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Editorial
IMPORTANCE Childhood stress exposure is associated with inflammation as measured by Supplemental content
C-reactive protein (CRP) and interleukin 6 (IL-6). However, findings are inconsistent and
effect sizes are small. The addition of soluble urokinase plasminogen activator receptor
(suPAR), a new biomarker of chronic inflammation, may improve measurement of

stress-related inflammatory burden.

OBJECTIVES To assess whether exposure to adverse experiences, stress, and violence is
associated with an increase in sUPAR levels in young people and to test the hypothesis that
measuring suPAR in addition to CRP or IL-6 levels improves the assessment of the
inflammatory burden associated with early-life stress.

DESIGN, SETTING, AND PARTICIPANTS This cohort study included 1391 participants from a 1994
to 1995 birth cohort of twins from the nationally representative Environmental Risk
Longitudinal Twin Study in the United Kingdom. Participants were followed up until 18 years
of age (93% retention). Plasma samples were analyzed in July 2018, and statistical analysis
was performed from October 1, 2018, to May 31, 2019.

EXPOSURES Adverse childhood experiences and childhood and adolescent experience of
stress and violence exposure.

MAIN OUTCOMES AND MEASURES Plasma CRP, IL-6, and suPAR levels at 18 years of age.

RESULTS Among 1391 young people (mean [SD] age, 18.4 [0.36] years; 733 [52.7%] female),
those who had been exposed to stressful experiences had elevated suPAR levels by 18 years
of age after controlling for sex, body mass index, and smoking: 0.03-ng/mL (95% Cl,
0.01-0.05 ng/mL) increase in SUPAR per each additional adverse childhood experience,
0.09-ng/mL (95% Cl, 0.01-0.17 ng/mL) increase in SUPAR per each additional severe
childhood experience of stress or violence, and 0.04-ng/mL (95% Cl, -0.02 to 0.10 ng/mL)
increase in SUPAR per each additional severe adolescent experience of stress or violence.
Individuals exposed to multiple types of violence in both childhood and adolescence had
0.26-ng/mL (95% Cl, 0.07-0.45 ng/mL) higher suPAR levels compared with children who did
not experience stress or violence. These stress-exposed young people were significantly
more likely to have elevated suPAR levels at 18 years of age even if they did not have elevated
CRP or IL-6 levels. Measuring suPAR in addition to CRP or IL-6 increased the association
between stress exposure and inflammatory burden. For example, after adjusting for CRP and
IL-6 levels, each additional adverse childhood experience was associated with a 0.05-mL
(95% Cl, 0.03-0.07 ng/mL) increase in suPAR, each additional severe childhood experience
of stress or violence was associated with a 0.14-ng/mL (95% Cl, 0.06-0.22 ng/mL) increase in
SuPAR, and each additional severe adolescent experience of stress or violence was associated
with a 0.10-ng/mL (95% Cl, 0.04-0.16 ng/mL) increase in suPAR.

CONCLUSIONS AND RELEVANCE The results suggest that adult inflammation is associated with Author Affiliations: Author
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xposure to adverse experiences, stress, and violence

during childhood and adolescence is associated with el-

evated risk of physical and mental health problems
in adulthood,! many of which have inflammatory origins.
Inflammation could constitute one of the underlying mecha-
nisms responsible for the biological embedding of childhood
stress, indicating an association between exposure to early-
life adversity and adverse health outcomes in later life.?

C-reactive protein (CRP) and interleukin 6 (IL-6) are among
the most commonly measured biomarkers of inflammation.>
Different types of adverse experiences have been associated
withincreased CRP and IL-6 levels,* including maltreatment,>®
bullying,”° and sexual abuse.'° However, findings are not con-
sistent; several studies report nonsignificant associations,*:12
and not all associations were found after controlling for the con-
founding effects of smoking or obesity.'®!* The Dunedin Lon-
gitudinal Study'* recently found that exposure to childhood
risk factors, including adverse childhood experiences (ACEs),
was associated with higher levels of a novel biomarker of in-
flammation, soluble urokinase plasminogen activator recep-
tor (suPAR), in adults independently of smoking and body mass
index (BMI).

SuPAR is released to the bloodstream during proinflam-
matory conditions when the membrane-bound receptor uPAR
is cleaved from the surface of immunologically active cells.’
Plasma levels of suPAR are thought to reflect a person’s over-
all level of immune activity. Elevated suPAR levels are ob-
served in many diseases and pathologic conditions'®'° and are
associated with development and progression of disease, ad-
verse clinical outcomes, and mortality.2%-?! High suPAR lev-
els are also positively correlated with CRP and IL-6 in general
and patient populations.!*?? Whereas CRP is an acute-phase
reactant and a marker of acute inflammation and infections,??
SuPAR appears to be less affected by acute conditions.?* Of in-
terest, suPAR is associated with disease and mortality inde-
pendent of CRP,??° the criterion standard marker of inflam-
mation, suggesting that combined use of CRP and suPAR may
provide a more accurate estimate of inflammatory burden by
combining information about acute and chronic inflamma-
tion. Less is known about how suPAR compares with IL-6. In-
terleukin 6 is an important cytokine with proinflammatory or
anti-inflammatory properties depending on the specific im-
munologic context. In addition to the immunologic func-
tions of IL-6 in the acute-phase response, infections, inflam-
mation, and cancer, IL-6 exerts multiple pleiotropic effects on
other cell types, thereby regulating metabolism, hematopoi-
esis, and the neuroendocrine system.2® Although suPAR has
been found to be associated with clinical outcomes indepen-
dent of IL-6,%° whether the combined use of IL-6 and suPAR
also provides additive information about inflammatory bur-
den is unknown.

This report extends a previous study'* by investigating the
association between suPAR and exposure to adverse experiences,
stress, and violence during childhood and adolescence in the
population-representative Environmental Risk (E-Risk) Longi-
tudinal Twin Study followed up to 18 years of age. We assessed
multiple types of adverse experiences during childhood and ado-
lescence and cumulatively across the first 2 decades of life inside
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Key Points

Question Is exposure to adverse experiences, stress, and violence
in childhood associated with an increase in blood levels of the
inflammatory biomarker soluble urokinase plasminogen activator
receptor in young people?

Findings In this cohort study of 1391 young people followed up
to 18 years of age in the United Kingdom, exposure to adverse
experiences, stress, and violence during childhood or adolescence
was associated with elevated levels of the soluble urokinase
plasminogen activator receptor at 18 years of age, even in children
who did not have elevated C-reactive protein or interleukin

6 levels.

Meaning The findings suggest that stress-related inflammation
begins at a relatively young age, and the measurement of this
inflammatory burden may be improved by adding information
about soluble urokinase plasminogen activator receptor to
traditional biomarkers of inflammation.

and outside the family, including emotional, physical, and sexual
abuse; emotional and physical neglect; peer bullying; cyber bul-
lying; and crime violence. In addition to evaluating these expe-
riences in relation to suPAR, we compared the association of stress
and violence exposure with CRP and IL-6 levels and tested
whether adding suPAR to the measurement of CRP or IL-6 lev-
els provides additional information about inflammation associ-
ated with stress and violence exposure.

