. A. (2019). Difficulties with emotion regulation as a trans-

diagnostic mechanism linking child maltreatment with the emergence

of psychopathology. Development and Psychopathology, 31(3), 899–915.
https://doi.org/10.1017/S0954579419000348

Weissman, D. G., Guyer, A. E., Ferrer, E., Robins, R. W., & Hastings, P. D.

(2018). Adolescents’ brain-autonomic coupling during emotion process-

ing. Neuroimage, 183, 818–827. https://doi.org/10.1016/j.neuroimage.

2018.08.069

Weissman, D. G., Guyer, A. E., Ferrer, E., Robins, R. W., & Hastings, P. D.

(2019). Tuning of brain–autonomic coupling by prior threat exposure:

Implications for internalizing problems in Mexican-origin adolescents.

Development and Psychopathology, 31(3), 1127–1141. https://doi.org/10.
1017/S0954579419000646

Weissman, D. G., Jenness, J. L., Colich, N. L., Miller, A. B., Sambrook, K. A.,

Sheridan, M. A., &McLaughlin, K. A. (2019). Altered neural processing of

threat-related information in children and adolescents exposed to vio-

lence: A transdiagnostic mechanism contributing to the emergence of

psychopathology. Journal of the American Academy of Child & Adolescent
Psychiatry, 59(11), 1274–1284. https://doi.org/10.1016/j.jaac.2019.08.
471

Zuj, D. V., Palmer,M. A., Hsu, C.-M. K., Nicholson, E. L., Cushing, P. J., Gray, K.

E., & Felmingham, K. L. (2016). Impaired fear extinction associated with

PTSD increases with hours-since-waking. Depression and Anxiety, 33(3),
203–210. https://doi.org/10.1002/da.22463

Zuj, D. V., Palmer, M. A., Lommen, M. J. J., & Felmingham, K. L. (2016). The

centrality of fear extinction in linking risk factors to PTSD: A narrative

review. Neuroscience & Biobehavioral Reviews, 69, 15–35. https://doi.org/
10.1016/j.neubiorev.2016.07.014

SUPPORTING INFORMATION

Additional supporting informationmay be found online in the Support-

ing Information section at the end of the article.

How to cite this article: Susman, E. S., Weissman, D. G.,

Sheridan, M. A., &McLaughlin, K. A. (2021). High vagal tone

and rapid extinction learning as potential transdiagnostic

protective factors following childhood violence exposure.

Developmental Psychobiology, 63, e22176.

https://doi.org/10.1002/dev.22176

https://doi.org/10.1002/jts.21780
https://doi.org/10.3389/fnhum.2018.00067
https://doi.org/10.3389/fnhum.2018.00067
https://doi.org/10.17605/OSF.IO/XUR87
https://doi.org/10.1016/j.neubiorev.2011.11.009
https://doi.org/10.1016/j.neubiorev.2011.11.009
https://doi.org/10.1007/s12160-009-9101-z
https://doi.org/10.1007/s12160-009-9101-z
https://doi.org/10.3928/00485713-20050501-06
https://doi.org/10.3928/00485713-20050501-06
https://doi.org/10.1001/jamapsychiatry.2018.2556
https://doi.org/10.1001/jamapsychiatry.2018.2556
https://doi.org/10.1001/archpsyc.56.7.609
https://doi.org/10.1001/archpsyc.56.7.609
https://doi.org/10.1111/jcpp.12522
https://doi.org/10.1111/jcpp.12522
https://doi.org/10.1017/S0954579419000348
https://doi.org/10.1016/j.neuroimage.2018.08.069
https://doi.org/10.1016/j.neuroimage.2018.08.069
https://doi.org/10.1017/S0954579419000646
https://doi.org/10.1017/S0954579419000646
https://doi.org/10.1016/j.jaac.2019.08.471
https://doi.org/10.1016/j.jaac.2019.08.471
https://doi.org/10.1002/da.22463
https://doi.org/10.1016/j.neubiorev.2016.07.014
https://doi.org/10.1016/j.neubiorev.2016.07.014
https://doi.org/10.1002/dev.22176

	High vagal tone and rapid extinction learning as potential transdiagnostic protective factors following childhood violence exposure
	Abstract
	1 | INTRODUCTION
	2 | METHODS
	2.1 | Participants
	2.2 | Fear learning task
	2.3 | Measures
	2.3.1 | Violence exposure
	2.3.2 | Vagal tone
	2.3.3 | Skin conductance response

	2.4 | Psychopathology symptoms
	2.4.1 | Post-traumatic stress disorder symptoms
	2.4.2 | Internalizing and externalizing psychopathology
	2.4.3 | Transdiagnostic psychopathology

	2.5 | Data analysis

	3 | RESULTS
	3.1 | Descriptive statistics
	3.2 | Violence exposure and psychopathology
	3.3 | RSA, violence exposure, and psychopathology
	3.4 | RSA, violence exposure, and fear extinction
	3.5 | Fear extinction and psychopathology

	4 | DISCUSSION
	4.1 | Limitations

	5 | CONCLUSION
	ACKNOWLEDGMENTS
	CONFLICT OF INTEREST
	DATA AVAILABILITY STATEMENT

	ORCID
	REFERENCES
	SUPPORTING INFORMATION


