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Background: Screening echocardiograms can detect early-stage rheumatic heart
disease (RHD), offering a chance to limit progression. Implementation of screening
programs is challenging and requires further research. This is the first large-scale study
assessing the risk of RHD among previous screen-negative children.

Methods: This retrospective cohort study, conducted in Gulu, Uganda, performed
school-based echo screening on children ages 5-18 years. Surveys were used to
determine which children underwent initial screening 3-5 years prior. Age, gender,
and disease severity were compared between cohorts. Relative risk (RR) of RHD was
calculated for those with a prior screen-negative echo (exposed cohort) compared to
those undergoing first screening (unexposed cohort).

Results: Echo screening was completed in 75,708 children; 226 were excluded, leaving
1,582 in the exposed cohort and 73,900 in the unexposed cohort. Prevalence of new
RHD was 0.6% (10/1,582) and 1% (737/73,900), in the exposed and unexposed cohorts,
respectively. The RR of RHD was 0.64 (95% CI 0.3-1.2, p = 0.15), a nearly 40% reduced
risk of RHD in those with a prior negative echo. There was no difference in age or gender
between RHD cohorts. All cases in the exposed cohort were borderline/mild; 2.6% of
cases in the unexposed cohort had moderate/severe disease.

Conclusion: There was no statistical difference in RHD prevalence between previous
screen-negative children and children with no prior echocardiogram, however, there was
atrend toward decreased risk and severity. This information has important implications for
the design of screening programs and the use of screening echocardiograms in endemic
RHD regions.
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INTRODUCTION

Rheumatic Heart Disease (RHD) is a common cause of
cardiovascular morbidity and mortality in children and young
adults globally. In 2017, the worldwide prevalence of RHD
was over 39 million, with 249,000 RHD-related deaths (1, 2).
In low-resource settings, clinical RHD is typically diagnosed
at late stages of disease, most commonly with heart failure,
resulting in high rates of morbidity and mortality (3). Screening
echocardiograms (echos) have the ability to detect RHD at
earlier stages and thereby create an opportunity to prevent
further advancement of disease (4-6). In addition to the many
logistic and financial barriers that exist for implementing echo
screening programs in endemic regions, several knowledge gaps
remain that require attention before echo screening can be
recommended as public policy.

One key question is whether or not echo screening
and early detection of disease will improve outcomes. An
ongoing randomized control trial is designed to answer that
question by evaluating the impact of Penicillin prophylaxis
on RHD progression over time (GOAL Trial, Clinicaltrials.gov
NCT03346525). In addition to studying the utility of screening,
the optimal frequency and timing of screening has not been
clearly delineated. Knowing the optimal frequency of screening
would simultaneously cut unnecessary cost and use of resources,
while minimizing the risk of disease progression between
screening echos. Prior studies have evaluated small cohorts of
children with mild or no RHD to evaluate progression over
time, and have shown variable results (7-9). Our study is the
first to follow a large cohort of children in an RHD endemic
region to determine the risk of progression from normal to
abnormal, based on screening echos, over time. This study was
designed to determine the risk of RHD following one prior
negative screening echo, with the hypothesis being that children
with a prior negative screening echo will have lower rates of
RHD detection than those never screened before. RHD is caused
by a combination of environmental, genetic, and host factors
(10). While any child can, in theory, develop RHD at any time,
we know that some children are at higher risk. Therefore, a
population with a single normal echocardiogram likely has a
lower risk than the general population of later developing RHD.

METHODS
Study Design

This retrospective cohort study was conducted in Gulu District,
Uganda, located in Northern Uganda, with known endemic
rates of RHD. The study enrolled children, ages 5 to 18 years,
who attended primary and secondary schools in Gulu District.
Initial screening echos were performed between 2013 and 2015
on 8,009 children, as part of three separate studies looking
at the utility of hand-held echo to detect RHD (11-13). A
second independent echo screening period was performed in
primary and secondary schools between June and Sept of 2018.
This extensive school-based screening was performed in 75,708
children in 165 schools in both rural and urban areas where prior

screening had occurred. The second screening was embedded in
a larger study to identify children with RHD in the community.

