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Background Cancer therapy-related cardiac dysfunction and heart failure are major problems in long-term childhood
cancer survivors (CCS). We hypothesize that assessment of more sensitive echo- and electrocardiographic measurements,
and/or biomarkers will allow for improved recognition of patients with cardiac dysfunction before heart failure develops, and
may also identify patients at lower risk for heart failure.

Obiective To describe the methodology of the Dutch LATER cardiology study (LATER CARD).

Methods The LATER CARD study is a cross-sectional study in long-term CCS treated with (potentially) cardiotoxic cancer
therapies and sibling controls. We will evaluate 1) the prevalence and associated (treatment related) risk factors of subclinical
cardiac dysfunction in CCS compared to sibling controls and 2) the diagnostic value of echocardiography including
myocardial strain and diastolic function parameters, blood biomarkers for cardiomyocyte apoptosis, oxidative stress, cardiac
remodeling and inflammation and ECG or combinations of them in the surveillance for cancer therapy-related cardiac
dysfunction. From 2017 to 2020 we expect to include 1900 CCS and 500 siblings.

Conclusions The LATER CARD study will provide knowledge on different surveillance modalities for detection of cardiac
dysfunction in longterm CCS at risk for heart failure. The results of the study will enable us to improve longterm follow-up

surveillance guidelines for CCS at risk for heart failure. (Am Heart J 2020;219:89-98.)
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The long-term survival of childhood cancer has increased
considerably over the last few decades. With a 5-year
overall survival of more than 80%,' the majority of
childhood cancer patients nowadays will become long-
term survivors. Unfortunately, the improved survival is
accompanied by the occurrence of late adverse effects of
treatment.>® The cardiotoxic side effects of certain
cancer treatments such as anthracyclines and chest
directed radiotherapy are well-known and include heart
failure, arrhythmias, coronary artery disease, valvular
abnormalities and pericardial disease.

Of these cardiotoxic side effects, cancer therapy-
related heart failure in childhood cancer survivors
(CCS) is the most frequently encountered problem:
almost 5% of all CCS develops clinical heart failure within
40 years after childhood cancer diagnosis.” Moreover,
mortality due to heart failure is six-fold higher in long-
term CCS as compared to the general population and
treatment related cardiac death is the leading cause of
death after malignancies.é‘7

Before clinical heart failure, a larger proportion of long-
term CCS have a subclinical decline in left ventricular
(LV) systolic function. The prevalence of subclinical LV
systolic dysfunction varies in the literature, and is about
30% in different follow up periods when defined as a two-
dimensional ejection fraction (EF) <50% or fractional
shortening (FS) <30%.>® In a recent study, prevalence of
LV dysfunction was only 5.8% after a median follow up of
23 years but in that study LV systolic dysfunction was
defined with more constraint as a three-dimensional EF
<50%.° The Dutch surveillance guideline for long-term
CCS defines cancer therapy-related cardiac dysfunction as
a FS <30% or EF< 50%.'°

Established treatment related risk factors for heart
failure and subclinical LV systolic dysfunction in CCS
are higher cumulative anthracycline doses (in a non-
linear fashion with no safe dose threshold), higher
cumulative mitoxantrone dose and chest directed
radiotherapy (especially in combination with anthracy-
clines).>>'" The type of anthracycline analogue and
anthracycline infusion duration might also play a
role. '*1¢

Surveillance for subclinical cardiac dysfunction may
prevent further deterioration of LV function by timely
initiating heart failure therapies.'”'®

Currently, EF measured by two-dimensional echocardi-
ography is the main parameter used in the surveillance
for cancer therapy-related cardiac dysfunction and for
clinical decision making in CCS.'®' However, the
usefulness of EF is limited by a large variability of 10%.%°

In the general population myocardial strain imaging
emerges as a valuable tool to detect subclinical LV
dysfunction that is superior in predicting heart failure and
all-cause mortality compared to two-dimensional EF.*'2?
The prevalence of global longitudinal strain abnormalities
in CCS with a preserved three-dimensional ejection
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fraction was 28% in a cohort study in 1820 CCS at a
median of 23 years after cancer diagnosis.’

Another echocardiographic tool next to LV systolic
dysfunction determined by 2D echocardiography is LV
diastolic dysfunction which is encountered in 9-21% of
long-term CCS, with severe dysfunctions mainly after
(additional) chest directed radiotherapy.®”** Also dia-
stolic dysfunction is a predictor of future heart failure in
the general population?iﬂ)

Studies have been performed that identified blood
biomarkers that can detect subclinical cancer-treatment
related cardiac dysfunction. 16 However, blood biomarkers
are not yet recommended in the surveillance for cardiac
dysfunction in long-term CCs. 1016 Recently, we reviewed
the literature on blood biomarkers for the diagnosis of LV
dysfunction in long-term CCS and showed that NT-proBNP
and troponins have a limited diagnostic value, which
underlines the need to find more accurate biomarkers.*’

The ability of ECG parameters to early detect cancer
therapy-related cardiac dysfunction in CCS remains
unknown. '®?® Several studies in long-term CCS describe
a high incidence and variety of electrocardiographic
abnormalities.*” Major ECG abnormalities were predic-
tive for cardiac and all-cause mortality in a large CCS
cohort but were not compared with echocardiographic
abnormalities.>® In a smaller long-term CCS cohort ECG
abnormalities (mainly conduction disorders, high ampli-
tude R waves and sinus bradycardia) were not predictive
for echocardiographic abnormalities.”® However, only
one of these 340 CCS had evidence of systolic LV
dysfunction with an EF< 50% and strain parameters were
not measured.

