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Abstract

Background: Child maltreatment is associated with cardiovascular disease (CVD), but mediation pathways have not
been fully elucidated. The aim of the current study was to determine and quantify the underlying pathways linking
child maltreatment and CVD.

Methods: We conducted a retrospective cohort study using the UK Biobank. The number and types of child
maltreatment, including abuse and neglect, were recalled by the participants. Lifestyle, biological, physical, and
mental health factors measured at baseline were explored as potential mediators. Incident CVD was ascertained
through record linkage after baseline measurement. Age, sex, ethnicity, area-based deprivation, and education level
were adjusted for as confounders. Cox proportional hazard models were conducted to test for associations
between child maltreatment and incident CVD.

Results: A total of 152,040 participants who completed the child maltreatment assessment were included in the
analyses, and one third reported at least one type of child maltreatment. There was a dose-response relationship
between the number of maltreatment types and incident CVD. On average, each additional type of child
maltreatment was associated with an 11% (95% Cl 8-14%, P < 0.0001) increased risk of CVD. The majority (56.2%) of
the association was mediated through depressive symptoms, followed by smoking (14.7%), high-density lipoprotein
cholesterol (8.7%), and sleep duration (2.4%).

Conclusion: Child maltreatment is associated with incident CVD through a combination of mental health, lifestyle,
and biological pathways. Therefore, in addition to interventions to reduce the occurrence of child maltreatment,
attention should be targeted at promoting healthy lifestyles and preventing, identifying, and treating depression
among children and adults who have previously been maltreated.
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Introduction

Cardiovascular disease (CVD) is multifactorial in its aeti-
ology, with a broad range of risk factors. The more prox-
imal risk factors include dyslipidaemia, hypertension, and
diabetes which are often related to lifestyle behaviours such
as smoking and physical activity [1]. More recently, evi-
dence has shown that people exposed to traumatic experi-
ences were more likely to develop CVD [2, 3]. Traumatic
experiences include child maltreatment, which covers all
types of neglect and physical, emotional, and sexual abuse
that occur in childhood and results in adverse health and
well-being. Child maltreatment is an important component
of adverse childhood experiences (ACEs) [4].

Emerging evidence has shown associations between
child maltreatment and cardiovascular risk factors and
cardiovascular disease. For example, a cross-sectional
study has shown a dose-response relationship between
child maltreatment and myocardial infarction, a com-
mon presentation of CVD [5], and a retrospective study
reported an association of child maltreatment with self-
report of physician-diagnosed ischaemic heart disease [6].

Indeed, the American Heart Association has published
a scientific statement recognising the importance of
child maltreatment in cardiometabolic outcomes as well
as proposing a conceptual model between child mal-
treatment and CVD [7]. The hypothesised pathways sug-
gested child maltreatment may affect health behaviours
(such as physical activity and smoking), physiologic fac-
tors, and mental health which, in turn, influence prox-
imal cardiovascular risk factors (such as obesity and
diabetes) and finally the onset of CVD. These pathways
were supported by a review [8] and several studies, for
example, on the association of child maltreatment with
smoking [9], depression [10], and cardiovascular risk fac-
tors [11]. In fact, the Nurses’ Health Study 2 has shown
adult health-related factors, such as body mass index,
smoking, alcohol use, and depression, accounted for 79%
and 63% of the association of severe physical and sexual
abuse with CVD, respectively [12]. However, very few
studies have examined the mediators simultaneously and
compared the relative importance between them.

Understanding the extent to which the association be-
tween child maltreatment and CVD is mediated by differ-
ent pathways could inform the development and targeting
of interventions to protect the long-term health of affected
individuals. The aim of the current study was, therefore,
to use data on UK Biobank participants to study whether,
and to what extent, different pathways mediated the asso-
ciation between child maltreatment and CVD.

Methods

Study design and participants

Between 2007 and 2010, the UK Biobank recruited 502,506
participants from the general population. Participants
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attended one of 22 assessment centres across England,
Scotland, and Woales where they completed a self-
administered, touch-screen questionnaire and a face-to-face
interview, and trained staff took a series of measurements
including height, weight, and blood pressure. Ethnicity,
education level, sleep duration, television viewing time,
smoking status, and alcohol intake were self-reported.
Townsend area deprivation index was derived from the
postcode of residence using aggregated data on unemploy-
ment, car and home ownership, and household overcrowd-
ing [13]. Blood pressure was measured by a trained nurse.
Physical activity was self-reported using the validated Inter-
national Physical Activity Questionnaire [14]. Grip strength
was measured to the nearest 0.1 kg using a Jamar J00105
hydraulic hand dynamometer and the mean value from
both hands used in the analyses. Height was measured to
the nearest centimetre, using a Seca 202 stadiometer, and
body weight to the nearest 0.1kg, using a Tanita BC-418
body composition analyser. Body mass index (BMI) was
calculated as weight/height?, and the World Health Or-
ganization’s criteria were used to classify BMI into
underweight (< 18.5kg/m?), normal weight (185 to
24.9 kg/m?), overweight (25 to 29.9 kg/m?), and obese
(>30.0 kg/m?). Abdominal obesity was defined as waist-hip
ratio >0.85 for women and >0.90 for men. Biomarkers
were performed at a dedicated central laboratory between
2014 and 2017. In this study, we have selected high-density
lipoprotein [HDL] cholesterol, low-density lipoprotein
[LDL] cholesterol, glycated haemoglobin, cystatin C, and
gamma-glutamyltransferase as potential mediators. HDL
and LDL are cholesterols related to CVD and lifestyle fac-
tors such as smoking and obesity; glycated haemoglobin is
a marker for diabetes and related to obesity; cystatin C is a
marker of kidney function and related to diet, smoking, and
body weight; gamma-glutamyltransferase is a marker of
liver function and related to alcohol drinking. Details of
these measures and assay performances can be found on-
line in the UK Biobank showcase and protocol [15].