Methods

Sample

This cohort study included members of the E-Risk Longitudinal
Twin Study, which tracks the development of a 1994-1995 birth
cohort of 2232 British children.2® In brief, the E-Risk Longitudi-
nal Twin Study sample was constructed from 1999 to 2000, when
1116 of 1203 eligible families (92.8%) with same-sex 5-year-old
twins participated in home-visit assessments. This sample com-
prises 1242 (55.7%) monozygotic (MZ) and 990 (44.4%) dizygotic
(DZ) twins; sex was evenly distributed within zygosity (1140
[51.1%] female). Home visits were conducted when participants
wereaged 5, 7,10, 12, and, most recently, 18 years of age (n = 2066
[92.6%]). At 18 years of age, each twin was interviewed by a dif-
ferent interviewer. The Joint South London and Maudsley and
the Institute of Psychiatry research ethics committee approved
each phase of the study. Parents gave written informed consent,
and twins gave oral assent between 5 and 12 years of age and then
written informed consent at 18 years of age. Plasma samples were
analyzed in July 2018, and statistical analysis was performed from
October 1, 2018, to May 31, 2019.

The sample represents socioeconomic conditions in the
United Kingdom, as reflected in the families’ distribution on
a neighborhood-level socioeconomic index (ACORN [A Clas-
sification of Residential Neighborhoods], developed by CACI
Inc for commercial use): 25.6% of E-Risk Longitudinal Twin
Study families live in wealthy achiever neighborhoods com-
pared with 25.3% nationwide, 5.3% vs 11.6% live in urban pros-
perity neighborhoods, 29.6% vs 26.9% live in comfortably off
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neighborhoods, 13.4% vs 13.9% live in moderate means neigh-
borhoods, and 26.1% vs 20.7% live in hard-pressed neighbor-
hoods. The E-Risk Longitudinal Twin Study underrepresents
urban prosperity neighborhoods because such households are
often childless.

Exposure to Adverse Experiences in Childhood

and Adolescence

We assessed 4 forms of stressful experiences in childhood: (1)
ACEs, as introduced by the US Centers for Disease Control and
Prevention ACEs Study! and expanded by the Philadelphia
Urban ACE Survey?’; (2) exposure to 6 types of severe child-
hood experiences of stress or violence between birth to 12 years
of age; (3) exposure to 7 types of severe adolescent experi-
ences of stress or violence at 12 to 18 years of age; and (4) ex-
posure to cumulative stress and violence experiences through-
out the life, as determined by applying latent class analysis
(LCA) to stress and violence experiences data in childhood
and adolescence. These measures have been reported
previously?®3! and are described in the Box and detailed in
eMethods 1to 4 in the Supplement.

Inflammatory Biomarkers

Venous blood was collected from 1700 of the 2066 partici-
pants (82.3%) with EDTA tubes. Tubes were spun at 2500g for
10 minutes and plasma samples obtained. Samples were stored
at -80°C. Plasma samples were available for 1448 partici-
pants. Plasma CRP (high-sensitivity CRP) was measured using
enzyme-linked immunosorbent assay (ELISA) (Quantikine
ELISA Kit DCRPOO, R&D Systems) following the manufactur-
er’s protocol. The coefficient of variation was 5.6%. Plasma IL-6
levels were measured using ELISA (Quantikine HS ELISA Kit
HS600C, R&D Systems) following the manufacturer’s proto-
col. The coefficient of variation was 12.6%. Plasma suPAR lev-
els were analyzed using ELISA (suPARnostic AUTO Flex ELISA,
ViroGates A/S) following the manufacturer’s protocol. The co-
efficient of variation was 6%.

Other Variables Associated With Inflammation

When participants were 18 years of age, we recorded BMI ( cal-
culated as weight in kilograms divided by height in meters
squared), body temperature, current daily smoking, current
illness and injury (eTable 1in the Supplement), and use of anti-
inflammatory medication (corticosteroids) within the past 2
weeks. Children exposed to ACEs or stress and violence may
also be exposed to unsanitary homes, which could be associ-
ated with elevated suPAR levels and potentially confound as-
sociations between ACEs or stress and violence exposure and
suPAR level. The cleanliness of the homes was assessed when
children were 12 years by home visitors answering the ques-
tion, “Are visible rooms of the house clean?” (no, somewhat,
or yes).

Childhood socioeconomic status (SES) was defined through
astandardized composite of parental income, educational level,
and occupation. The 3 SES indicators were highly correlated
(r = 0.57-0.67) and loaded onto 1latent factor. The population-
wide distribution of the resulting factor was divided in tertiles
for analyses.>”
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Box. Description of Study Measures

ACEs

Twenty ACEs were measured during childhood and adolescence
up to 17 years of age: 10 conventional ACEs, corresponding to the
10 subcategories of childhood adversities introduced by the CDC
Adverse Childhood Experiences Study," and 10 expanded ACEs,
identified from the results from the Philadelphia Urban ACE Sur-
vey and routine activity theory, as previously described.?® The 10
conventional ACEs included physical abuse, sexual abuse, emo-
tional abuse, physical neglect, emotional neglect, domestic vio-
lence exposure, household substance abuse, family history of
mental illness, loss of a parent (parental death, separation, or di-
vorce), and parental antisocial behavior. The 10 expanded ACEs
included experiencing bullying, living in foster care, low childhood
socioeconomic status, peer substance use, low parental monitor-
ing (as evaluated by parents), low parental monitoring (as evalu-
ated by children), participant-perceived unsafe neighborhood,
high neighbor crime violence measured via neighbor survey,
neighborhood rated as unsafe through systematic social observa-
tion, and high-crime neighborhood measured through official po-
lice records. Measurement details are provided in eMethods 1in
the Supplement. Among children in this study, 197 (14.2%) had no
ACEs, 238 (17.1%) had 1 ACE, 229 (16.5%) had 2 ACES, and 727
(52.3%) had 3 or more ACES.

Severe Childhood Experiences of Stress or Violence

Exposure to 6 types of severe childhood experiences of stress or
violence was assessed repeatedly when the children were 5, 7,10,
and 12 years of age, including exposure to domestic intimate part-
ner violence between the mother and her partner, frequent bully-
ing by peers, physical maltreatment by an adult, sexual abuse,
emotional abuse and neglect, and physical neglect. Exposures
were coded from 12-year dossiers for each child that comprised
information from home visit staff, mothers, children, family physi-
cians, and child protection interventions. Each exposure during
childhood was coded on a 3-point scale (O indicating no exposure,
1indicating probable or less severe exposure, and 2 indicating defi-
nite or severe exposure). Following the guidelines by Finkelhor

et al, we operationalized severe childhood experiences of stress
or violence as the total number of adverse event types experi-
enced by a child. All severe childhood experiences or stress or vio-
lence were summed. Measurement details are provided in
eMethods 2 in the Supplement. Among children in this study,
1004 (72.2%) had no severe childhood experiences of stress or
violence, 298 (21.4%) had 1experience, 59 (4.2%) had 2 experi-
ences, and 30 (2.2%) had 3 or more experiences.

Severe Adolescent Experiences of Stress or Violence

Severe adolescent experiences of stress or violence between the
ages of 12 and 18 years were assessed at age 18 years of age when
the twins were interviewed using the JVQ-R2,3*># adapted as a
clinical interview.?® The adapted JVQ-R2 comprised 45 questions
covering 7 different forms of adverse experience: crime violence,
peer or sibling violence, cyber bullying, sexual abuse, maltreat-
ment, family violence, and neglect. Like severe childhood experi-
ences of stress or violence experiences, each exposure during ado-
lescence was coded on a 3-point scale (O indicating no exposure,
1lindicating probable or less severe exposure, and 2 indicating defi-
nite or severe exposure). Severe adolescent experiences of stress
or violence were derived by summing the number of severe ado-
lescent experiences of stress or violence. Measurement details are
provided in eMethods 3 in the Supplement. In this study, 887

(continued)
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Box. (continued)

adolescents (63.8%) had no severe adverse experiences, 275
(19.8%) had 1 experience, 131(9.4%) had 2 experiences, and 98
(7.0%) had 3 or more experiences.