During the second screening, a short 4-question interview
was conducted by members of the research team with each
child to determine prior participation in echo screening. When
children self-reported a prior echo screening, they were asked
for their name, age, and prior school and class. This data
was used to ensure adequacy of recall. All children with
positive screening echos in the schools subsequently underwent a
complete confirmatory echocardiogram, analogous to the process
in the initial screening studies. World Heart Federation (WHF)
criteria were used to confirm the diagnosis of RHD, evaluate valve
morphology, and determine the severity of disease (14). Children
were excluded from the study if: (1) they had a known diagnosis
of RHD, diagnosed prior to the first screening period (based on
the National Ugandan RHD registry), (2) had a diagnosis of other
heart disease, (3) were outside the target age range (5-18 years),
or (4) failed to return for the confirmatory echocardiogram.

Sample Size

Sample size was determined using standard estimations for
cross-sectional and cohort studies (15). “Exposed” was defined
as having a prior negative screening echo during the initial
screening period, while “unexposed” was defined as having
no prior screening echo. Using previously published data, we
assumed a conservative baseline population prevalence of 2.0%.
Using independent t-tests, a sample size of 2,316 would be
required in each group to detect a difference of 50% (1% in
the exposed population), with an alpha of 0.05 and power (1-
B) of 0.8 (16). This goal sample size seemed feasible, as 8,009
children were initially screened in the 2013-2015 timeframe, and
the planned volume of the second screening period was >70,000
in Gulu District.

Statistical Analysis

Statistical analysis was performed using SPSS statistical analysis
software. Age, gender, and details of the initial screening echo
(school name and class) were collected by in-person interviews
for those in the exposed cohort, and for all participants with
a positive screening echo. Median and interquartile range
(IQR) were calculated for age in the exposed cohort and in
those with RHD in both the exposed and unexposed cohorts.
Within the exposure group, RHD and non-RHD groups were
compared. Age was compared by independent ¢-tests and gender
was compared using chi-square analysis. RHD prevalence was
calculated for both exposed and unexposed cohorts. The absolute
risk difference and relative risk (RR) were determined with 95%
confidence intervals (CI). Statistical significance was deduced
when the 95% CI of a RR did not include one and p < 0.05.

Ethics

This study was covered under an existing Institutional Review
Board (IRB) through Mulago Hospital at Makerere University,
as part of the National RHD Outreach Program (REC
REF 2013-072).
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RESULTS

A total of 75,708 children underwent echo screening during
the second echo screening period. Sixty-five children were
excluded from the study: 36 were diagnosed with another
form of heart disease (32 with congenital heart disease; 4 with
cardiomyopathy), 5 were outside the study age range (<5 years
or >18 years of age), and 24 had been previously diagnosed with
RHD before the time of the initial screening echo (Figure 1).
A total of 75,643 subjects were initially included, 1,587 (2.1%)
of whom had a previous negative screening echo, making up
the exposed cohort, and 74,056 (97.9%) with no prior screening
echo, making up the unexposed cohort. Two subjects were
reclassified from exposed to the unexposed cohort, as they had
been clinically diagnosed with RHD at the Gulu Regional Referral
Hospital (GRRH) in between the initial and second screening
periods and had not in fact undergone an initial screening
echo as part of initial screening studies. An additional 3 (0.1%)
subjects were excluded from the exposed cohort, and 158 (0.2%)
were excluded from the unexposed cohort for not returning
for confirmatory echo (Figure 1). This left 1,582 subjects in
the exposed cohort and 73,900 in the unexposed group. In the
exposed cohort, the median age was 13 years (IQR 10-16) and
693 (43%) were male. Time from the initial echo to the second
screening echo ranged from 44 to 60 months (3.6-5 years). To
confirm adequacy of recall, a subset (33%) of the exposed cohort
data was crosschecked with prior records and found to have
accurate recall.

In the exposed cohort, there were 10 new cases of RHD; a
prevalence of 0.6% (10/1,582). There were 737 new cases of RHD
in the unexposed cohort; a prevalence of 1% (737/73,900). The
relative risk of developing RHD if a child had a prior negative
screening echo compared to those with no prior screening echo
was determined to be 0.64 (95% CI 0.3 to 1.2, p = 0.15). The
relative risk reduction was 0.4, or a 40% reduced risk of newly
diagnosed RHD in those who had a previously negative screening
echo compared to those who had never been screened before.
There was no difference in age or gender between those who
developed RHD and those without RHD in the exposed cohort
(Table 1) or when comparing the RHD positive cases in the
exposed and unexposed cohorts (Table 2). Of the 10 new cases
of RHD in the exposed cohort, 9 (90%) were borderline, 1 (10%)
was mild definite RHD, and none were moderate or severe. Of
the 737 new cases of RHD in the unexposed cohort, 566 (76.8%)
were borderline, 152 (20%) were mild definite, and 19 (2.6%)
were moderate or severe RHD (Table 2).