The participants were subsequently invited to complete a
web-based questionnaire [16] on mental health-related
items: child maltreatment using the Childhood Trauma
Screener, depressive symptoms using the Patient Health
Questionnaire 9-items (PHQ-9) [17], anxiety symptoms
using the Generalised Anxiety Disorder 7-items (GAD-7)
[18], and other mental health problems using the Compos-
ite International Diagnostic Interview—Short Form [19].
Approximately one third (31.31%, n = 157,348) of the par-
ticipants completed the online follow-up. These partici-
pants were generally younger, more likely to be female and
White, and had healthier lifestyles (Additional file 1: Table
S1). Of these, 3714 (2.36%) who did not complete all of the
child maltreatment items and 1594 (1.01%) who had miss-
ing sociodemographic data were excluded from the ana-
lyses. Therefore, this study comprised 152,040 participants.
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Child maltreatment

Child maltreatment was assessed using the Childhood
Trauma Screener (CTS) [20], a shortened version of the
Childhood Trauma Questionnaire (CTQ) [21]. It con-
sists of one 5-point Likert scale item for each of five
types of child maltreatment: physical abuse, physical
neglect, emotional abuse, emotional neglect, and sexual
abuse, and has been validated against the CTQ with
good overall (r=0.88) and satisfactory type-specific cor-
relations (r = 0.55-0.87) [22]. The CTQ is a widely used
instrument for measuring child maltreatment and has
been validated against the actual record of abuse and
neglect [20, 23]. The threshold values on the Likert scale
derived from the validation study [20] were used to de-
fine the presence or absence of each type of child mal-
treatment (Additional file 1: Table S2). In this study, the
primary exposure variable was the number of types of
child maltreatment (range O to 5) as it reflects the di-
mensions of maltreatment.

Outcome ascertainment

Outcomes were ascertained through individual-level rec-
ord linkage of the UK Biobank cohort. Date and cause of
death were obtained from death certificates held by the
National Health Service Information Centre (England
and Wales) and the National Health Service Central
Register Scotland (Scotland). Date and cause of hospital
admissions were obtained through record linkage to
Health Episode Statistics (England and Weales) and
Scottish Morbidity Records (Scotland). Detailed informa-
tion about the linkage procedures can be found at
http://content.digital.nhs.uk/services. At the time of ana-
lysis, hospital admission data were available up to 31
March 2017. We defined incident CVD as death or hos-
pital admission for ischaemic heart disease (including
myocardial infarction), atrial fibrillation, heart failure, or
stroke (ICD-10 [international classification of diseases,
10th revision] codes 120, 121, 125, 148, 150, 160, 161, 163,
164) after baseline assessment. These outcomes were
chosen as they comprised the majority of the CVD
events.

Statistical analyses

Cox proportional hazard models were used to analyse
the association between child maltreatment and incident
CVD, with the results reported as hazard ratios (HRs)
and 95% confidence intervals (CIs). The outcome vari-
able comprised both the event status and time-to-event.
The models were adjusted for age at baseline assessment,
sex, ethnicity, deprivation index, and education level as po-
tential confounders. Subgroup analyses were conducted for
sociodemographic factors: sex, age group (38-50, 51-60,
and 61-72 years), education level (with vs. without univer-
sity degree), and area-based deprivation index (= vs. <
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median). We selected these factors because age could affect
the reporting of maltreatment, sex could affect the type of
maltreatment, and socioeconomic status might affect the
ability to cope with these maltreatment experiences.

We studied four groups of potential mediators: life-
style (sleep duration [categorical variable]; any smoking
and alcohol drinking > 14 units a week [binary variables];
physical activity and television viewing [continuous vari-
ables]), physical measurements (BMI categories [categor-
ical variable], abdominal obesity [binary variable], and
systolic blood pressure and grip strength [continuous
variables]), mental health (diagnosed depression, anxiety,
and schizophrenia [binary variables]; depressive and
anxiety symptoms [continuous variables]; any psychotic
experience, behavioural addiction, drug addiction, or
self-harm behaviours [binary variables]), and biomarkers
(HDL cholesterol, LDL cholesterol, glycated haemoglo-
bin, cystatin C, and gamma-glutamyltransferase [con-
tinuous variables]). Sleep duration and alcohol drinking
variables were categorised based on the UK recommen-
dations because of their potential nonlinear association
with CVD. All potential mediators were selected because
of their association with child maltreatment and/or
CVD. These groups of mediators were adjusted in the
Cox models to examine whether, and to what extent, the
HRs between child maltreatment and CVD were attenu-
ated. In addition, the model-based mediation analysis
framework by Tingley et al. was also conducted [24].
Firstly, CVD incidence was regressed by the primary ex-
posure variable (number of child maltreatment), all po-
tential mediators, and sociodemographic factors in a
Weibull regression model with a robust standard error.
Weibull regression was chosen for mediation analysis
because of its superior statistical properties over propor-
tional hazard models [25]. Only the potential mediators
reaching statistical significance (« = 0.05) were further in-
vestigated. The filtered potential mediators were then
regressed by child maltreatment and other covariates (me-
diator model) in either logistic (for binary mediators) or
multiple linear (for other mediators) models. The results
of the outcome and mediator models were then combined
to estimate the proportion of mediation. Potential media-
tors were mutually adjusted to avoid overestimation of
mediating effects. Quasi-Bayesian estimation with 1000 it-
erations was used for estimating the P values of the medi-
ating effect.