There are still gaps in knowledge that needs to be
addressed in order to improve the surveillance for
cardiomyopathy in CCS. 16 These gaps include 1) the
use of echocardiographic parameters for early detection
of cardiomyopathy, 2) the accuracy of biomarkers and
ECG parameters to diagnose subclinical cardiac dysfunc-
tion, 3) the cardiotoxicity of non-anthracycline contain-
ing chemotherapy, such as high-dose cyclophosphamide,
ifosfamide and vincristine,*>'? 4) the role of genetics in
the susceptibility for cardiomyopathy and 5) the com-
bined use of blood biomarkers, ECG and echocardiogra-
phy for the detection of subclinical cardiac dysfunction.

Considering these knowledge gaps, more information
from echocardiography including myocardial strain,
blood biomarkers (including genetics) and ECG measure-
ments for the early detection of cardiac dysfunction in
CCS and their associations with cancer treatment
exposures is needed. In this paper we will describe the
methodological aspects of the Dutch LATER cardiology
study (LATER CARD) project that focusses on subclinical
cardiac dysfunction in CCS who received (potential)
cardiotoxic cancer treatment(s) as detected by echocar-
diographic parameters including myocardial strain, blood
biomarkers and ECG parameters.
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Figure 1
S5-year CCS diagnosed with cancer before
the age of 18 years, between 1963-2001
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> -No potentially cardiotoxic cancer
treatment(s) (n=1938)
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Flowchart of potentially eligible patients in the LATER CARD study. Cancer diagnosis dates of CCS in the LATER CARD study were between 1963 and
2001. Patient enrollment in the DCOG-LATER CARD study started in February 2017 and we are planning to include participants until March 2020.

Methods
Funding

The LATER CARD study is supported by grants from the
Dutch Heart Foundation (CVON2015-21) and Kika/
ODAS (grant 171 ‘DCOG LATER program’).

Objectives

The main objectives of the LATER CARD study are to
evaluate 1) the prevalence and associated (treatment
related) risk factors of subclinical cardiac dysfunction in
CCS compared to sibling controls and 2) the diagnostic
value of echocardiography including myocardial strain
and diastolic function parameters, blood biomarkers and
ECG or combinations of them in the detection of cancer
therapy-related cardiac dysfunction.

The LATER CARD study is subdivided into six work
packages (WPs) with different objectives that support the
main objective. WP1 consists of the data collection
management that is required for the other WPs and does
not address a specific research question. In WP2 we will
study the prevalence and treatment related risk factors for
subclinical systolic cardiac dysfunction including strain
and diastolic LV dysfunction identified by echocardiog-
raphy. WP3 concerns the prevalence of blood biomarker
abnormalities and associated treatment related risk
factors. In WP4 the prevalence and associated treatment
related risk factors of abnormal ECG measurements will
be studied. The diagnostic tools studied in WP 2, 3 and 4

will then be compared with respect to their diagnostic
value in detecting subclinical cardiac dysfunction (see
“Definitions” below). WP5 will study the gender differ-
ences in the prevalence of subclinical cardiac dysfunc-
tion, abnormal blood biomarker values and ECG
abnormalities. In WPG the results of all other WPs will
be combined to formulate guideline recommendations
for the cardiac surveillance of long-term CCS.

Study design

The Dutch LATER CARD study, is part of the Dutch
Childhood Cancer Survivors Study LATER 2 study, a cross-
sectional study of a retrospective nationwide cohort of 5-
year CCS (Figures 1 and 2). The LATER study is a
collaboration between 7 pediatric oncology centers in the
Netherlands (Amsterdam University Medical Center (VU
Medical Center and Academical Medical Center), Leiden
University Medical Center, Erasmus Medical Center, Univer-
sity Medical Center Groningen, Radboudumc and University
Medical Center Utrecht/Wilhelmina Children's Hospital/
Princess Maxima Center for Pediatric Oncology) and
includes a close collaboration with experts for specific
health problems. The study protocol was approved by the
medical ethic boards of all participating centers.

Study population
Informed consent is being obtained from all partici-
pants before study inclusion. The study population is
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DCOG LATER CARD

Data collection:
Medical history

WP1 Data collection

Childhood cancer survivors
at risk
(n=1900)

Height and weight
Blood pressure

Echocardiogram
Blood samples
Electrocardiogram

Healthy control group
(siblings)
(n=500)

WP2
Echocardiogram

WP4

Biomarkers

Electrocardiogram

WP6
Long term follow-up guideline

Study design of the LATER CARD study. The LATER CARD study is sub-divided in workpackages (WPs). WP1 consists of the data collection that is
needed for the other WPs. The results of WP 2,3,4 and 5 will be used to improve the long-term follow-up guideline (WP6).