DISCUSSION

This is the first population-based study to examine the risk of
developing RHD over time in those with a previously normal
screening echo. Our data demonstrate no statically significant
difference in rates of RHD development between those with a
previously negative screening echo and those never screened
before. However, there was a trend demonstrating lower rates
of RHD and less severe RHD in those with a prior negative
screening echo, and a 40% risk reduction of detecting RHD on a

follow up screening echo, when a child had a negative screening
echo in the past 3-5 years. While not powered to study severity of
disease, this study found that children with a previously negative
screening echo did not develop advanced RHD.

Three prior studies also report on the development of
RHD in children with a previously normal echocardiogram.
An Australian study evaluated the progression of minor
echocardiographic changes over time. The study included a
comparison group of 325 children with initially normal echos and
found that 19 (5.9%) had evidence of RHD at an average follow
up of 3.5 years (9). A second study out of South-Pacific New
Caledonia followed a cohort 114 children with RHD, diagnosed
by echo screening and 227 healthy controls (8). After a median
follow-up period of 2.58 years, 31 (13%) of the healthy controls
had evidence of RHD on echo screening, where only 2 were
definite RHD and 29 were borderline RHD (8). Both studies
demonstrate very high rates of RHD development in children
who once had a normal echocardiogram, even higher than
baseline population prevalence. It would require further study to
fully understand such high rates of conversion from normal to
abnormal echo findings in these populations.

In a third study out of Fiji, Engelman et al. reported clinical
outcomes for 70 screen-negative cases with a median of 7.4 years
and found no deaths or RHD-related admissions (7). Albeit in
a small cohort size, this demonstrates that over a longer period
of time, complications related to RHD may be rare in those with
a previously negative screening echo. Similarly, our study found
no advanced disease among those who had a previously negative
screening echo. While our study was not designed to show
differences in disease severity, the results, along with Engelman’s
study, do suggest that children with prior negative screen are
unlikely to develop severe disease over a 3-7 year timeframe. This
can help inform future research efforts and planning for currently
existing screening programs.

The overall prevalence of RHD in children screened in this
study was only 1%, which was lower than anticipated. Previous
screening studies in this region have shown a prevalence of
2.5-3% (13, 17, 18). While this study was not designed to
understand this difference, it is possible that multiple prior echo
screening studies, which included RHD education in schools,
health centers, and in the community, may have increased
awareness and subsequently reduced community rates of new
RHD through improved primary and secondary prevention. The
lower overall prevalence in both cohorts in this study may have
affected the ability to detect a significant difference between the
cohorts. This study was designed with a conservative baseline
RHD population estimate of 2%, and hypothesized a 50% risk
reduction between the cohorts. If the baseline prevalence in our
study had been 2%, the findings would have been statistically
significant, even if the prevalence of the exposed cohort increased
up to 1%. For the cohort who underwent a prior screening echo,
there were no ongoing health campaigns or programs specifically
targeting this population that would have led to a significant
change in the risk of developing RHD overtime. In addition,
multiple studies in this region have continued to show poor
health-seeking behavior in children and adults with symptoms
of acute rheumatic fever (19, 20). Therefore, it is unlikely that
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Total Subjects Screened
n=75,708

e

Study Participants
n=75,643

|

\
No prior screening echo (Unexposed)
n=74,056 (97.9%)

No prior screening echo (Unexposed)
n=73,900

Normal Echo
n=73,163 (99%)

New RHD
n=737 (1%)

FIGURE 1 | Flow Diagram for Study Participants.

¢ 4—_ —
- -

|
Prior negative echo (Exposed)
n=1,587(2.1%)

Prior negative echo (Exposed)
n=1,582

Normal Echo
n=1,572 (99.4%)

New RHD
n=10 (0.6%)

TABLE 1 | Demographic data of children with a prior negative screening echo (exposed cohort) with and without RHD.

Exposed with RHD (n = 10) Exposed without RHD (n = 1,572) *p-value
Age (years), mean (std dev) 14.3(1.2) 13.5(1.8) 0.199
Gender
Male (%) 4 (40%) 678 (43%) 0.841
Female (%) 6 (60%) 893 (67%)

*To assess the differences between participants in the exposed cohort with RHD vs. without RHD, p-values were calculated using chi-square tests for categorical variables and

independent t-tests for continuous variables.
RHD, Rheumatic heart disease; Std dev, Standard deviation.

community intervention or education altered the rates of RHD
in those with a previously negative screening echo any more that
in those without a prior screening echo.