Four sensitivity analyses were conducted. Firstly, the
standardised CTS score was used in a penalised regres-
sion spline to examine if its relationship with CVD was
consistent with that based on the categorised maltreat-
ment variables. Secondly, the association between mal-
treatment and CVD by different adjustment models was
re-analysed after excluding participants who had preva-
lent CVD at baseline assessment (# = 6684). Thirdly, in
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the mediation analysis, because biomarkers can be
dependent on sex, the mediation analysis was replicated
with sex-specific z-scores of biomarkers. Lastly, because
biomarkers can lie on the pathways between lifestyle and
CVD, the mediation analysis was replicated without them.
This helped to identify lifestyle factors that might be
masked by adjustment of biomarkers. Proportional hazard
assumptions were verified by statistical tests based on
Schoenfeld residuals. Distributional assumption of Weibull
regression was examined using the Kaplan-Meier estimate
of the residuals. Missing data was handled using complete
case analysis. All analyses were conducted using R version
3.5.3 with packages survival and mediation.

Results

This study included 152,040 (mean [SD] age 55.92 [7.73]
years; 56.34% female) UK Biobank participants. One
third (n=50,602) of the participants reported at least
one type of child maltreatment, and 12.95% reported
multiple types. Participants who reported multiple child
maltreatment were generally younger; more deprived;
more physically active; spent more time watching televi-
sion; were more likely to be female, smokers, and obese;
and have short (<6h) or long (>9h) sleep duration
(Table 1). They also had lower systolic blood pressure,
grip strength, and HDL cholesterol, and reported more
depressive and anxiety symptoms.

Of the five types of child maltreatment, emotional neg-
lect (22.11%) was the most commonly reported whilst
physical neglect (5.61%) was the least (Additional file 1:
Tables S2 and S3). Compared with men, women were
more likely to report emotional and sexual abuse and
less likely to report physical abuse. Younger participants
reported child maltreatment more commonly than older
participants across all types except for physical neglect.

After adjusting for sociodemographic characteristics,
child maltreatment was significantly associated with inci-
dent CVD with evidence of a dose-response relationship
(Fig. 1). Compared with participants who did not report
maltreatment, those exposed to three or more types
were the most likely to develop CVD (HR 1.45 [95% CI
1.31-1.61], P<0.0001), followed by those exposed to
two (1.26 [1.16-1.38], P<0.0001) then one (1.08 [1.02—
1.15]; P=0.01). On average, each additional type of child
maltreatment was associated with an 11% (95% CI 8—14%,
P <0.0001) increase in the risk of CVD (Additional file 1:
Figure S1), a finding largely consistent among subgroups
(Additional file 1: Figure S2). No significant differences be-
tween the subgroups were detected (all Ppyeraction > 0.19).
The associations with CVD were the strongest for emo-
tional (1.16 [1.05-1.27], P =0.002) and sexual (1.15 [1.06—
1.25] P=0.001) abuse (Fig. 1). Of the cardiovascular out-
comes, child maltreatment was the most strongly associated
with heart failure (1.19 [1.05-1.35] P=0.006) and least
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strongly with stroke (1.10 [1.02-1.18], P =0.01), although
confidence intervals overlapped (Additional file 1: Figure
S1). The association between child maltreatment score and
CVD showed a linear dose-response relationship when the
score was higher than the mean (Additional file 1: Figure
S3).

Adjustment for the four groups (lifestyle factors,
physical measurements, biomarkers, and psychiatric
factors) of potential mediators fully accounted for the
association between child maltreatment and CVD (be-
fore adjustment 1.11 [1.08-1.14], P<0.0001; after ad-
justment 1.02 [0.99-1.06], P=0.22) (Fig. 2). The
strongest attenuation was seen following adjustment
for psychiatric/emotional factors (before adjustment
1.11 [1.08-1.14]; after adjustment 1.04 [1.01-1.07],
P =0.006). The associations and attenuation of associ-
ations were largely consistent when we removed par-
ticipants with prevalent CVD at baseline assessment
(Additional file 1: Figure S4).

The outcome model of the mediation analysis is
shown in Additional file 1: Table S4. Short sleep dur-
ation, smoking status, television watching, obesity, high
systolic blood pressure, low grip strength, depressive
symptoms, low HDL cholesterol, glycated haemoglobin,
cystatin C, and gamma-glutamyltransferase concentra-
tions were significantly associated with a higher risk of
CVD after adjusting for child maltreatment, sociodemo-
graphic characteristics, and other potential mediators.
Television viewing, low grip strength, glycated haemo-
globin, cystatin C, and gamma-glutamyltransferase were
no longer predicted by child maltreatment after mutual
adjustment and were therefore not considered further in
the mediation analyses (Table 2). Systolic blood pressure
was also dropped from the mediation analysis because it
was predicted by fewer types of child maltreatment. The
final model included five potential mediators: short sleep
duration, smoking status, obesity, depressive symptoms,
and HDL cholesterol concentration. Except for obesity,
all were found to be significant mediators (P < 0.05), with
depressive symptoms mediating the majority (56.2%) of
the association, followed by smoking status (14.7%),
HDL cholesterol concentration (8.7%), and short sleep
duration (2.4%) (Table 2). Rerunning the model using
sex-specific biomarker z-scores yielded similar results
(Additional file 1: Table S5). When the mediation ana-
lysis was repeated without the biomarkers (including
HDL cholesterol concentration), it produced similar
findings, except that obesity became a significant medi-
ator, explaining 7.3% of the association between child
maltreatment and CVD (Additional file 1: Table S6).
The hypothesised direct acyclic diagram based on the
mediation analyses is shown in Fig. 3. Tests for propor-
tional hazard assumptions showed no evidence for viola-
tion (P =0.08-0.91; global P = 0.50).
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Table 1 Participant characteristics
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Number of child maltreatment types