Cumulative Stress and Violence Experiences

Three groups of stress or violence experiences were identified
with latent class analysis combining the 6 childhood and the 7
adolescent measures of severe experiences of stress or violence,
as previously described.?' The latent class analysis classified par-
ticipants into groups based on the degree of each participant's
exposure (none, moderate, or severe), and the analysis was per-
formed using only participants who experienced at least 1form of
stress or violence experience. The 3 groups identified were (1) indi-
viduals who were exposed primarily to parental intimate partner
violence during childhood (n = 213 [15.3%]), (2) individuals who
were mainly bullied by peers and experienced street crime during
childhood and adolescence (n = 354 [25.4%]), and (3) individuals
who experienced multiple types of violence during childhood and
adolescence (n = 129 [9.3%]). Measurement details are provided
in eMethods 4 in the Supplement.

Abbreviations: ACEs, adverse childhood experiences; CDC, Centers for
Disease Control and Prevention; JVQ-R2, Juvenile Victimization
Questionnaire, second revision.

Statistical Analysis

Both CRP and IL-6 levels were log-transformed to improve nor-
mality of their distributions, as commonly done.?® Distribu-
tions of CRP, IL-6, and suPAR levels are shown in the eFigure
in the Supplement. Sex-adjusted regression coefficients were
calculated to test associations between the inflammatory bio-
markers with clinical characteristics of the sample. The asso-
ciation between ACEs or stress and violence exposure and in-
flammation was tested using ordinary least squares regression,
with continuous measures of CRP, IL-6, and suPAR levels.
Models were adjusted for sex, BMI, and smoking. Analyses of
suPAR levels were adjusted for cleanliness of the home, child-
hood SES, CRP level, or IL-6 level. We report unstandardized
Band standardized [ coefficients, with 95% CIs adjusted to con-
trol for the nonindependence of observations of twins within
families. Estimates and 95% Cls for log-transformed vari-
ables were back-transformed by exponentiating.

To analyze associations of ACEs or stress and violence ex-
posure with combined CRP (untransformed values) and
SsuPAR levels or combined IL-6 (untransformed values) and
SuPAR levels, we created groups characterized by high or low
levels of CRP and suPAR or IL-6 and suPAR, as previously
described.'* For CRP, we used the established clinical cutoff
(3mg/L [to convert to nanomoles per liter, multiply by 9.524])
to identify participants with high CRP levels; thus, high CRP
level indicates a CRP level greater than 3 mg/L (n = 287
[20.6%]). Clinical cutoffs for suPAR and IL-6 have not yet been
established. To identify participants with high suPAR or high
IL-6 levels, we chose a cutoff for each that corresponded to a
similar percentage as high CRP level; thus, high suPAR level
indicates a suPAR level greater than 3.81 ng/mL (n = 286
[20.6%]), and high IL-6 level indicates an IL-6 level greater than
1.48 pg/mL (n = 286 [20.6%]). We created 4 groups of indi-
viduals characterized by (1) low CRP and low suPAR levels
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(n = 920 [66.1%]), (2) high CRP and low suPAR levels (n = 185
[13.3%]), (3) low CRP and high suPAR levels (n = 184 [13.2%)]),
and (4) high CRP and high suPAR levels (n = 102 [7.3%]). Simi-
larly, we created 4 groups of individuals characterized by (1)
low IL-6 and low suPAR levels (n = 916 [65.9%]), (2) high IL-6
and low suPAR levels (n = 189 [13.6%]), (3) low IL-6 and high
SuPAR levels (n = 189 [13.6%]), and (4) high IL-6 and high
suPAR levels (n = 97 [7.0%]).

In addition, we performed an LCA that combined In
(CRP), In(IL-6), and suPAR to classify participants into groups
based on each participant’s levels of the 3 biomarkers, account-
ing for clustering of twins within families. The LCA identified
3 inflammation groups of individuals (eTable 2 and eTable 3
in the Supplement): low levels of all 3 biomarkers, elevated CRP
and IL-6 levels, and elevated CRP, IL-6, and suPAR levels. The
association between stress and violence exposure and the in-
flammation groups was tested using multinomial logistic re-
gression, reporting odds ratios (ORs) with 95% CIs. Two-
sided P < .05 was a priori designated statistically significant.

. |
Results

Of the 2066 children participating at 18 years of age, 1419
(68.7%) had complete data for childhood and adolescent ad-
verse experiences; CRP, IL-6, and suPAR measurements at 18
years of age; and the covariates BMI and smoking. Partici-
pants with levels greater than 4 SDs above the means of CRP
(n =18),IL-6 (n = 7), or suPAR (n = 3)levels were excluded, leav-
ing a final sample 0f 1391 (mean [SD] age, 18.4 [0.36] years; 733
[52.7%] female). No significant differences were found for those
with complete data included in this article vs those without
in terms of mean SES (mean, 1.99 [95% CI, 1.95-2.04] vs 2.02
[95% CI,1.97-2.08]; P = .47), ACEs (mean, 3.22[95% CI, 3.08-
3.36]vs 3.04[95% CI, 2.86-3.21]; P = .17), severe childhood ex-
periences of stress or violence (mean, 0.36 [95% CI, 0.33-
0.40]vs 0.34[95% CI, 0.29-0.39]; P = .49), or severe adolescent
experiences of stress or violence (mean, 0.60 [95% CI, 0.55-
0.65] vs 0.55 [95% CI, 0.49-0.62]; P = .34).

Correlates of CRP, IL-6, and suPAR are given in Table 1. Com-
pared with male participants, female participants had higher lev-
els of CRP (r = 0.14; 95% CI, 0.08-0.20; P < .001) and suPAR
(r = 0.23; 95% CI, 0.17-0.29; P < .001) but not IL-6 (r = 0.002;
95% CI, -0.06 t0 0.06; P = .95). Participants with high BMIs had
higher levels of all 3 inflammatory biomarkers (CRP: r = 0.35;
95% CI, 0.30-0.40; P < .001; IL-6: r = 0.19; 95% CI, 0.13-0.24;
P <.001;and suPAR: r = 0.29; 95% CI, 0.22-0.35; P < .001). To-
bacco smoking was associated with elevated levels of IL-6 (r =
0.06; 95% CI, 0.005-0.12; P = .03) and suPAR (r = 0.22; 95%CI,
0.16-0.28; P < .001) but not CRP (r = 0.04; 95% CI, —0.02 t0 0.09;
P =.20). In contrast, acute conditions, such as body temperature
and current illness or injury (Table 1 and eTable 1in the Supple-
ment), were associated with elevated levels of CRP (body tem-
perature: r = 0.06; 95% CI, 0.004-0.12; P = .04; current illness
orinjury: r = 0.18; 95% CI, 0.12-0.23; P < .001) and IL-6 (current
illness or injury: r = 0.14; 95% CI, 0.08-0.20; P < .001) but
not suPAR (body temperature: r = 0.03; 95% CI, -0.03 to 0.09;
P = .31; currentillness or injury: r = 0.02; 95% CI, —-0.03 t0 0.08;
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Table 1. Sex-Adjusted Correlates of Plasma CRP, IL-6, and suPAR at 18 Years of Age in the E-Risk Longitudinal Twin Study

Variable

Total

CRP?