obtained from the Dutch LATER nationwide cohort (n =
6165), including all 5-year CCS diagnosed before the age
of 18 years, between 1/1/1963 and 12/31/2001 with a
malignancy according to the third edition of the
International Classification of Childhood Cancer.®' We
only include CCS who were living in the Netherlands at
the time of childhood cancer diagnosis and who were
treated in one of the Dutch pediatric oncology centers.
In the LATER CARD study we will include CCS from the
LATER cohort who were treated with (potentially)
cardiotoxic cancer treatments. The LATER CARD study
will include four risk groups; risk group 1 (no maximum
number): CCS who received anthracyclines, mitoxan-
trone, or chest directed radiotherapy; risk group 2 (max
n = 100): cyclophosphamide only (no anthracyclines,
mitoxantrone, or chest directed radiotherapy, ifosfamide
or vincristine); risk group 3 (max n = 100): ifosfamide
only (no anthracyclines, mitoxantrone, or chest directed
radiotherapy, cyclophosphamide or vincristine); risk
group 4 (max n = 100): vincristine only (no anthracy-

clines, mitoxantrone, or chest directed radiotherapy,
ifosfamide or cyclophosphamide).

As a comparison group 500 healthy siblings recruited
from the participants will be included (Figure 1). We
chose for siblings as the comparison group because they
are of approximately the same age and share a partially
common background risk for cardiac disease based on
genetic make-up and early life influences.

Study timeline

Patient enrollment in the LATER CARD study started in
February 2017 and we are planning to include participants
until 2020. We aim to finish all the analyses in January 2022.
The specific timeline per WP is displayed in Figure 3.

Definitions

LV systolic dysfunction will be defined as a biplane EF <52%
for males and a biplane EF <54% for females, in accordance
with the European Association of Cardiovascular Imaging
recommendations.>* Specific subgroups of LV dysfunction
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DCOG-LATER CARD stud

WP 1 Data collection

WP 2 Echocardiography

Systematic review Biomarker discovery

WP 4 Electrocardiography

WP 5 Gender differences

WP 6 Guideline

Timeline of the LATER CARD study and the different work packages (WP).

will be defined: Mid-range EF (EF 40-51% for males and EF
40-53% for females) and reduced EF (EF <40%).

LV diastolic dysfunction will be defined as grade > 1
diastolic dysfunction according to the European Associ-
ation of Cardiovascular Imaging recommendations.>’

Abnormal myocardial strain values will be defined
based on age, sex and vendor specific normal values and
the values obtained in the sibling controls.**

Data collection

The LATER CARD project is one of the 15 projects in
the LATER study, each investigating different organ
systems/topics (e.g. pulmonary, bone, cardiac, psycho-
social, psychosexual). All study participants of the LATER
CARD study will be invited once to the outpatient clinic
in one of the pediatric oncology centers. A research
physician will collect the following data for the LATER
CARD study: (1) Medical history including family history
of cardiovascular diseases, presence of hypertension,
diabetes, hypercholesterolemia and life style factors such
as alcohol use and smoking. (2) A comprehensive medical
history including questions regarding dyspnea, chest
pain, palpitations, dizziness, fainting episodes and pe-
ripheral edema. (3) Diagnostic tests: height and weight,
blood pressure, echocardiographic measurements includ-
ing measurements from the previous echocardiogram (if
available), blood for biomarker sampling and a resting
ECG. All data will be anonymized and stored in a central
database.

Echocardiography. A standardized echocardiogram,
will be performed in all CCS and sibling controls included
in the LATER CARD study in the participating centers.
Standard measurements (including LV dimensions, LV
mass, FS, biplane EF, right ventricular dimensions and
function, systolic pulmonary artery pressure, valve

abnormalities, and diastolic function measurements)
will be performed by experienced sonographers. In one
of the participating centers 3-dimensional EFs will be
measured. Additional echocardiographic views are ob-
tained for strain analysis in the corelab. All measurements
will be anonymized and saved on disc (DICOM format).
The analyses will centrally be interpreted by the
echocardiography corelab in the Radboudumc in Nijme-
gen, the Netherlands. The standard measurements will be
reviewed and corrected by the corelab and additional
measurements will be performed (including radial,
circumferential and longitudinal systolic strain and strain
rate, biplane EF, left atrial volume index and diastolic
parameters including tissue Doppler imaging).

Blood sampling. In all CCS and siblings included in
the LATER CARD study, venous blood (divided in plasma
and cell portions) will be collected and stored at —80
degrees Celsius in the LATER biobank in Utrecht. Blood
sample storage will be available for future biomarker
evaluation including the evaluation of genetic suscepti-
bility for cardiac dysfunction.

A panel of 184 protein biomarkers from different
biological processes will be evaluated in a targeted
proteomics study in a nested case-control format within
the LATER CARD study cohort. The 184 markers are part
of the Cardiovascular panel III and the Organ Damage
panel from Olink Proteomics.