The pragmatic design of this study led to multiple limitations.
Most importantly, our primary endpoint was underpowered as a
result of finding fewer than anticipated children who had prior
echo screening, and due to a lower baseline RHD prevalence
in newly screened children. Second, this study relied on recall
from children to determine if they had a previous screening
echo 3-5 years prior. As is true in most developing regions
of the world, children in Northern Uganda have limited, or
no, health records, medical record numbers, or social security
numbers. In addition, their birth dates and name spelling are
frequently inconsistent and unreliable. As a result, recall was
used in lieu of more reliable data. Cross-checking one-third of
the exposed sample found recall to be accurate, but we were
unable to cross-check for false-negative reporting. Finally, the
echo screening was performed by healthcare professionals with

varying levels of ultrasound experience, including sonographers,
cardiologists, and cardiology fellows from both the U.S. and
Uganda. However, the same staff was used throughout screening,
so missed cases of RHD by inexperienced staff would have led to
non-differential misclassification. In effect, this may have skewed
the results toward the null hypothesis: no difference in risk
between the cohorts.

Despite these limitations, this study adds important and novel
information to the field of echocardiographic screening for the
diagnosis of RHD, at a time when the use of echo screening is
being debated as a universal measure in endemic settings. The
RHD community lists secondary prevention as one of the four
crucial pillars to decrease the burden of RHD, as described by
the late Mayosi (21), but this cannot be accomplished without
identification of disease. Echocardiographic screening is known
to detect subclinical disease, but further research is needed
to support determine the proper use and implementation in
endemic regions. Studies such as this one are critically examining
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TABLE 2 | Demographic data of children with new RHD, exposed and unexposed.

RHD in exposed (n = 10) RHD in unexposed (n = 737) *p-value

Age (years), mean (std dev) 14.3(1.2) 12.6 (2.9) 0.069
Gender

Male (%) 4 (40%) 318 (43%) 0.883

Female (%) 6 (60%) 419 (57%)
Severity of RHD

Borderline/mild (%) 10 (100%) 718 (97.4%) 0.606

Moderate/severe (%) 0 (0%) 19 (2.6%)

*To assess the differences between participants in the exposed cohort with RHD vs. without RHD, p-values were calculated using chi-square tests for categorical variables and

independent t-tests for continuous variables.
RHD, Rheumatic heart disease; Std dev, Standard deviation.

the use of echo screening, so that it can be properly utilized
as a vital tool in the domain of secondary prevention. This
data provides valuable information about intervals of echo
screening over time, as well as the lack of disease progression,
and lack of disease severity, in those with previously negative
screening echos. RHD largely remains a disease of the poor and
disadvantaged, and therefore, resource allocation is vital in these
communities. Further research in this realm will help distinguish
proper screening intervals, appropriate age of screening, and how
best to screen large populations to efficiently and economically
incorporate screening into RHD endemic regions of the world to
effectively reduce the burden of disease.

CONCLUSION

Our study found no statistical difference in RHD prevalence
between children with previously normal echocardiograms and
children who had never been screened, however, there was a
trend toward decreased risk. These data call for a large-scale
controlled cohort study to evaluate the risk of developing RHD
after a negative screen, powered to look at differences in age at
first negative screen, the interval between screenings, and the
severity of disease. This information has important implications
for the design of population screening programs and the use of
echocardiographic screening in endemic RHD regions.

REFERENCES

1. GBD 2016 Causes of Death Collaborators. Global, regional, and national age-
sex specific mortality for 264 causes of death, 1980-2016: a systematic analysis
for the Global Burden of Disease Study 2016. Lancet. (2017) 390:1151-
210. doi: 10.1016/50140-6736(17)32152-9

2. GBD 2017 Disease and Injury Incidence and Prevalence Collaborators. Global,
regional, and national incidence, prevalence, and years lived with disability
for 354 diseases and injuries for 195 countries and territories, 1990-2017:
a systematic analysis for the Global Burden of Disease Study 2017. Lancet.
(2018) 392:1789-858. doi: 10.1016/S0140-6736(18)32279-7

3. Zithlke L, Karthikeyan G, Engel ME, Rangarajan S, Mackie P,
Cupido-Katya Mauff B, et al. Clinical outcomes in 3343 children
and adults with rheumatic heart disease from 14 low- and middle-
income countries: two-year follow-up of the global rheumatic

DATA AVAILABILITY STATEMENT

The raw data supporting the conclusions of this article will be
made available by the authors, without undue reservation.