IL-67

suPAR

r (95% CI)°

P Value

r (95% CI)°

P Value

r (95% CI)°

P Value

Correlates of
inflammation

Female, No./
total No. (%)

BMI, mean (SE)

Daily smoking,

733/1391 (52.7)

22.9(0.15)
315/1391 (22.6)

0.14 (0.08 to 0.20)

0.35 (0.30 to 0.40)
0.04 (-0.02 to 0.09)

<.001

<.001
.20

0.002 (-0.06 to 0.06)

0.19(0.13 to 0.24)
0.06 (0.005 t0 0.12)

.95

<.001
.03

0.23 (0.17 t0 0.29)

0.29(0.22 t0 0.35)
0.22 (0.16 t0 0.28)

<.001

<.001
<.001

No./total No. (%)

Body
temperature,
mean (SE), °C
Current illness or
injury, No./total
No. (%)°
Anti-inflammatory 17/1391 (1.2)
medication use,
No./total No.
(%)
Cleanliness of
home, No./total
No. (%)
Socioeconomic
status, No./total
No. (%)

Inflammatory

biomarkers,

mean (SE)

CRP level, mg/L?
IL-6 level,
pg/mL*

SuPAR level,
ng/mL

36.3(0.02) 0.06 (0.004 t0 0.12) .04

323/1390(23.2) 0.18(0.12t00.23) <.001

0.01 (-0.04 to 0.06) .65

107/1342 (8.0)°  -0.04 (-0.10t0 0.02) 22

466/1391 (33.5)" -0.05 (-0.11 t0 0.01) .09

2.34(0.11) NA NA
1.19(0.03) 0.39 (0.33 to 0.44) <.001

3.23(0.03) 0.25(0.20t0 0.31) <.001

0.06 (-0.01t00.12) .07 0.03 (-0.03 to 0.09) 31

0.14 (0.08 t0 0.20) <.001  0.02(-0.03 to 0.08) .36

-0.04 (-0.15 t0 0.07) .46 0.008 (-0.07 to 0.08) .83

-0.07 (-0.12t0-0.005) .03 -0.11(-0.17t0-0.05)  <.001

-0.10 (-0.16 to -0.03) .002 -0.16 (-0.22 to -0.10) <.001

0.39(0.33 t0 0.44) <.001
NA NA

0.25 (0.20t0 0.31)
0.27 (0.21t0 0.33)

<.001
<.001

0.27 (0.21t0 0.33) <.001 NA NA

Abbreviations: BMI, body mass index (calculated as weight in kilograms divided
by height in meters squared); CRP, C-reactive protein; E-Risk, Environmental
Risk; IL-6, interleukin 6; NA, not applicable; SUPAR, soluble urokinase
plasminogen activator receptor.

Sl conversion factor: to convert CRP to nanomoles per liter, multiply by 9.524.
2 Log-transformed (natural logarithm).

bStandardized estimated regression coefficients; all correlations were adjusted
for sex, and P values were adjusted for clustering within families.

€ The current illness or injury index is a count of 16 conditions present on the

day of blood sample obtainment. Correlations with individual illnesses and
injuries are provided in eTable 1in the Supplement.

d Any use of anti-inflammatory medication (corticosteroids) in the past 2 weeks.

€ Number of homes reported to be unclean by home visitors when children
were 12 years of age. A total of 205 (15.3%) were reported as somewhat clean,
and 1030 (76.8%) were reported as clean.

f Number of families scored as low on the social class composite. A total of 469
(33.7%) were scored as middle social class, and 456 (32.8%) were scored as
high social class.

P = .36). Use of anti-inflammatory medication (corticosteroids)
in the past 2 weeks was not associated with any of the inflam-
matory biomarkers (CRP: r = 0.01; 95% CI, -0.04 t0 0.06; P = .65:
IL-6:7 = -0.04; 95%CI, —0.15t0 0.07; P = .46; suPAR: r = 0.008;
95% CI, —0.071t0 0.08; P = .83). The 3 inflammatory biomarkers
(CRP, IL-6, and suPAR) were positively intercorrelated (r = 0.25-
0.39) (Table 1).

Association of Adverse Experiences

With Inflammatory Biomarker Levels

Children exposed to more ACEs had higher levels of suPAR and
IL-6 but not CRP at 18 years of age. Only the association with
suPAR remained after adjustment for sex, BMI, and smoking
(CRP: B = 1.00; 95% CI, 0.97-1.03; IL-6: B = 1.01; 95% CI, 1.00-1.03;
SuPAR: B = 0.03; 95% CI, 0.01-0.05) (Table 2). In general, adverse
experiences were most strongly associated with suPAR at 18 years
of age. Participants who experienced stress and violence expo-
sure as children had higher levels of suPAR and IL-6 but not CRP
even after controlling for sex, BMI, and smoking (suPAR: B = 0.09,
95% (I, 0.01-0.17; IL-6: B = 1.06; 95% CI, 1.01-1.12; CRP: B = 1.04;
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95% CI, 0.92-1.17) (Table 2). Participants who experienced stress
and violence exposure as adolescents had higher levels of sSuPAR
and CRP but not IL-6 (SuPAR: B = 0.11; 95% CI, 0.05-0.18; CRP:
B =1.09,95% CI, 1.00-1.18; IL-6: B = 1.02; 95% CI, 0.99-1.06), but
none of these associations remained after adjustment for covar-
iates (Table 2). Participants exposed to cumulative adverse ex-
periences across childhood and adolescence had elevated suPAR
levels. In particular, levels of suPAR (but not CRP or IL-6) were
elevated among those exposed to domestic violence (suPAR:
B =0.25, 95% CI, 0.10-0.40; CRP: B = 1.04; 95% CI, 0.83-1.29;
IL-6: B = 1.01; 95% CI, 0.91-1.13) and those who experienced mul-
tiple types of violence in childhood and adolescence (suPAR:
B =0.26; 95% CI, 0.07-0.45; CRP: B = 1.06; 95% CI, 0.81-1.38;
IL-6: B = 1.02; 95% CI, 0.88-1.18) even after controlling for sex,
BMI, and smoking (Table 2).

Correlations among different types of adverse experiences
(eg, physical abuse, street crime, and cyber bullying) and CRP,
IL-6, and suPAR levels are presented in eTable 4 in the Supple-
ment. suPAR was associated with various forms of adverse ex-
periences, suggesting that the elevation in suPAR levels among
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young people who underwent adverse experiences was not spe-
cific to any particular type of adverse experience but was rather
a function of cumulative exposure.

Home visitor ratings allowed us to investigate whether liv-
ingin a nonhygienic home during childhood and adolescence
explained the association between adverse experiences and
inflammation. Cleanliness of the home was negatively corre-
lated with levels of suPAR (r = -0.11; 95% CI, -0.17 to -0.05;
P <.001)and IL-6 (r = -0.07; 95% CI, -0.12 to -0.005; P = .03)
butnot CRP (r = -0.04; 95%CI, -0.10t0 0.02; P = .22) (Table1).
When controlling for cleanliness of the home, all adverse
experience exposures remained associated with elevated
SUPAR level at 18 years of age (eTable 5 in the Supplement).