The biomarkers, their interactions and their corre-
sponding biological processes are listed in Supplementa-
ry Table 1 and visualized in Supplementary Figure 1.
Biomarker interactions and biological processes were
obtained with STRING, a database which combines data
on protein interactions and biological process classifica-
tions from different curated databases (GO, KEGG,
Reactome).”” The 184 biomarkers are mainly implicated
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in (myocardial) cellular damage/apoptosis, hemodynamic
load, inflammation, neurohormonal activation, oxidative
stress, extracellular turnover/remodeling, platelet activa-
tion/thrombosis, endothelial dysfunction and lipid
metabolism.*®

N-terminal prohormone of brain natriuretic peptide
(NT-proBNP) and biomarkers identified in the case-
control study will be evaluated in the entire LATER CARD
cohort for their diagnostic value (sensitivity, specificity,
negative predictive value and positive predictive value) in
detecting (subclinical) LV systolic dysfunction, abnormal
myocardial strain and LV diastolic dysfunction on
echocardiography.

Genetic analysis will include a genome wide association
study to identify susceptibility loci for cancer-therapy
related cardiac dysfunction. In addition, we will evaluate
the prevalence of genetic variants that are associated with
dilated cardiomyopathy in CCS with cancer-therapy
related cardiac dysfunction and their contribution in the
risk-stratification of CCS.

ECG. In all CCS included in the LATER CARD study
and sibling controls, a 12-lead resting ECG will be
performed. ECGs will be stored centrally and will be
analyzed by the corelab according to the Minnesota
criteria.”

Statistical analysis

Power analyses. The power calculations are per-
formed with a power set at 80% and alpha set at 0.05. To
detect a clinical significant difference in proportion of
subjects with subclinical LV systolic dysfunction (assum-
ing a proportion of 10% in CCS and 1.5% in the sibling
controls) we need n = 128 in each group.

We assume that 13% of the CCS and 2.5% of the sibling
controls will have abnormal NT-proBNP values, adjusted
for age and sex.>®° Therefore, to detect a significant
difference in proportion of abnormal NT-proBNP values
between the CCS and the sibling controls we need n =
108 in each group.

To detect a clinically significant difference in propor-
tion of major ECG abnormalities of 10% (estimated
proportion in the sibling controls 2.8%%%) between the
CCS and the sibling controls we need n = 112 in each
group. However, because we aim to perform subgroup
analyses according to risk factors (gender, cancer
treatment) more CCS and sibling controls will be
included.

Prevalence analyses. The prevalence of LV systolic
dysfunction (defined as a biplane EF <52% for males and
<54% for females®®), LV diastolic dysfunction (grades
according to the European Association of Cardiovascular
Imaging>?) and abnormal myocardial strain (age, sex and
vendor based normal Valu6554) will be reported and
compared between the different risk groups and with the
sibling controls with the y * test. Likewise, the prevalence
of abnormal candidate blood biomarkers and major and
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minor ECG abnormalities (according to the Minnesota
criteria®”) will be reported.

Risk factor analyses. Risk factor analyses for LV
systolic dysfunction, LV diastolic dysfunction, myocardial
strain abnormalities, abnormal blood biomarkers findings
and abnormal ECG measurements will be evaluated using
separate multivariable logistic regression models includ-
ing cancer treatment(s), follow-up time, sex, age at
diagnosis, lifestyle factors (including smoking, alcohol
consumption) and comorbidities (including hyperten-
sion, overweight, diabetes, hypercholesterolemia). The
association between cancer treatment exposures and
echocardiographic measurements (including EF, strain
and diastolic function), blood biomarker values and ECG
measurements will be evaluated with multivariable linear
regression models.

Diagnostic accuracy analyses. The association
between echocardiographic indices, blood biomarker
values and ECG parameters will be tested in linear
regression models. The diagnostic value of blood
biomarkers and ECG parameters to detect LV systolic
dysfunction, LV diastolic dysfunction or strain abnormal-
ities will be evaluated with cut-off points derived from
receiver operating characteristic curves. Optimal cut-off
points for confirming or excluding the presence of LV
systolic dysfunction, LV diastolic dysfunction or strain
abnormalities will be reported with the sensitivity,
specificity, positive predictive value and negative predic-
tive value.”

Subgroup analyses. Subgroup analyses will be
performed in CCS without a (previous) diagnosis of
congestive heart failure (as defined by the European
Society of Cardiology heart failure guideline). "’

To detect early markers for subclinical cardiac dysfunc-
tion subgroup analyses will be performed in asymptom-
atic CCS with a normal LV function at the previous
echocardiogram (within 5 years, if available) and without
symptoms of heart failure.

Additional subgroup analyses will be performed for
males and females to evaluate gender differences in
prevalence and risk factors for cardiac dysfunction.

Non-normally distributed variables will be log-
transformed or tested for with the use of non-parametric
tests. Two sided p-values <0.05 will be considered as
statistically significant.