None (n=101,438)

One (n=30,915)

Two (n=11,625)

Three or more (n = 8062)

Mean (SD) age, years
Female
Ethnicity
White
Mixed
South Asian
Black
Chinese
Others
Socioeconomic status
Mean (SD) deprivation index
Education level
College or university degree
A levels/AS levels or equivalent
O levels/GCSEs or equivalent
SEs or equivalent
NVQ or HND or HNC or equivalent
Other professional qualifications
None of the above
Prefer not to answer
Lifestyle factors
Sleep duration
<6h
6-9h
>9h
Smoking status
Never
Former
Current

Alcohol drinking > 14 units/week

Mean (SD) MET-min of physical activity/week

Mean (SD) hours of TV viewing/day
Physical measurements
BMI categories
Underweight
Normal
Overweight
Obese
Abdominal obesity

Mean (SD) systolic blood pressure, mmHg

Mean (SD) grip strength, kg
Psychiatric/emotional factors

Depression diagnosed

56.16 (7.70)
55,938 (55.1)

99,415 (98.0)

—1.89 (2.73)

47464 (46.8)
13,885 (13.7)
20,041 (19.8)

913 (0.9)
97,276 (96.1)
3075 (3.0)

61,136 (60.4)
33,856 (334)
6279 (6.2)

40,341 (42.9)
2417.23 (2236.73)
245 (1.38)

569 (0.6)
39,848 (394)
42,157 (41.6)
18,663 (184)
42,863 (42.3)
136.70 (18.06)

3148 (10.70)

3683 (3.6)

5581 (7.73)
17,134 (554)

29,843 (96.5)

(
6)
0)
8)
3)
7)

—1.55(2.89)

13,809 (44.7)
4125 (13.3)
6114 (19.8)
1224 (4.0
1669 (54
1602 (5.2
2273 (74
99 (0.3)

)
)
)
)

330 (1.1)
29,206 (94.7)
1304 (4.2)

16,848 (54.6)
11,524 (37.3)
2488 (8.1)

12,215 (42.7)
2440.37 (2303.14)
248 (1.44)

172 (0.6)
11,521 (374)
12,784 (41.5)
6358 (20.6)
13,636 (44.2)
135.68 (17.97)
3130 (10.74)

1919 (6.2)

55.25 (7.80)
7082 (60.9)

11,061 (95.1)
101 (0.9)
147 (1.3)

155 (1.3)

53 (05)

108 (0.9)

—1.26 (3.03)

4936 (42.5)
1531 (13.2)
2353 (20.2)

211 (1.8)
10,730 (92.6)
650 (5.6)

5823 (50.2)
4671 (40.3)
1101 (9.5)
4263 (40.0)
2519.91 (2348.86)
253 (1.50)

(
(
©.
(

54 (0.5)
4105 (354)
1 (40.6)
2734 (23.6)
5122 (44.1)
134.95 (18.16)
3037 (10.66)

1013 (87)

54.17 (7.71)
5509 (68.3)

7445 (92.3)
127 (1.6)
125 (1.6)
218 (2.7)
43 (0.5)
104 (1.3)

—0.78 (3.25)

3219 (39.9)
1030 (12.8)
1642 (20.4)

161 (2.0)
7211 (89.9)
645 (8.0)

3589
3397
1049
2635 (359
2724.99 (2535.82)
2.58 (1.59)

447
423

(44.7)
(42.3)
(13.1)
(359

53 (0.7)
2600 (32.3)
3204 (39.8)
2184 (27.2)
3518 (43.7)
133.65 (18.09)
29.19 (10.38)

1016 (12.6)
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Table 1 Participant characteristics (Continued)
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Number of child maltreatment types

None (n=101,438)

One (n=30,915) Two (n=11,625) Three or more (n = 8062)

Anxiety diagnosed 1282 (1.3)
Schizophrenia diagnosed 184 (0.2)
Mean (SD) depressive symptoms (PHQ-9) 2.20 (3.05)
Mean (SD) anxiety symptoms (GAD-7) 172 (297)
Any psychotic experience 3351 (33)
Any behavioural addiction 912 (0.9)
Any drug addiction 786 (0.8)
Any self-harm behaviours 2376 (2.3)
Mean (SD) biomarkers

HDL cholesterol, mmol/L 149 (0.38)
LDL cholesterol, mmol/L 3.58 (0.84)
Glycated haemoglobin, mmol/mol 35.26 (5.40)
Cystatin C, mg/L 0.88 (0.15)

Gamma-glutamyltransferase, U/L 33.79 (34.94)

591 (1.9 279 (2.4) 271 (34)
85 (0.3) 58 (0.5) 66 (0.8)
323 (3.87) 4.22 (4.65) 545 (5.69)
249 (3.59) 328 (4.18) 4.28 (4.95)
1624 (5.3) 930 (8.2) 1037 (13.4)
596 (2.0) 312 (2.7) 332 (42)
470 (1.5) 283 (2.9) 332 (42)
1668 (5.4) 1101 (9.5) 1390 (17.4)
147 (0.38) 147 (0.38) 147 (0.38)
3.57 (0.84) 3.56 (0.84) 357 (0.87)
35.36 (5.70) 35.55 (6.32) 3557 (6.09)
0.89 (0.15) 0.88 (0.15) 0.88 (0.17)

3433 (35.71) 34.46 (36.36) 34.79 (35.76)

Numbers presented are n (%) unless otherwise specified

Discussion

Our study demonstrated a significant association between
child maltreatment and incident CVD with evidence of a
dose-response relationship. Depressive symptoms, smok-
ing, HDL cholesterol concentration (probably mostly via
upstream obesity), and short sleep duration mediated
80.2% of the association. Our findings suggest that child
maltreatment may predispose people to poor mental
health and an unhealthy lifestyle which, in turn, predis-
pose to CVD.