ETHICS STATEMENT

The studies involving human participants were reviewed
and approved by Institutional Review Board (IRB), Mulago
Hospital at Makerere University, as part of the National
RHD Outreach Program (REC REF 2013-072). Written
informed consent for participation was not provided
by the participants’ legal guardians/next of kin because:
Echocardiographic screening was performed under the national
RHD Outreach Program.

AUTHOR CONTRIBUTIONS

MZ, CS, and AB prepared the written manuscript. MZ, AS,
AD, J-LN, IO, AT, JR, EO, CS, and AB reviewed and edited
the manuscript. AS, AD, J-LN, IO, JR, and EO contributed
to data gathering. AS, AD, and AT contributed to data
organization. MZ, CS, and AB contributed to data analysis.
All authors contributed to the article and approved the
submitted version.

heart disease registry (the REMEDY Study). Circulation.
134:1456-66. doi: 10.1161/CIRCULATIONAHA.116.024769

4. Yadeta D, Hailu A, Haileamlak A, Gedlu E, Guteta S, Tefera E, et al.
Prevalence of rheumatic heart disease among school children in Ethiopia: a
multisite echocardiography-based screening. Int J Cardiol. (2016) 221:260-
3. doi: 10.1016/j.ijcard.2016.06.232

5. Aliku T, Sable C, Scheel A, Tompsett A, Lwabi P, Okello E, et al. Targeted
echocardiographic screening for latent rheumatic heart disease in northern
Uganda: evaluating familial risk following identification of an index case. PLoS
Negl Trop Dis. (2016) 10:¢0004727. doi: 10.1371/journal.pntd.0004727

6. Marijon E, Ou P, Celermajer DS, Ferreira B, Mocumbi AO, Jani D,
et al. Prevalence of rheumatic heart disease detected by echocardiographic
screening. N Engl ] Med. (2007) 357:470-6. doi: 10.1056/NEJMo0a065085

7. Engelman D, Mataika RL, Ah Kee M, Donath S, Parks T, Colquhoun
SM, et al. Clinical outcomes for young people with screening-detected and

(2016)

Frontiers in Cardiovascular Medicine | www.frontiersin.org

February 2021 | Volume 8 | Article 632621


https://doi.org/10.1016/S0140-6736(17)32152-9
https://doi.org/10.1016/S0140-6736(18)32279-7
https://doi.org/10.1161/CIRCULATIONAHA.116.024769
https://doi.org/10.1016/j.ijcard.2016.06.232
https://doi.org/10.1371/journal.pntd.0004727
https://doi.org/10.1056/NEJMoa065085
https://www.frontiersin.org/journals/cardiovascular-medicine
https://www.frontiersin.org
https://www.frontiersin.org/journals/cardiovascular-medicine#articles

Zimmerman et al.

Risk of RHD Following a Negative Echocardiogram

10.

11.

12.

13.

14.

15.

clinically-diagnosed rheumatic heart disease in Fiji. Int ] Cardiol. (2017)
240:422-7. doi: 10.1016/j.ijcard.2017.04.004

. Mirabel M, Fauchier T, Bacquelin R, Tafflet M, Germain A, Robillard C,

et al. Echocardiography screening to detect rheumatic heart disease: a cohort
study of schoolchildren in French Pacific Islands. Int J Cardiol. (2015) 188:89-
95. doi: 10.1016/j.ijcard.2015.04.007

. Remond M, Atkinson D, White A, Brown A, Carapetis ], Remenyi B, et al.

Are minor echocardiographic changes associated with an increased risk of
acute rheumatic fever or progression to rheumatic heart disease? Int J Cardiol.
(2015) 198:117-22. doi: 10.1016/j.ijcard.2015.07.005

Engel ME, Stander R, Vogel ], Adeyemo AA, Mayosi BM.
Genetic  susceptibility to acute rheumatic fever: a systematic
review and meta-analysis of twin studies. PLoS ONE. (2011)
6:€25326. doi: 10.1371/journal.pone.0025326

Ploutz M, Lu JC, Scheel ], Webb C, Ensing GJ, Aliku T, et al. Handheld
echocardiographic screening for rheumatic heart disease by non-experts.
Heart. (2016) 102:35-39. doi: 10.1136/heartjnl-2015-308236