Preliminary results
Study population

Table I presents the characteristics of all eligible CCS
and sibling controls for the LATER CARD study who were
alive on January 1, 2017. The eligible study cohort
includes 3608 CCS and 1066 siblings, the majority of CCS
had a primary diagnosis of leukemia, lymphoma, renal
tumors, bone or soft tissue sarcomas. There are 2566
eligible CCS in risk group 1, 48 eligible CCS in risk group
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Table I. Patient, cancer and treatment characteristics of eligible 5-year survivors for the DCOGLATER CARD cohort and sibling controls. *

Potential study population

(n = 4674)

Characteristics Childhood cancer survivors Sibling controls
n 3608 1066

Sex

Female 1530 (42.4%) 452 (42.4%)

Male 2078 (57.6%) 614 (57.6%)
Primary childhood cancer (ICCC)

Leukemias, myeloproliferative diseases, and myelodysplastic diseases 1641 (45.5%)

Lymphomas and reticulo-endothelial neoplasms 783 (21.7%)

CNS and miscellaneous intracranial and intraspinal neoplasms 150 (4.2%)

Neuroblastoma and other peripheral nervous cell tumors 85 (2.4%)

Retinoblastoma 1 (0.0%)

Renal tumors 430 (11.9%)

Hepatic tumors 36 (1.0%)

Bone tumors 226 (6.3%)

Soft tissue and other extraosseous sarcomas 185 (5.1%)

Germ cell tumors, trophoblastic tumors, and neoplasms of gonads 61 (1.7%)

Other malignant epithelial neoplasms and malignant melanomas 8 (0.2%)

Other and unspecified malignant neoplasms 2 (0.0%)
Age at cancer diagnosis (year)

0-4 1663 (46.1%)

5-9 989 (27.4%)

10-14 749 (20.8%)

15-17 207 (5.7%)
Cancer treatment period

1963-1979 442 (12.3%)

1980-1989 1149 (31.8%)

1990-2001 2017 (55.9%)

Overall treatment modality
Risk group 1: Anthracyclines/mitoxantrone and/ or chest RT
Risk group 2: Cyclofosfamide only
Risk group 3: Ifosfamide only
Risk group 4: Vincristine only

2566 (71.1%)
48 (1.3%)
33 (0.9%)

961 (26.6%)

Chest RT = radiation therapy involving the heart region.
*Percentage of the total DCOG-LATER CARD cohort including sibling controls

2, 33 eligible CCS in risk group 3 and 961 eligible CCS in
risk group 4 (Figure 1).

Inclusion

We expect to include 1900 of the 3608 CCS and 500 of
the 1066 siblings (total study population = 2400) in a
consecutive order. Currently (May 2019), we have
collected data of 1283 CCS and 189 siblings.

Expected results

With the LATER CARD study we will report the
prevalence and relative risk of subclinical cardiac
dysfunction in CCS compared to sibling controls based
on echocardiographic imaging (including abnormal
myocardial strain and LV diastolic dysfunction parame-
ters), blood biomarkers and ECG parameters and their
associations with treatment and gender related risk
factors.

Furthermore, we will determine the value of myocar-
dial strain, blood biomarkers and ECG parameters in the

diagnosis of LV dysfunction and their prognostic useful-
ness in the surveillance of long-term CCS at risk for heart
failure (from subgroup analyses of patients with a prior
normal echocardiogram).

In addition, we expect to provide evidence on the
cardiotoxicity of cyclophosphamide, ifosfamide and
vincristine. However, given the low number of CCS
in the cyclophosphamide only and ifosfamide only group
(48 and 33), collaboration with other childhood
cancer survivors cohorts is likely to be necessary before
definite conclusions can be drawn on the cardiotoxicity
of these agents.

Hereby the LATER CARD study will form the basis of an
improved surveillance guideline in long-term CCS.

Discussion

In the LATER CARD study, we will investigate the single
and joint contributions of diagnostic tools to detect
cancer therapy-related cardiac dysfunction in a large long-
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term CCS cohort treated with cardiotoxic cancer
therapies. The diagnostic tools (myocardial strain, dia-
stolic function parameters including tissue Doppler
measurements, blood biomarkers and ECG) that we will
study are scarcely investigated in large long-term CCS
cohorts” 1?7253 and were not previously studied in
relationship with each other or compared with
sibling controls.

Two-dimensional EF, measured with echocardiography,
is the most frequently used parameter in the surveillance of
long-term CCS for cancer therapy-related cardiac dysfunc-
tion but is limited by its reproducibility, load dependency
and inability to detect subtle changes in EF.*"*! From
studies in adult oncology patients, we know that early
detection of subclinical cardiac dysfunction is necessary to
prevent cardiac deterioration, by initiating treatment with
heart failure medication.'® Adopting this view, sensitive
markers are needed that are able to detect early signs of
cardiac deterioration before heart failure symptoms occur.

Although, evidence of the diagnostic tools (EF,
longitudinal strain, diastolic function, NT-proBNP and
high sensitive troponins) on future development of heart
failure in long-term CCS is lacking, they are established
predictors for heart failure in the general popula-
tion.>2¢424 Therefore, by extrapolating these findings
to CCS we expect that the diagnostic tools evaluated in
the LATER CARD study can identify CCS at higher risk for
development of heart failure, and thus bring benefit from
more frequent surveillance and/or early treatment
initiation. Importantly, the results may also identify CCS
at low risk for heart failure in whom we can decrease the
surveillance frequency.

In addition, with sub-group analyses of patients with a
normal prior echocardiogram we may infer the role of
these diagnostic tools in the natural history of cancer
therapy-related cardiac dysfunction.