Childhood SES was negatively correlated with levels of
SuPAR (r = -0.16; 95% CI, -0.22 to -0.10; P < .001) and IL-6
(r = -0.10; 95% CI, -0.16 to -0.03; P = .002) but not CRP
(r = -0.05;95% CI, -0.11to 0.01; P = .09) (Table 1). When con-
trolling for SES, all adverse experience exposures remained as-
sociated with elevated suPAR level at 18 years of age (eTable 5
in the Supplement).

Importance of suPAR in Adverse Experience-Associated
Inflammation
Adverse experiences were associated with suPAR apart from
any association with CRP and IL-6 (eTable 5 in the Supple-
ment). Measuring suPAR in addition to CRP or IL-6 increased
the association between stress exposure and inflammatory bur-
den. For example, after adjusting for CRP and IL-6 levels, each
additional adverse childhood experience was associated with
a20.05-mL (95% CI, 0.03-0.07 ng/mL) increase in suPAR, each
additional severe childhood experience of stress or violence
was associated with a 0.14-ng/mL (95% CI, 0.06-0.22 ng/mL)
increase in suPAR, and each additional severe adolescent ex-
perience of stress or violence was associated with a 0.10-
ng/mL (95% CI, 0.04-0.16 ng/mL) increase in suPAR. Young
people who were exposed to more ACEs, childhood stress and
violence exposure, adolescent stress and violence exposure,
and cumulative stress and violence exposure were signifi-
cantly more likely to have elevated levels of both CRP and su-
PARat 18 years of age (ACEs: OR, 1.41; 95%CI, 1.16-1.71; P < .001;
childhood stress and violence exposure: OR, 1.33; 95% CI, 1.12-
1.57; P = .001; adolescent stress and violence exposure: OR,
1.28; 95% CI, 1.05-1.56; P = .02; cumulative stress and vio-
lence exposure: OR, 2.51; 95% CI, 1.27-4.97; P = .008) (Figure,
A, and eTable 6 in the Supplement) as well as elevated levels
of IL-6 and suPAR at 18 years of age (ACEs: OR, 1.39; 95% CI,
1.13-1.71; P = .002; childhood stress and violence exposure: OR,
1.34; 95% CI, 1.11-1.63; P = .003; adolescent stress and vio-
lence exposure: OR, 1.35; 95% CI, 1.12-1.64; P = .002; cumu-
lative stress and violence exposure: OR, 3.04; 95% CI, 1.61-
5.73; P < .001) (Figure, B, and eTable 6 in the Supplement).
However, adverse experiences were also prominent in the
group of participants with low CRP and high suPAR (or low IL-6
and high suPAR) levels, who would inadvertently have been mis-
classified as having low inflammation if suPAR levels had not been
measured. Similarly, the LCA revealed that young people who had
elevated suPARlevels at 18 years of age in addition to elevated CRP
and IL-6 levels had been exposed to more ACEs and childhood,
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adolescent, and cumulative stress and violence experiences com-
pared with those with low levels of all 3 inflammatory biomark-
ers or with those with mainly high levels of CRP and IL-6 but not
SuPAR (Figure, C, and eTable 7 in the Supplement).

|
Discussion

In this 2-decade prospective cohort study, we tested the useful-
ness of a new biomarker, suPAR, to understand the biological as-
sociation with stress in the first part of the life course. First, chil-
dren exposed to adversities and to multiple forms of stress and
violence during childhood and adolescence had elevated suPAR
levels by the time they reached 18 years of age. The association
could not be attributed to BMI, smoking, or living in unhygienic
homes during that period. Second, suPAR levels appear to add
information about the health implications of stressful experiences
in childhood beyond the more established biomarkers CRP and
IL-6. We observed the strongest associations between stress ex-
posure and inflammation when combining biomarkers, and we
also found that adverse experiences were prominent in the group
of participants with low CRP or low IL-6 level, who would have
inadvertently been assigned to the low inflammation group if
suPAR levels had not been assayed. These results replicate find-
ings from the Dunedin Longitudinal Study,'* which found that
exposure to ACEs was associated with elevated levels of suPAR
at midlife. Thus, suPAR may be a valuable adjunct to estimating
inflammatory burden that may be associated with childhood
stress exposure. This conclusion was supported by an LCA that
revealed that young people with elevated inflammation could
be separated into 2 categories: those with elevated CRP and IL-6
levels and those with elevated CRP, IL-6, and suPAR levels, the
latter of which had stronger associations with adverse experi-
ences.

Inflammation has been the target of investigation for re-
searchers seeking to understand the biological variables as-
sociated with stress. Much of this work has relied on measur-
ing CRP and IL-6 levels. A meta-analysis* revealed significant
associations between ACEs and levels of these 2 inflamma-
tory biomarkers. However, effects were small, and more than
half of the studies, many of which were well powered, did not
reveal positive associations.

Part of the difficulty may be that traditional markers of in-
flammation mix historical and acute effects; for example, CRP
and IL-6 are involved in the acute-phase response. suPAR, the
soluble form of uPAR, has been put forward as a marker of
chronic inflammation. The expression and shedding of uPAR
are upregulated under inflammatory conditions and in re-
sponse to immunologic stimuli.>”3® Thus, the suPAR level is
elevated in many diseases with an inflammatory component,?!
whereas it is generally low, although still detectable, in healthy
individuals.?® Common risk factors for chronic disease, such
as smoking and morbid obesity, are linked to elevated
suPAR levels,*° and elevated suPAR levels are associated with
development and progression of disease and adverse out-
comes, including mortality.2° In contrast to many markers of
inflammation, which are labile and rapidly upregulated and
downregulated,**2 suPAR appears to be more stable and less
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sensitive to acute influences*® and does not fluctuate with cir-
cadian rhythm.** Of the 2 categories of elevated inflamma-
tion identified by the LCA in this study, the one with elevated
suPAR in addition to CRP and IL-6 was more strongly associ-
ated with stress and violence exposure during childhood and
adolescence than the one with mainly elevated CRP and IL-6
levels. This finding supports the conclusion that adding su-
PAR to CRP and IL-6 measurement may improve the assess-
ment of chronic inflammation associated with early-life stress.

Limitations

This study has limitations. First, plasma samples were only
available for 1448 participants in the longitudinal study. How-
ever, no significant stress-exposure differences were found be-
tween participants who did and did not provide blood samples.
Second, we studied twins, who may not represent singletons.
However, the same pattern of associations between adverse
experiences and suPAR levels was found in the Dunedin
Longitudinal Study cohort of singletons.'* Third, although the
distributional properties of suPAR are appealing for research
purposes, the optimal threshold for its use as a diagnostic bio-
marker has not yet been determined. Fourth, the detected ef-
fect sizes were modest for suPAR, although this is to be ex-
pected in a sample of generally healthy young adults. Moreover,
after we examined cumulative adverse experiences, effect sizes
increased, a finding that underscores the importance of evalu-
ating multiple risk factor exposures rather than any single
exposure.* Fifth, we collected inflammation data for the first

Original Investigation Research

time only in participants at 18 years of age, preventing us from
analyzing the association of stress and violence exposure with
inflammation trajectories over time. Longitudinal studies of
suPAR are needed. In addition, randomized clinical trials
of interventions intended to reduce effects of violence expo-
sure should include inflammation biomarkers as outcome
measures.*® One study*” found that favorable lifestyle changes
were associated with reduced suPAR levels, suggesting suPAR
as an outcome measure for studies of potential reversibility of
chronic inflammation associated with early-life risk expo-
sures. Sixth, we were able to identify risk factors associated
with elevated suPAR levels, but because of the observational
study design, we cannot rule out noncausal, alternative ex-
planations of the associations.