Comparison with existing literature

Previous prospective cohort studies of the association be-
tween child maltreatment, or ACEs more broadly, and CVD
have been obliged to use intermediate cardiometabolic risk

markers, rather than an incident disease, as the endpoints
due to insufficiently long follow-up [11]. A number of retro-
spective cohort studies have shown an association with
CVD but have relied on self-reported endpoints [6]. Our
findings are consistent with a retrospective cohort study
which reported that traditional risk factors (smoking, phys-
ical inactivity, BMI, diabetes, and hypertension), as a group,
attenuated the association between ACEs and self-reported
IHD by 19% and psychological factors (anger and depressed
affect) by 38% [6], and the Nurses’ Health Study 2 which
found adult health-related factors (BMI, smoking, alcohol
use, depression, etc.) collectively accounted 79% and 63% of
the association of severe physical and sexual abuse, respect-
ively [12]. This cohort study extends the existing evidence
by analysing a wide range of cardiovascular disease

CVD incidence N Event HR (95% CI) p-value
Number of child maltreatment types
None 101438 4506 L 1 (Reference)
One 30915 1459 —— 1.08 (1.02 to 1.15 0.01
Fne 11625 501 —.— 1.26 (1.16 t0 1.38) < 0.0001
Three or more 8062 408 —— 1.45(1.31t01.61) <0.0001
Type of child maltreatment
Physical neglect 8534 484 —— 1.05(0.95t0 1.16 0.30
Physical abuse 12199 639 —— 1.13(1.03t0 1.24 0.009
Emotional neglect 33622 1667 —— 1.08 (1.02t0 1.15 0.010
Emotional abuse 14189 644 —— 1.16 (1.05t0 1.27 0.002
Sexual abuse 13340 603 —— 1.15 (1.06 to 1.25 0.001
T T T T 1
08 1 12 14 16 18
Hazard Ratio
Fig. 1 Association of child maltreatment with CVD incidence. Adjusted for age, sex, ethnicity, deprivation index, and education level. Type of
child maltreatment was mutually adjusted
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CVD incidence N Event HR (95% CI) p-value
M1 (Sociodemographic) 152040 6964 - 1.11(1.08 to 1.14) < 0.0001
M2 (M1 + Lifestyle) 117447 5400 —-— 1.09 (1.06 to 1.13) < 0.0001
M3 (M1 + Physical) 144010 6633 - 1.10 (1.07 to 1.12) < 0.0001
M4 (M1 + Biochemistry) 124430 5754 —-— 1.10 (1.07 t0 1.13) < 0.0001
M5 (M1 + Psychiatric) 144205 6533 - 1.04 (1.01t0 1.07)  0.006
M6 (M1 + All) 87031 4030 -— 1.02(0.99t0 1.06)  0.22
[ I I 1
09 1 11 12 13

Hazard Ratio

Fig. 2 Association of numbers of child maltreatment with CVD by adjustment schemes. M1
deprivation index, and education level; M2: M1 + lifestyle factors—sleep duration, smoking, alcohol drinking, physical activity, and TV viewing; M3:
M1 + physical measurements—BMI categories, abdominal obesity, systolic blood pressure, and hand grip strength; M4: M1 + biomarkers—HDL
and LDL cholesterols, glycated haemoglobin, cystatin C, gamma-glutamyltransferase; M5: M1 + psychiatric/emotional factors—diagnoses of
depression, anxiety, schizophrenia, depressive symptoms, anxiety symptoms, any psychosis experience, any behavioural addiction, any drug
addiction, and any self-harm behaviours; M6: M1 + all potential mediators

- adjusted for age, sex, ethnicity, area-based

endpoints, including heart failure, an increasingly important
public health problem [26].

Causal pathways

Reviews [15, 27] have suggested that ACEs may increase
the risk of CVD through behavioural, emotional, bio-
logical, social, and cognitive pathways. Two previous
studies have shown that the association between ACEs
and CVD was attenuated following adjustment for clus-
ters of behavioural, psychological, and medical factors,
but did not study the contribution of individual factors
within these clusters [6]. Our study looked at these fac-
tors individually and demonstrated that the association
was mediated primarily through depressive symptoms.
Our findings also suggested that, after adjusting for
current symptoms of depression, historical diagnosis of
depression was no longer associated with CVD (Add-
itional file 1: Table S4). This could be because the

symptom score can capture the severity of depression,
or because diagnosed depression is often treated with se-
lective serotonin reuptake inhibitors, a group of medica-
tions that was shown to reduce CVD risk in a
randomised controlled trial [4].