Diamantino A, Beaton A, Aliku T, Oliveira K, Oliveira C, Xavier L, et al. A
focussed single-view hand-held echocardiography protocol for the detection
of rheumatic heart disease - CORRIGENDUM. Cardiol Young. (2018)
28:619. doi: 10.1017/51047951117002499

Beaton A, Aliku T, Okello E, Lubega S, McCarter R, Lwabi P, et al. The utility
of handheld echocardiography for early diagnosis of rheumatic heart disease.
J Am Soc Echocardiogr. (2014) 27:42-9. doi: 10.1016/j.ech0.2013.09.013
Reményi B, Wilson N, Steer A, Ferreira B, Kado J, Kumar K, et al. World
Heart Federation criteria for echocardiographic diagnosis of rheumatic
heart disease-an evidence-based guideline. Nat Rev Cardiol. (2012) 9:297-
309. doi: 10.1038/nrcardio.2012.7

Dean AG, Sullivan KM, Soe M. OpenEpi: Open Source Epidemiologic Statistics
for Public Health, Version 3.01. Available online at: http://openepi.com/Menu/
OE_Menu.htm (accessed October 11, 2019).

16. Wang H, Chow S-C. Sample size calculation for comparing proportions. In:
Wiley Encyclopedia of Clinical Trials (2007).

17. Beaton A, Okello E, Lwabi P, Mondo C, McCarter R, Sable
C.  Echocardiography  screening for rheumatic  heart disease
in ugandan schoolchildren. Circulation. (2012) 125:3127-
32. doi: 10.1161/CIRCULATIONAHA.112.147538

18. Scheel A, Ssinabulya I, Aliku T, Bradley-Hewitt T, Clauss A, Clauss S,
et al. Community study to uncover the full spectrum of rheumatic heart
disease in Uganda. Heart. (2019) 105:60-6. doi: 10.1136/heartjnl-2018-
313171

19. Stein E, Pulle ], Zimmerman M, Otim [, Atala ], Rwebembera J,
et al. Previous traditional medicine use for sore throat among children
evaluated for rheumatic fever in northern Uganda. Am ] Trop Med Hyg.
(2020). doi: 10.4269/ajtmh.20-0288. [Epub ahead of print].

20. Longenecker CT, Morris SR, Aliku TO, Beaton A, Costa MA, Kamya MR, et al.
Rheumatic heart disease treatment cascade in Uganda. Circ Cardiovasc Qual
Outcomes. (2017) 10:e004037. doi: 10.1161/CIRCOUTCOMES.117.004037

21. Mayosi B. The four pillars of rheumatic heart disease control. South Afr Med
J. (2010) 100:506. doi: 10.7196/SAM].3175

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Copyright © 2021 Zimmerman, Scheel, DeWyer, Nambogo, Otim, Tompsett,
Rwebembera, Okello, Sable and Beaton. This is an open-access article distributed
under the terms of the Creative Commons Attribution License (CC BY). The use,
distribution or reproduction in other forums is permitted, provided the original
author(s) and the copyright owner(s) are credited and that the original publication
in this journal is cited, in accordance with accepted academic practice. No use,
distribution or reproduction is permitted which does not comply with these terms.

Frontiers in Cardiovascular Medicine | www.frontiersin.org

February 2021 | Volume 8 | Article 632621


https://doi.org/10.1016/j.ijcard.2017.04.004
https://doi.org/10.1016/j.ijcard.2015.04.007
https://doi.org/10.1016/j.ijcard.2015.07.005
https://doi.org/10.1371/journal.pone.0025326
https://doi.org/10.1136/heartjnl-2015-308236
https://doi.org/10.1017/S1047951117002499
https://doi.org/10.1016/j.echo.2013.09.013
https://doi.org/10.1038/nrcardio.2012.7
http://openepi.com/Menu/OE_Menu.htm
http://openepi.com/Menu/OE_Menu.htm
https://doi.org/10.1161/CIRCULATIONAHA.112.147538
https://doi.org/10.1136/heartjnl-2018-313171
https://doi.org/10.4269/ajtmh.20-0288
https://doi.org/10.1161/CIRCOUTCOMES.117.004037
https://doi.org/10.7196/SAMJ.3175
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/cardiovascular-medicine
https://www.frontiersin.org
https://www.frontiersin.org/journals/cardiovascular-medicine#articles

	Determining the Risk of Developing Rheumatic Heart Disease Following a Negative Screening Echocardiogram
	Introduction
	Methods
	Study Design
	Sample Size
	Statistical Analysis
	Ethics

	Results
	Discussion
	Conclusion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	References