. |
Conclusions

Inflammation has been suggested to fill the black box that con-
nects childhood stress exposure to poor adult health, and it is
under vigorous investigation.“® The results of the present study
suggest that adult inflammation is associated with childhood
stress exposure,? with inflammation beginning by the time
young people exposed to stress reach 18 years of age. Along
with a previous report,'* the present study suggests that add-
ing information about suPAR to traditional biomarkers of in-
flammation may improve the measurement of stress-related
inflammatory burden.

ARTICLE INFORMATION
Accepted for Publication: May 31, 2019.

Published Online: November 4, 2019.
doi:10.1001/jamapediatrics.2019.3875

Open Access: This is an open access article
distributed under the terms of the CC-BY License.
© 2019 Rasmussen LJH et al. JAMA Pediatrics.

Author Affiliations: Department of Psychology and
Neuroscience, Duke University, Durham,

North Carolina (Rasmussen, Moffitt, Harrington,
Houts, Sugden, Williams, Caspi); Clinical Research
Centre, Copenhagen University Hospital Amager
and Hvidovre, Hvidovre, Denmark (Rasmussen,
Eugen-Olsen); Department of Psychiatry and
Behavioral Sciences, Duke University School of
Medicine, Durham, North Carolina (Moffitt, Caspi);
Center for Genomic and Computational Biology,
Duke University, Durham, North Carolina (Moffitt,
Caspi); Social, Genetic, and Developmental
Psychiatry Centre, Institute of Psychiatry,
Psychology, and Neuroscience, King's College
London, London, United Kingdom (Moffitt,
Arseneault, Danese, Fisher, Matthews, Caspi);
Department of Child and Adolescent Psychiatry,
Institute of Psychiatry, Psychology, and
Neuroscience, King's College London, London,
United Kingdom (Danese); National and Specialist
Child and Adolescent Mental Health Services
Trauma, Anxiety, and Depression Clinic, South
London and Maudsley National Health Service
Foundation Trust, London, United Kingdom
(Danese).

Author Contributions: Drs Rasmussen and Houts
had full access to all of the data in the study and

jamapediatrics.com

Downloaded From: https://jamanetwor k.com/ on 11/30/2019

take responsibility for the integrity of the data and
the accuracy of the data analysis.

Concept and design: Rasmussen, Moffitt,
Arseneault, Danese, Eugen-Olsen, Caspi.
Acquisition, analysis, or interpretation of data:
Rasmussen, Moffitt, Arseneault, Danese, Fisher,
Harrington, Houts, Matthews, Sugden, Williams,
Caspi.

Drafting of the manuscript: Rasmussen, Moffitt.
Critical revision of the manuscript for important
intellectual content: All authors.

Statistical analysis: Rasmussen, Houts, Caspi.
Obtained funding: Moffitt, Arseneault, Danese,
Caspi.

Administrative, technical, or material support:
Arseneault, Danese, Fisher, Harrington, Sugden,
Williams, Caspi.

Supervision: Moffitt, Eugen-Olsen, Caspi.

Conflict of Interest Disclosures: Dr Rasmussen
reported receiving grants from ViroGates A/S outside
the submitted work. Dr Eugen-Olsen reported
receiving personal fees from CSO in ViroGates, being
ashareholder in ViroGates outside the submitted
work, and having a patent to methods of selecting
and treating subjects with low-grade inflammation
and metabolic disorders issued and licensed. No other
disclosures were reported.

Funding/Support: The Environmental Risk
Longitudinal Twin Study is funded by grant
(1002190 from the Medical Research Council. This
study was supported by grant HDO77482 from the
National Institute of Child Health and Development
and the Jacobs Foundation, postdoctoral fellowship
award R288-2018-380 (Dr Rasmussen) from the
Lundbeck Foundation, British Academy Mid-Career

Fellowship MD\170005 (Dr Fisher), MQ Mental
Health Charity (Dr Fisher), and a Mental Health
Leadership Fellowship (Dr Arseneault) for the UK
Economic and Social Research Council.

Role of the Funder/Sponsor: The funding sources
had no role in the design and conduct of the study;
collection, management, analysis, and
interpretation of the data; preparation, review, or
approval of the manuscript; and decision to submit
the manuscript for publication.

Additional Contributions: We thank the study
mothers and fathers, the twins, and the twins'
teachers for their participation and the members of the
Environmental Risk Longitudinal Twin Study team.

REFERENCES

1. Felitti VJ, Anda RF, Nordenberg D, et al.
Relationship of childhood abuse and household
dysfunction to many of the leading causes of death
in adults: the Adverse Childhood Experiences (ACE)
study. Am J Prev Med. 1998;14(4):245-258. doi:10.
1016/50749-3797(98)00017-8

2. Danese A, Baldwin JR. Hidden wounds?
inflammatory links between childhood trauma and
psychopathology. Annu Rev Psychol. 2017;68:
517-544. doi:10.1146/annurev-psych-010416-044208

3. Singh T, Newman AB. Inflammatory markers in
population studies of aging. Ageing Res Rev. 2011;10
(3):319-329. d0i:10.1016/j.arr.2010.11.002

4. Baumeister D, Akhtar R, Ciufolini S, Pariante CM,
Mondelli V. Childhood trauma and adulthood
inflammation: a meta-analysis of peripheral
C-reactive protein, interleukin-6 and tumour
necrosis factor-a. Mol Psychiatry. 2016;21(5):
642-649. doi:10.1038/mp.2015.67

JAMA Pediatrics Published online November 4, 2019

E9


https://jamanetwork.com/journals/jama/fullarticle/10.1001/jamapediatrics.2019.3875?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamapediatrics.2019.3875
https://jamanetwork.com/journals/jamapediatrics/pages/instructions-for-authors?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamapediatrics.2019.3875#SecOpenAccess
https://dx.doi.org/10.1016/S0749-3797(98)00017-8
https://dx.doi.org/10.1016/S0749-3797(98)00017-8
https://dx.doi.org/10.1146/annurev-psych-010416-044208
https://dx.doi.org/10.1016/j.arr.2010.11.002
https://dx.doi.org/10.1038/mp.2015.67
http://www.jamapediatrics.com/?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamapediatrics.2019.3875

E10

Research Original Investigation

5. DaneseA, Pariante CM, Caspi A, Taylor A, Poulton R.
Childhood maltreatment predicts adult inflammationin
a life-course study. Proc Natl Acad Sci U S A. 2007104
(4):1319-1324. doi:10.1073/pnas.0610362104

6. Baldwin JR, Arseneault L, Caspi A, et al. Childhood
victimization and inflammation in young adulthood:

a genetically sensitive cohort study. Brain Behav Immun.
2018;67:211-217. doi:10.1016/j.bbi.2017.08.025

7. Giletta M, Slavich GM, Rudolph KD, Hastings PD,
Nock MK, Prinstein MJ. Peer victimization predicts
heightened inflammatory reactivity to social stress in
cognitively vulnerable adolescents. J Child Psychol
Psychiatry. 2018;59(2):129-139. doi:10.1111/jcpp.12804

8. Copeland WE, Wolke D, Lereya ST, Shanahan L,
Worthman C, Costello EJ. Childhood bullying
involvement predicts low-grade systemic
inflammation into adulthood. Proc Natl Acad Sci U S
A.2014;111(21):7570-7575. doi:10.1073/pnas.
1323641111