Because the majority of assessments of the UK Bio-
bank cohort were conducted at baseline, it was not feas-
ible to conduct robust sequential mediation analysis.
However, mediators can be causally related to each
other. For example, lifestyle/behavioural factors, such as
smoking and obesity, may affect serum CVD risk
markers, which in turn increases the risk of CVD [28,
29]. We attempted to elucidate additional mediators that
were masked by the adjustment of biomarkers through a
sensitivity analysis. This revealed obesity to be a medi-
ator of the association between child maltreatment and
CVD once HDL cholesterol was removed from the
model. Given the close relationship between obesity and

Table 2 Mediation analysis of the relationship between number of child maltreatment and CVD

Outcome model® Mediator model® Percent P

HR (95% Cl) P OR/B (95% Cl) P mediated
Short sleeper 1.24 (1.10, 1.41) 0.0007 1.14(1.11,1.18) <0.0001 24 0.04
Smoker/ex-smoker 1.13 (1.07, 1.20) <0.0001 1.20 (1.18,1.21) < 0.0001 14.7 0.02
Obesity 1.15(1.08, 1.22) <0.0001 1.04 (1.03, 1.06) < 0.0001 20 0.07
TV viewing time 1.03 (1.00, 1.06) 0.03 0.00 (- 0.01, 0.00) 0.13 - -
Systolic blood pressure 1.12 (1.09, 1.15) <0.0001 —0.02 (-0.02, - 0.071) <0.0001 - -
Handgrip strength 0.96 (0.93, 1.00) 0.08 0.00 (= 0.01, 0.00) 0.69 - -
Depressive symptom 1.18 (1.16, 1.21) <0.0001 022 (0.22,0.23) < 0.0001 56.2 <0.0001
HDL cholesterol 0.85 (0.82, 0.88) <0.0001 —-0.02 (=002, -001) <0.0001 87 0.03
Glycated haemoglobin 1.10 (1.08, 1.12) <0.0001 0.00 (0.00, 0.01) 0.31 - -
Cystatin C 1.09 (1.07, 1.11) <0.0001 0.00 (0.00, 0.01) 0.10 - -
Gamma-glutamyltransferase 1.05 (1.03, 1.07) <0.0001 0.00 (0.00, 0.01) 0.28 - -

ORs were presented for short sleeper, smoker/ex-smoker, and obesity
#Outcome model: CVD regressed by potential mediators
PMediator model: potential mediator regressed by child maltreatment
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Fig. 3 Hypothesised causal pathways between child maltreatment and CVD based on mediation analysis shown in Tables 2 and S6. Direct
association from child maltreatment to CVD, and some intercorrelations (e.g. between depressive symptoms and obesity) were omitted for clarity

HDL cholesterol [30], we hypothesise that children who
have been maltreated are at higher risk of becoming
obese which, in turn, lowers the HDL cholesterol level
and increases the risk of CVD. However, we should note
that child maltreatment might be a causative factor in
the development of obesity or could be acting through
other confounding factors, such as ADHD. ADHD was
found to predispose children to being maltreated [31] and
to obesity and premature mortality. Notably, we hypothe-
sise that HDL cholesterol may not necessarily be a causal
risk factor but more of a risk marker, on the basis that re-
cent trials and genetic studies go against HDL cholesterol
being causally linked to CVD per se [32].

Limitations

As with any observational study, residual confounding,
such as genetic traits [33] and ADHD [34], may have oc-
curred. Child maltreatment was recalled by participants
rather than captured prospectively, which is a common
limitation of studies of childhood experiences with long
duration of follow-up. Another common limitation was
that information on child maltreatment was limited to
type, with no information on severity, even though we
identified similar findings when we used the child mal-
treatment score as the exposure variable. Mediation ana-
lysis assumes causality, but it is possible that some
mediators, such as depression, influence whether mal-
treatment is reported since the report of child maltreat-
ment and the assessment of the mediators occurred at
the same time [35]. Even though the mediation analysis
has considered a wide range of factors, there are still im-
portant mediators unexamined, such as post-traumatic
stress disorder (PTSD). PTSD was found to have signifi-
cant overlap with other psychopathologies that we in-
cluded (such as depression) [36], and therefore, omitting
it should not significantly alter the conclusion in this
study. We should also note that different types of child
maltreatment (for example abuse vs. neglect) may

influence health and well-being in distinct ways [37].
Lastly, whilst the UK Biobank cohort is representative of
the general population in terms of sociodemographic
characteristics, it is not representative in terms of life-
style [38, 39]. Therefore, whilst effect sizes should be
generalisable, summary statistics and estimates of abso-
lute risk should not be generalised.

Conclusions

Whilst the ultimate aim should be to prevent child mal-
treatment, individuals who were maltreated in childhood
require interventions to protect their long-term health
and well-being. Previous studies have demonstrated that
adults with a history of child maltreatment are at in-
creased risk of CVD [40], but identification of the main
causal pathways is essential to reducing this risk. Our
study demonstrates the importance of assessing and
helping to improve the mental health and lifestyle of
children and adults with previous maltreatment to pro-
tect their physical, as well as psychological, health and
specifically to reduce their risk of CVD.

Supplementary information
Supplementary information accompanies this paper at https://doi.org/10.
1186/512916-020-01603-7.

Additional file 1: Figure S1. Association of numbers of child
maltreatment with types of CVD. Figure S2. Association of number of
child maltreatment and incident CVD by subgroups. Figure S3.
Association of standardised child maltreatment (CTS) score and incident
CVD. Figure S4. Association of number of child maltreatment and
incident CVD after excluding participants with prevalent CVD at baseline
assessment. Table S1. Characteristics of UK Biobank participants by
inclusion in this study. Table S2. Participants’ responses to the
Childhood Trauma Screener - 5 items (CTS-5). Table S3. Prevalence of
child maltreatment in UK Biobank. Table S4. Association of potential
mediators and CVD. Table S5. Mediation analysis of number of child
maltreatment and CVD using sex-specific biomarker z-scores. Table S6.
Mediation analysis of number of child maltreatment and CVD excluding
biomarkers.



https://doi.org/10.1186/s12916-020-01603-z
https://doi.org/10.1186/s12916-020-01603-z

Ho et al. BMC Medicine (2020) 18:143

Acknowledgements
We are grateful to the UK Biobank participants. This research has been
conducted using the UK Biobank Resource under application number 7155.