A limitation of the LATER CARD study is that it is of cross-
sectional nature and therefore may not be able to validate
the findings in predicting future cardiac dysfunction in those
patients that do not have cardiac dysfunction or only minor
signs of them. The study is therefore mainly able to discern
those patients with early or progressed LV dysfunction from
those with no dysfunction and therefore mainly to diagnose
or exclude the presence of clinically important LV
dysfunction with either of the diagnostic tools. As the
study is conducted in a large cohort of CCS who previously
received regular surveillance by echocardiography accord-
ing to prevailing guidelines,'® we may be able to identify
which markers are markers of progression for cardiac
dysfunction and provide additional evidence for risk
assessments. Still, future follow up studies of our cohort
will be needed to confirm the value of the described
diagnostic tools as early markers for clinical heart failure in
long-term CCS. Furthermore, the number of patients eligible
for the cyclophosphamide only and ifosfamide only group
was limited, as treatment with these agents alone is rare.
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Future collaborations with other long-term childhood
cancer survivor cohort may be necessary to draw definite
conclusions on the cardiotoxicity of these agents.

Eventually, the results of the LATER CARD study will
provide the evidence to improve long-term follow up
guidelines, which we aim to complete at the end of this
project. Furthermore this project will form the basis for
future prospective follow-up studies that will increase the
knowledge on the predictive value of the described tests.
This project will be carried out by a multidisciplinary
team of caregivers and researchers in the field of cancer
therapy-related cardiac dysfunction in longterm CCS.
This team will enable the implementation of the
improved guideline recommendations in a broad field
of health professionals involved in the care for CCS.

Conclusion

The Dutch LATER CARD study will investigate diagnos-
tic tools to detect subclinical cardiac dysfunction in long-
term CCS treated with potential cardiotoxic cancer
therapies. This will be an important study to investigate
the relationship between clinical data, echocardiograph-
ic, blood biomarker and ECG measurements to detect
cardiac dysfunction in a large nationwide cohort of CCS.
The results will form the basis of an improved long-term
follow up guideline to ultimately prevent heart failure in
this population.

Supplementary data to this article can be found online
at https://doi.org/10.1016/j.2hj.2019.10.010.

Acknowledgements

We thank Bep Verkerk and Martine Raphael for their
contributions at the LATER registry and coordinating
office as well as all data managers in the seven
participating centers and Aslihan Mantici for obtaining
the data for this study. Furthermore, we thank Margreet
Veening for her contributions as a late effects outpatient
clinic physician and Lideke van der Steeg for her
contribution as a LATER board member. We would also
like to thank all cancer survivors and siblings participating
in the study and the VOKK and VOX for their
contribution to the LATER CARD study.

Data sharing statement

Individual participant data, after de-identification, may
be shared with investigators who would like to collabo-
rate after the main analyses of the LATER CARD study are
finished. Applications of intent can be sent to e.a.m.
feijen@prinsesmaximacentrum.nl and will be reviewed
by the LATER study group.

Disclosures
None declared.


https://doi.org/
mailto:e.a.m.feijen@prinsesmaximacentrum.nl
mailto:e.a.m.feijen@prinsesmaximacentrum.nl

American Heart Journal
Volume 219, Number O

References

1.

Gatta G, Zigon G, Capocaccia R, et al. Survival of European children
and young adults with cancer diagnosed 1995-2002. Eur J Cancer
2009;45(6):992-1005.

. Pal vd HJ, Dalen v EC, Delden v E, et al. High risk of symptomatic

cardiac events in childhood cancer survivors. J Clin Oncol 2012;30
(13):1429-37.

. van der Pal HJ, van Dalen EC, Hauptmann M, et al. Cardiac function

in 5-year survivors of childhood cancer: a long-term follow-up study.
Arch Intern Med 2010;170(14):1247-55.

. Mulrooney DA, Yeazel MW, Kawashima T, et al. Cardiac outcomes in

a cohort of adult survivors of childhood and adolescent cancer:
refrospective analysis of the Childhood Cancer Survivor Study cohort.
BMJ (Clinical research ed) 2009;b4606:339.

. Feijen EAM, Font-Gonzalez A, Van der Pal Helena JH, Kok Wouter

EM, Geskus Ronald B, Ronckers Cécile M, et al. Risk and Temporal
Changes of Heart Failure Among 5-Year Childhood Cancer Survivors:
a DCOG-LATER Study. Journal of the American Heart Association.
2019;8(1):e009122.

. Fidler MM, Reulen RC, Henson K, et al. Population-based long-term

cardiac-specific mortality among 34,489 five-year survivors of
childhood cancer in Great Britain. Circulation 2017;135:951-63.

. Mertens AC, Liu Q, Neglia JP, et al. Cause-specific late mortality

among 5-year survivors of childhood cancer: the Childhood Cancer
Survivor Study. J Natl Cancer Inst 2008;100(19):1368-79.

. Brouwer CA, Postma A, Vonk JM, Zwart N, van den Berg MP, Bink-

Boelkens MT, et al. Systolic and diastolic dysfunction in long-term
adult survivors of childhood cancer. European journal of cancer

(Oxford, England : 1990) 2011;47(16):2453-62.

. Armstrong GT, Joshi VM, Ness KK, et al. Comprehensive Echocar-

diographic Detection of Treatment-Related Cardiac Dysfunction in
Adult Survivors of Childhood Cancer: Results From the St. Jude
Lifetime Cohort Study Journal of the American College of Cardiology
2015;65(23):2511-22.