9. Takizawa R, Danese A, Maughan B, Arseneault L.
Bullying victimization in childhood predicts
inflammation and obesity at mid-life: a five-decade
birth cohort study. Psychol Med. 2015;45(13):
2705-2715. doi:10.1017/S0033291715000653

10. Bertone-Johnson ER, Whitcomb BW, Missmer SA,
Karlson EW, Rich-Edwards JW. Inflammation and
early-life abuse in women. Am J Prev Med. 2012;43(6):
611-620. doi:10.1016/j.amepre.2012.08.014

1. Walsh K, Basu A, Werner E, et al. Associations
among child abuse, depression, and interleukin-6 in
pregnant adolescents: paradoxical findings.
Psychosom Med. 2016;78(8):920-930. doi:10.1097/
PSY.0000000000000344

12. Matthews KA, Jennings JR, Lee L, Pardini DA.
Bullying and being bullied in childhood are
associated with different psychosocial risk factors
for poor physical health in men. Psychol Sci. 2017;28
(6):808-821. doi:10.1177/0956797617697700

13. Matthews KA, Chang YF, Thurston RC,
Bromberger JT. Child abuse is related to
inflammation in mid-life women: role of obesity.
Brain Behav Immun. 2014;36:29-34. doi:10.1016/].
bbi.2013.09.013

14. Rasmussen LJH, Moffitt TE, Eugen-Olsen J,

et al. Cumulative childhood risk is associated with a
new measure of chronic inflammation in adulthood.
J Child Psychol Psychiatry. 2019;60(2):199-208.
doi:10.111/jcpp.12928

15. Thung M, Macho B, Eugen-Olsen J. sUPAR:
the molecular crystal ball. Dis Markers. 2009;27(3):
157-172. doi:10.1155/2009/504294

16. Hayek SS, Sever S, Ko YA, et al. Soluble
urokinase receptor and chronic kidney disease.

N Engl J Med. 2015;373(20):1916-1925. doi:10.1056/
NEJMo0a1506362

17. Persson M, Ostling G, Smith G, et al. Soluble
urokinase plasminogen activator receptor: a risk
factor for carotid plaque, stroke, and coronary
artery disease. Stroke. 2014;45(1):18-23. doi:10.1161/
STROKEAHA113.003305

18. tj;2Theilade S, Lyngbaek S, Hansen TW, et al.
Soluble urokinase plasminogen activator receptor
levels are elevated and associated with complications
in patients with type 1 diabetes. J Intern Med. 2015;
277(3):362-371. doi:10.1111/joim.12269

19. Schaefer F, Trachtman H, Wihl E, et al; ESCAPE
Trial Consortium and the 4C Study Group.
Association of serum soluble urokinase receptor
levels with progression of kidney disease in
children. JAMA Pediatr. 2017;171(11):e172914. doi:10.
1001/jamapediatrics.2017.2914

20. Eugen-Olsen J, Andersen O, Linneberg A, et al.
Circulating soluble urokinase plasminogen activator

JAMA Pediatrics Published online November 4, 2019

Downloaded From: https://jamanetwor k.com/ on 11/30/2019

Association of Adverse Experiences and Exposure to Violence With Inflammatory Burden

receptor predicts cancer, cardiovascular disease,
diabetes and mortality in the general population.
JIntern Med. 2010;268(3):296-308. doi:10.1111/j.
1365-2796.2010.02252.x

21. Rasmussen LJH, Ladelund S, Haupt TH, et al.
Soluble urokinase plasminogen activator receptor
(suPAR) in acute care: a strong marker of disease
presence and severity, readmission and mortality:
aretrospective cohort study. Emerg Med J. 2016;33
(11):769-775. doi:10.1136/emermed-2015-205444

22. Zimmermann HW, Koch A, Seidler S, Trautwein C,
Tacke F. Circulating soluble urokinase plasminogen
activatoris elevatedin patients with chronicliver disease,
discriminates stage and aetiology of cirrhosis and predicts
prognosis. Liver Int. 2012;32(3):500-509.

23. Rhodes B, Fiirnrohr BG, Vyse TJ. C-reactive
protein in rheumatology: biology and genetics. Nat
Rev Rheumatol. 2011;7(5):282-289. doi:10.1038/
nrrheum.2011.37

24. Lyngbaek S, Marott JL, Mgller DV, et al.
Usefulness of soluble urokinase plasminogen
activator receptor to predict repeat myocardial
infarction and mortality in patients with
ST-segment elevation myocardial infarction
undergoing primary percutaneous intervention.
Am J Cardiol. 2012;110(12):1756-1763. doi:10.1016/].
amjcard.2012.08.008

25. Botha S, Fourie CM, Schutte R, Eugen-Olsen J,
Pretorius R, Schutte AE. Soluble urokinase
plasminogen activator receptor as a prognostic
marker of all-cause and cardiovascular mortality in a
black population. Int J Cardiol. 2015;184:631-636.
doi:10.1016/j.ijcard.2015.03.041

26. Moffitt TE; E-Risk Study Team. Teen-aged
mothers in contemporary Britain. J Child Psychol
Psychiatry. 2002;43(6):727-742.

27. Cronholm PF, Forke CM, Wade R, et al. Adverse
childhood experiences: expanding the concept of
adversity. Am J Prev Med. 2015;49(3):354-361.
doi:10.1016/j.amepre.2015.02.001

28. Beckley AL, Caspi A, Arseneault L, et al.

The developmental nature of the victim-offender
overlap. J Dev Life Course Criminol. 2018;4(1):24-49.
doi:10.1007/s40865-017-0068-3

29. Fisher HL, Caspi A, Moffitt TE, et al. Measuring
adolescents’ exposure to victimization: the
Environmental Risk (E-Risk) Longitudinal Twin
Study. Dev Psychopathol. 2015;27(4 Pt 2):1399-1416.
doi:10.1017/S0954579415000838

30. Danese A, Moffitt TE, Arseneault L, et al.
The origins of cognitive deficits in victimized
children: implications for neuroscientists and
clinicians. Am J Psychiatry. 2017,174(4):349-361.
doi:10.1176/appi.ajp.2016.16030333

31. MarziSJ, Sugden K, Arseneault L, et al. Analysis of
DNA methylationin young people: limited evidence for
an association between victimization stress and
epigenetic variation in blood. Am J Psychiatry. 2018;175
(6):517-529. doi:10.1176/appi.ajp.2017.17060693

32. Finkelhor D, Ormrod RK, Turner HA.
Poly-victimization: a neglected component in child
victimization. Child Abuse Negl. 2007;31(1):7-26.
doi:10.1016/j.chiabu.2006.06.008

33. Finkelhor D, Hamby S, Turner H, Ormrod R.
The Juvenile Victimization Questionnaire: 2nd
Revision (JVQ-R2). Durham, NH: Crimes Against
Children Research Center; 2011.

34. Hamby S, Finkelhor D, Ormrod R, Turner H.
The Comprehensive JV Administration and Scoring
Manual. Durham, NH: Crimes Against Children
Research Center; 2004.