Authors’ contributions

FKH conceptualised this study, analysed the data, and wrote the first draft of
the paper. CCM and JPP conceptualised the study, interpreted the data, and
critically revised the paper. SRG, FPR, DL, DM, NS, and HM interpreted the
data and critically revised the paper. All authors approved the submission of
the final version of this paper. FKH and CCM contributed equally in this
paper and are co-first authors. FKH, CCM, and JPP are the guarantors of this
paper. All authors read and approved the final manuscript.

Funding

The UK Biobank was established by the Wellcome Trust medical charity,
Medical Research Council, Department of Health, Scottish Government, and
the Northwest Regional Development Agency. It has also had funding from
the Welsh Assembly Government and the British Heart Foundation.

Availability of data and materials

The data that support the findings of this study are available from the UK

Biobank, but restrictions apply to the availability of these data, which were
used under licence for the current study, and so are not publicly available.
Data are however available from the authors upon reasonable request and
with permission from the UK Biobank.

Ethics approval and consent to participate

This study was performed under generic ethical approval obtained by the
UK Biobank from the National Health Service National Research Ethics
Service (approval letter ref 11/NW/0382, dated 17 June 2011).

Competing interests

All authors have no support from any organisation for the submitted work,
no financial relationships with any organisations that might have an interest
in the submitted work in the previous 3 years, and no other relationships or
activities that could appear to have influenced the submitted work.

Author details

Ynstitute of Health and Wellbeing, University of Glasgow, R305 House 1,
Public Health, 1 Lilybank Gardens, Glasgow G12 8RZ, UK. 2Institute of
Cardiovascular and Medical Sciences, University of Glasgow, Glasgow, UK.
*Centre for Exercise Physiology Research (CIFE), Universidad Mayor, Santiago,
Chile. *Research Group in Education, Physical Activity and Health (GEEAFyS),
Universidad Catdlica del Maule, Talca, Chile.

Received: 18 February 2020 Accepted: 22 April 2020
Published online: 12 June 2020

References

1. Mozaffarian D, Wilson PW, Kannel WB. Beyond established and novel risk
factors: lifestyle risk factors for cardiovascular disease. Circulation. 2008;
117(23):3031-8.

2. Scott KM, Koenen KC, Aguilar-Gaxiola S, et al. Associations between lifetime
traumatic events and subsequent chronic physical conditions: a cross-
national, cross-sectional study. PLoS One. 2013;8(11):e80573.

3. Sumner JA, Kubzansky LD, Elkind MS, et al. Trauma exposure and
posttraumatic stress disorder symptoms predict onset of cardiovascular
events in women. Circulation. 2015;132(4):251-9.

4. Lacey RE, Minnis H. Practitioner review: twenty years of research with
adverse childhood experience scores—advantages, disadvantages and
applications to practice. J Child Psychol Psychiatry. 2020,61(2):116-30.

5. Chou P-H, Koenen KC. Associations between childhood maltreatment and
risk of myocardial infarction in adulthood: results from the National
Epidemiologic Survey on alcohol and Related Conditions. J Psychiatr Res.
2019,116:172-7.

6. Dong M, Giles WH, Felitti VJ, et al. Insights into causal pathways for
ischemic heart disease: adverse childhood experiences study. Circulation.
2004;110(13):1761-6.

7. Suglia SF, Koenen KC, Boynton-Jarrett R, et al. Childhood and adolescent
adversity and cardiometabolic outcomes: a scientific statement from the
American Heart Association. Circulation. 2018;137(5):e15-28.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

Page 9 of 10

Hardt J, Rutter M. Validity of adult retrospective reports of adverse
childhood experiences: review of the evidence. J Child Psychol Psychiatry.
2004;45(2):260-73.

Topitzes J, Mersky JP, Reynolds AJ. Child maltreatment and adult cigarette
smoking: a long-term developmental model. J Pediatr Psychol. 2010,35(5):484-983.
Chapman DP, Whitfield CL, Felitti VJ, Dube SR, Edwards VJ, Anda RF.
Adverse childhood experiences and the risk of depressive disorders in
adulthood. J Affect Disord. 2004;82(2):217-25.

Danese A, Moffitt TE, Harrington H, et al. Adverse childhood experiences
and adult risk factors for age-related disease: depression, inflammation, and
clustering of metabolic risk markers. Arch Pediatr Adolesc Med. 2009;
163(12):1135-43.

Rich-Edwards JW, Mason S, Rexrode K, et al. Physical and sexual abuse in
childhood as predictors of early-onset cardiovascular events in women.
Circulation. 2012;126(8):920-7.

Townsend P, Phillimore P, Beattie A. Health and deprivation: inequality and
the North: Routledge; 1988.

Craig CL, Marshall AL, Sjorstrom M, et al. International physical activity
questionnaire: 12-country reliability and validity. Med Sci Sports Exerc. 2003;
35(8):1381-95.

Fry D, Almon R, Moffat S, Gordon M, Singh P. UK Biobank biomarker project
companion document to accompany serum biomarker data. 2019. http://
biobank.ndph.ox.ac.uk/crystal/crystal/docs/serum_hblac.pdf (Accessed 27
Aug 2019).

Davis KA, Coleman JR, Adams M, et al. Mental health in UK Biobank:
development, implementation and results from an online questionnaire
completed by 157 366 participants. BJPsych Open. 2018;4(3):83-90.

Arroll B, Goodyear-Smith F, Crengle S, et al. Validation of PHQ-2 and PHQ-9
to screen for major depression in the primary care population. Ann Family
Med. 2010;8(4):348-53.