. Sieswerda E, Postma A, van Dalen EC, et al. The Dutch Childhood

Oncology Group guideline for follow-up of asymptomatic cardiac
dysfunction in childhood cancer survivors. Ann Oncol 2012;23(8):
2191-8.

. Smith LA, Cornelius VR, Plummer CJ, et al. Cardiotoxicity of

anthracycline agents for the treatment of cancer: systematic review
and meta-analysis of randomised controlled trials. BMC Cancer
2010;10:337.

. Feijen EA, Leisenring WM, Stratton KL, et al. Equivalence ratio for

daunorubicin to doxorubicin in relation to late heart failure in

survivors of childhood cancer. J Clin Oncol 2015;33(32):3774-80.

. Lipshultz SE, Franco VI, Miller TL, et al. Cardiovascular disease in

adult survivors of childhood cancer. Annu Rev Med 2015;66:161-76.

. Dalen v EC, Michiels EMC, Caron HN, Kremer LC. Different

anthracycline derivates for reducing cardiotoxicity in cancer patients
(Review). Cochrane DB Syst Rev. 2010(5).

. van Dalen EC, van der Pal HJ, Kremer LC. Different dosage schedules

for reducing cardiotoxicity in people with cancer receiving anthra-
cycline chemotherapy. The Cochrane database of systematic reviews.

2016,3:Cd005008.

. Armenian SH, Hudson MM, Mulder RL, et al. Recommendations for

cardiomyopathy surveillance for survivors of childhood cancer: a
report from the International Late Effects of Childhood Cancer
Guideline Harmonization Group. Lancet Oncol 2015;16(3):
e123-36.

. Yusuf S, Pitt B, Davis CE, et al. Effect of enalapril on mortality and the

development of heart failure in asymptomatic patients with reduced

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

leerink et al 97

left ventricular ejection fractions. N Engl J Med 1992;327(10):
685-91.

. Cardinale D, Colombo A, Bacchiani G, et al. Early detection of

anthracycline cardiotoxicity and improvement with heart failure
therapy. Circulation 2015;131(22):1981-8.

. Ponikowski P, Voors AA, Anker SD, Bueno H, Cleland JG, Coats AJ, et

al. 2016 ESC Guidelines for the diagnosis and treatment of acute and
chronic heart failure: The Task Force for the diagnosis and treatment
of acute and chronic heart failure of the European Society of
Cardiology (ESC). Developed with the special contribution of the
Heart Failure Association (HFA) of the ESC. European journal of heart
failure. 2016;18(8):891-975.

Thavendiranathan P, Grant AD, Negishi T, et al. Reproducibility of
echocardiographic techniques for sequential assessment of left ventric-
ular ejection fraction and volumes: application to patients undergoing
cancer chemotherapy. J Am Coll Cardiol 2013;61(1):77-84.

Plana JC, Galderisi M, Barac A, et al. Expert consensus for
multimodality imaging evaluation of adult patients during and after
cancer therapy: a report from the American Society of Echocardi-
ography and the European Association of Cardiovascular Imaging.
Eur Heart J Cardiovasc Imaging 2014;15(10):1063-93.

Stanton T, Leano R, Marwick TH. Prediction of all-cause mortality from
global longitudinal speckle strain: comparison with ejection fraction and
wall motion scoring. Circ Cardiovasc Imaging 2009;2(5):356-64.
Kalam K, Otahal P, Marwick TH. Prognostic implications of global LV
dysfunction: a systematic review and meta-analysis of global
longitudinal strain and ejection fraction. Heart (British Cardiac
Society) 2014;100(21):1673-80.

Klein Hesselink MS, Bocca G, Hummel YM, et al. Diastolic dysfunction
is common in survivors of pediatric differentiated thyroid carcinoma.
Thyroid : official journal of the American Thyroid Association
2017;27(12):1481-9.

Lam CS, Lyass A, Kraigher-Krainer E, et al. Cardiac dysfunction and
noncardiac dysfunction as precursors of heart failure with reduced
and preserved ejection fraction in the community. Circulation
2011:124(1):24-30.

Kane GC, Karon BL, Mahoney DW, et al. Progression of left
ventricular diastolic dysfunction and risk of heart failure. JAMA
2011,306(8):856-63.

Leerink JM, Verkleij SJ, Feijen EAM, et al. Biomarkers to diagnose
ventricular dysfunction in childhood cancer survivors: a systematic
review. Heart 2019;105:210-6.

Pourier MS, Mavinkurve-Groothuis AM, Loonen J, et al. Is screening
for abnormal ECG patterns justified in long-term follow-up of
childhood cancer survivors treated with anthracyclines? Pediatr Blood
Cancer 2017;64(3).

Brouwer CA, Gietema JA, van den Berg MP, et al. Low-dose
anthracyclines in childhood acute lymphoblastic leukemia (ALL): no
cardiac deterioration more than 20 years post-treatment. Journal of
cancer survivorship : research and practice 2007;1(4):255-60.
Mulrooney DA, Soliman EZ, Ehrhardt MJ, et l. Electrocardiographic
abnormalifies and mortality in aging survivors of childhood cancer: A report
from the St Jude Lifetime Cohort Study. Am Heart J 2017;189:19-27.
Trotti A, Colevas AD, Setser A, et al. CTCAE v3.0: development of a
comprehensive grading system for the adverse effects of cancer
treatment. Semin Radiat Oncol 2003;13(3):176-81.