35. Trzesniewski KH, Moffitt TE, Caspi A, Taylor A,
Maughan B. Revisiting the association between

reading achievement and antisocial behavior: new
evidence of an environmental explanation from a
twin study. Child Dev. 2006;77(1):72-88. doi:10.1111/
j1467-8624.2006.00857.x

36. KaptogeS, Di Angelantonio E, Pennells L, et al;
Emerging Risk Factors Collaboration. C-reactive
protein, fibrinogen, and cardiovascular disease
prediction. N Engl J Med. 2012;367(14):1310-1320.
doi:10.1056/NEJMoal107477

37. Dekkers PE, ten Hove T, te Velde AA,

van Deventer SJ, van Der Poll T. Upregulation of
monocyte urokinase plasminogen activator
receptor during human endotoxemia. Infect Immun.
2000;68(4):2156-2160. doi:10.1128/IA1.68.4.2156-
2160.2000

38. Ostrowski SR, Plomgaard P, Fischer CP, et al.
Interleukin-6 infusion during human endotoxaemia
inhibits in vitro release of the urokinase receptor
from peripheral blood mononuclear cells. Scand J
Immunol. 2005;61(2):197-206. doi:10.1111/.0300-
9475.2005.01547.x

39. Haastrup E, Grau K, Eugen-Olsen J, Thorball C,
Kessing LV, Ullum H. Soluble urokinase plasminogen
activator receptor as a marker for use of
antidepressants. PLoS One. 2014;9(10):e110555.
doi:10.1371/journal.pone.0110555

40. Haupt TH, Kallemose T, Ladelund S, et al. Risk
factors associated with serum levels of the
inflammatory biomarker soluble urokinase
plasminogen activator receptor in a general
population. Biomark Insights. 2014;9:91-100.
doi:10.4137/BMI.519876

41. Zhou X, Fragala MS, McElhaney JE, Kuchel GA.
Conceptual and methodological issues relevant to
cytokine and inflammatory marker measurements
in clinical research. Curr Opin Clin Nutr Metab Care.
2010;13(5):541-547. doi:10.1097/MCO.
0b013e32833cf3bc

42. Petrovsky N, McNair P, Harrison LC. Diurnal rhythms
of pro-inflammatory cytokines: regulation by plasma
cortisol and therapeutic implications. Cytokine. 1998;10
(4):307-312. doi:10.1006/cyt0.1997.0289

43. Lyngbak S, Andersson C, Marott JL, et al.
Soluble urokinase plasminogen activator receptor
for risk prediction in patients admitted with acute
chest pain. Clin Chem. 2013;59(11):1621-1629.
doi:10.1373/clinchem.2013.203778

44. Andersen O, Eugen-Olsen J, Kofoed K,
Iversen J, Haugaard SB. Soluble urokinase
plasminogen activator receptor is a marker of
dysmetabolism in HIV-infected patients receiving
highly active antiretroviral therapy. J Med Virol.
2008;80(2):209-216. doi:10.1002/jmv.21114

45. Evans GW, Li D, Whipple SS. Cumulative risk
and child development. Psychol Bull. 2013,139(6):
1342-1396. doi:10.1037/a0031808

46. Moffitt TE; Klaus-Grawe 2012 Think Tank.
Childhood exposure to violence and lifelong health:
clinical intervention science and stress-biology
research join forces. Dev Psychopathol. 2013;25(4
pt 2):1619-1634. doi:10.1017/S0954579413000801

47. Eugen-Olsen J, Ladelund S, Serensen LT.
Plasma suPAR is lowered by smoking cessation:
arandomized controlled study. Eur J Clin Invest.
2016;46(4):305-311. doi:10.1111/eci.12593

48. Miller GE, Chen E, Parker KJ. Psychological
stress in childhood and susceptibility to the chronic
diseases of aging: moving toward a model of
behavioral and biological mechanisms. Psychol Bull.
2011;137(6):959-997. doi:10.1037/a0024768

jamapediatrics.com


https://dx.doi.org/10.1073/pnas.0610362104
https://dx.doi.org/10.1016/j.bbi.2017.08.025
https://dx.doi.org/10.1111/jcpp.12804
https://dx.doi.org/10.1073/pnas.1323641111
https://dx.doi.org/10.1073/pnas.1323641111
https://dx.doi.org/10.1017/S0033291715000653
https://dx.doi.org/10.1016/j.amepre.2012.08.014
https://dx.doi.org/10.1097/PSY.0000000000000344
https://dx.doi.org/10.1097/PSY.0000000000000344
https://dx.doi.org/10.1177/0956797617697700
https://dx.doi.org/10.1016/j.bbi.2013.09.013
https://dx.doi.org/10.1016/j.bbi.2013.09.013
https://dx.doi.org/10.1111/jcpp.12928
https://dx.doi.org/10.1155/2009/504294
https://dx.doi.org/10.1056/NEJMoa1506362
https://dx.doi.org/10.1056/NEJMoa1506362
https://dx.doi.org/10.1161/STROKEAHA.113.003305
https://dx.doi.org/10.1161/STROKEAHA.113.003305
https://dx.doi.org/10.1111/joim.12269
https://jamanetwork.com/journals/jama/fullarticle/10.1001/jamapediatrics.2017.2914?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamapediatrics.2019.3875
https://jamanetwork.com/journals/jama/fullarticle/10.1001/jamapediatrics.2017.2914?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamapediatrics.2019.3875
https://dx.doi.org/10.1111/j.1365-2796.2010.02252.x
https://dx.doi.org/10.1111/j.1365-2796.2010.02252.x
https://dx.doi.org/10.1136/emermed-2015-205444
https://www.ncbi.nlm.nih.gov/pubmed/22098627
https://dx.doi.org/10.1038/nrrheum.2011.37
https://dx.doi.org/10.1038/nrrheum.2011.37
https://dx.doi.org/10.1016/j.amjcard.2012.08.008
https://dx.doi.org/10.1016/j.amjcard.2012.08.008
https://dx.doi.org/10.1016/j.ijcard.2015.03.041
https://dx.doi.org/10.1016/j.amepre.2015.02.001
https://dx.doi.org/10.1007/s40865-017-0068-3
https://dx.doi.org/10.1017/S0954579415000838
https://dx.doi.org/10.1176/appi.ajp.2016.16030333
https://dx.doi.org/10.1176/appi.ajp.2017.17060693
https://dx.doi.org/10.1016/j.chiabu.2006.06.008
https://dx.doi.org/10.1111/j.1467-8624.2006.00857.x
https://dx.doi.org/10.1111/j.1467-8624.2006.00857.x
https://dx.doi.org/10.1056/NEJMoa1107477
https://dx.doi.org/10.1128/IAI.68.4.2156-2160.2000
https://dx.doi.org/10.1128/IAI.68.4.2156-2160.2000
https://dx.doi.org/10.1111/j.0300-9475.2005.01547.x
https://dx.doi.org/10.1111/j.0300-9475.2005.01547.x
https://dx.doi.org/10.1371/journal.pone.0110555
https://dx.doi.org/10.4137/BMI.S19876
https://dx.doi.org/10.1097/MCO.0b013e32833cf3bc
https://dx.doi.org/10.1097/MCO.0b013e32833cf3bc
https://dx.doi.org/10.1006/cyto.1997.0289
https://dx.doi.org/10.1373/clinchem.2013.203778
https://dx.doi.org/10.1002/jmv.21114
https://dx.doi.org/10.1037/a0031808
https://dx.doi.org/10.1017/S0954579413000801
https://dx.doi.org/10.1111/eci.12593
https://dx.doi.org/10.1037/a0024768
http://www.jamapediatrics.com/?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamapediatrics.2019.3875