Lowe B, Decker O, Mller S, et al. Validation and standardization of the
Generalized Anxiety Disorder Screener (GAD-7) in the general population.
Med Care. 2008;46(3):266-74.

Kessler RC, Andrews G, Mroczek D, Ustun B, Wittchen HU. The World Health
Organization composite international diagnostic interview short-form (CIDI-
SF). Int J Methods Psychiatr Res. 1998;7(4):171-85.

Glaesmer H, Schulz A, Hauser W, Freyberger HJ, Brahler E, Grabe H-J. The
childhood trauma screener (CTS)-development and validation of cut-off-
scores for classificatory diagnostics. Psychiatr Prax. 2013;40(4):220-6.

Bellis MA, Hughes K, Leckenby N, Perkins C, Lowey H. National
household survey of adverse childhood experiences and their
relationship with resilience to health-harming behaviors in England.
BMC Med. 2014;12(1):72.

Grabe HJ, Schulz A, Schmidt CO, et al. A brief instrument for the assessment
of childhood abuse and neglect: the Childhood Trauma Screener (CTS).
Psychiatr Prax. 2012;39(03):109-15.

Bernstein DP, Ahluvalia T, Pogge D, Handelsman L. Validity of the Childhood
Trauma Questionnaire in an adolescent psychiatric population. J Am Acad
Child Adolesc Psychiatry. 1997;36(3):340-8.

Tingley D, Yamamoto T, Hirose K, Keele L, Imai K. Mediation: R package for
causal mediation analysis. J Stat Softw 2014;59(5). https://wwwjstatsoft.org/
article/view/v059i05.

Gelfand LA, MacKinnon DP, DeRubeis RJ, Baraldi AN. Mediation analysis with
survival outcomes: accelerated failure time vs. proportional hazards models.
Front Psychol. 2016;7:423.

Ziaeian B, Fonarow GC. Epidemiology and aetiology of heart failure. Nat Rev
Cardiol. 2016;13(6):368.

Kendall-Tackett K. The health effects of childhood abuse: four pathways by
which abuse can influence health. Child Abuse Negl. 2002,26(6-7):715-29.
Hamer M, Stamatakis E, Kivimaki M, Lowe GD, Batty GD. Objectively
measured secondhand smoke exposure and risk of cardiovascular disease:
what is the mediating role of inflammatory and hemostatic factors? J Am
Coll Cardiol. 2010;56(1):18-23.

Larsson SC, Béck M, Rees J, Mason AM, Burgess S. Body mass index and
body composition in relation to 14 cardiovascular conditions in UK Biobank:
a Mendelian randomization study. Eur Heart J. 2020,41(2):221-6.

Howard BV, Ruotolo G, Robbins DC. Obesity and dyslipidemia. Endocrinol
Metab Clin N Am. 2003;32(4):855-67.

Stern A, Agnew-Blais J, Danese A, et al. Associations between abuse/neglect
and ADHD from childhood to young adulthood: a prospective nationally-
representative twin study. Child Abuse Negl. 2018,81:274-85.


http://biobank.ndph.ox.ac.uk/crystal/crystal/docs/serum_hb1ac.pdf
http://biobank.ndph.ox.ac.uk/crystal/crystal/docs/serum_hb1ac.pdf
https://www.jstatsoft.org/article/view/v059i05
https://www.jstatsoft.org/article/view/v059i05

Ho et al. BMC Medicine

32.

33.

34.

35.

36.

37.

38.
39.

40.

(2020) 18:143

Xiang AS, Kingwell BA. Rethinking good cholesterol: a clinicians’ guide to
understanding HDL. Lancet Diabetes Endocrinol. 2019;7(7):575-82.

Coleman JR, Peyrot WJ, Purves KL, et al. Genome-wide gene-environment
analyses of major depressive disorder and reported lifetime traumatic
experiences in UK Biobank. Mol Psychiatr. 2020,23:1-7.

Dalsgaard S, @stergaard SD, Leckman JF, Mortensen PB, Pedersen MG.
Mortality in children, adolescents, and adults with attention deficit
hyperactivity disorder: a nationwide cohort study. Lancet. 2015,;385(9983):
2190-6.

Reuben A, Moffitt TE, Caspi A, et al. Lest we forget: comparing retrospective
and prospective assessments of adverse childhood experiences in the
prediction of adult health. J Child Psychol Psychiatry. 2016;57(10):1103-12.
Lewis SJ, Arseneault L, Caspi A, et al. The epidemiology of trauma and post-
traumatic stress disorder in a representative cohort of young people in
England and Wales. Lancet Psychiatry. 2019;6(3):247-56.

McLaughlin KA, Sheridan MA, Lambert HK. Childhood adversity and neural
development: deprivation and threat as distinct dimensions of early
experience. Neurosci Biobehav Rev. 2014;47:578-91.

Collins R. What makes UK Biobank special? Lancet. 2012,379(9822):1173-4.
Bhatnagar P, Wickramasinghe K, Williams J, Rayner M, Townsend N. The
epidemiology of cardiovascular disease in the UK 2014. Heart 2015: heartjnl-
2015-307516.

Fang X, Brown DS, Florence CS, Mercy JA. The economic burden of child
maltreatment in the United States and implications for prevention. Child
Abuse Negl. 2012;36(2):156-65.

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

Page 10 of 10

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions




	Abstract
	Background
	Methods
	Results
	Conclusion

	Introduction
	Methods
	Study design and participants
	Child maltreatment
	Outcome ascertainment
	Statistical analyses

	Results
	Discussion
	Comparison with existing literature
	Causal pathways
	Limitations

	Conclusions
	Supplementary information
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Competing interests
	Author details
	References
	Publisher’s Note