Lang RM, Badano LP, Mor-Avi V, et al. Recommendations for cardiac
chamber quantification by echocardiography in adults: an update
from the American Society of Echocardiography and the European
Association of Cardiovascular Imaging. European Heart Journal -
Cardiovascular Imaging 2015;16(3):233-71.


http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0005
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0005
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0005
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0010
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0010
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0010
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0015
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0015
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0015
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0020
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0020
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0020
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0020
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0025
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0025
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0025
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0030
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0030
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0030
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0035
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0035
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0035
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0035
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0035
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0040
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0040
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0040
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0040
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0045
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0045
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0045
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0045
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0050
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0050
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0050
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0055
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0055
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0060
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0060
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0060
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0060
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0060
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0065
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0065
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0065
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0065
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0070
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0070
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0070
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0075
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0075
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0075
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0075
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0080
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0080
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0080
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0080
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0080
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0085
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0085
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0085
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0090
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0090
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0090
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0090
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0095
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0095
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0095
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0095
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0100
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0100
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0100
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0100
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0105
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0105
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0105
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0110
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0110
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0110
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0115
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0115
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0115
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0115
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0120
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0120
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0120
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0120
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0125
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0125
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0125
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0130
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0130
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0130
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0135
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0135
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0135
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0135
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0135

98 leerink et al

33.

34.

35.

36.

37.

38.

Nagueh SF, Smiseth OA, Appleton CP, et al. Recommendations for
the evaluation of left ventricular diastolic function by echocardiogra-
phy: an update from the American Society of Echocardiography and
the European Association of Cardiovascular Imaging. Journal of the
American Society of Echocardiography : official publication of the
American Society of Echocardiography 2016,29(4):277-314.
Takigiku K, Takeuchi M, 1zumi C, et al. Normal range of left
ventricular 2-dimensional strain: Japanese Ultrasound Speckle
Tracking of the Left Ventricle (JUSTICE) study. Circulation journal :
official journal of the Japanese Circulation Society 2012;76(11):
2623-32.

Szklarczyk D, Gable AL, Lyon D, et al. STRING v11: protein-protein
association networks with increased coverage, supporting functional
discovery in genome-wide experimental datasets. Nucleic Acids Res
2019;47(D1):D607-d13.

Braunwald E. Biomarkers in heart failure. N Engl J Med 2008;358
(20):2148-59.

Prineas. The Minnesota code manual of electrocardiographic
findings. Standards and procedures for measurements and classifi-
cation. Littleton. MA John Wright: PSG Inc. 1982.
Mavinkurve-Groothuis AM, Groot-Loonen J, Bellersen L, et al.
Abnormal NT-pro-BNP levels in asymptomatic long-term survivors of

39.

40.

41.

42.

43.

American Heart Journal
Month Year

childhood cancer treated with anthracyclines. Pediatr Blood Cancer
2009;52(5):631-6.

Raymond I, Groenning BA, Hildebrandt PR, et al. The influence of
age, sex and other variables on the plasma level of N-terminal pro
brain natriuretic peptide in a large sample of the general population.
Heart (British Cardiac Society) 2003;89(7):745-51.

De Bacquer D, De Backer G, Kornitzer M. Prevalences of ECG
findings in large population based samples of men and women. Heart
(British Cardiac Society) 2000;84(6):625-33.

Jacobs LD, Salgo IS, Goonewardena S, et al. Rapid online
quantification of left ventricular volume from real-time three-
dimensional echocardiographic data. Eur Heart J 2006,27(4):460-8.
de Lemos JA, Drazner MH, Omland T, et al. Association of troponin T
defected with a highly sensitive assay and cardiac structure and
mortality risk in the general population. JAMA 2010;304(22):
2503-12.

Willeit P, Kaptoge S, Welsh P, et al. Natriuretic peptides and
integrated risk assessment for cardiovascular disease: an individual-
participant-data meta-analysis. The Lancet Diabetes & Endocrinology
2016;4(10):840-9.


http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0140
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0140
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0140
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0140
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0140
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0140
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0145
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0145
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0145
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0145
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0145
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0150
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0150
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0150
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0150
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0155
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0155
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0160
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0160
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0160
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0165
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0165
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0165
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0165
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0170
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0170
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0170
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0170
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0175
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0175
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0175
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0180
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0180
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0180
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0185
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0185
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0185
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0185
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0190
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0190
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0190
http://refhub.elsevier.com/S0002-8703(19)30292-3/rf0190

	Diagnostic tools for early detection of cardiac dysfunction in childhood cancer survivors: Methodological aspects of the Du...
	Methods
	Funding
	Objectives
	Study design
	Study population
	Study timeline
	Definitions
	Data collection
	Echocardiography
	Blood sampling
	ECG

	Statistical analysis
	Power analyses
	Prevalence analyses
	Risk factor analyses
	Diagnostic accuracy analyses
	Subgroup analyses


	Preliminary results
	Study population
	Inclusion
	Expected results

	Discussion
	Conclusion
	section24
	Acknowledgements
	Data sharing statement
	Disclosures
	References




