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Abstract

corresponding scores.

Background: Nocturnal cough and wheeze are important symptoms when diagnosing any respiratory disease in a
child, but objective measurements of these symptoms are not performed.

Methods: The aim of our study was to analyze the use of an automated detection system to assess breath sounds
objectively in comparison to cough and wheeze questionnaires and to evaluate its feasibility in clinical practice.

Results: Forty-nine recordings of thirty-nine children were processed (asthma n = 13; cystic fibrosis n=2;
pneumonia n = 5; suspicion of habit cough n=7; prolonged, recurrent or chronic cough n=13), and cough and
asthma scores were compared to the objective nocturnal recordings. Time for audio-validation of recordings took
between 2 and 40 min (mean: 14.22 min, (SD): 10.72). Accuracy of the automated measurement was higher for
cough than for wheezing sounds. Nocturnal cough readings but not wheeze readings correlated with some of the

Conclusion: To our knowledge this is the first study using a new device to assess nocturnal cough and obstructive
breath sounds objectively in children with a wide variety of respiratory diseases. The assessment proved user
friendly. We obtained additional information on nighttime symptoms, which would otherwise have remained
obscure. Further studies to assess possible diagnostic and therapeutic benefits of this device are needed.
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Background

Respiratory symptoms, such as coughing, are among the
most common reasons being presented in pediatric pri-
mary care [1, 2]. Getting reliable information from pa-
tient or parents on nocturnal symptoms like cough or
wheeze is challenging [3]. Often, the parents’ perception
of the frequency of their children’s cough is not accurate
[4]. Smoking parents tend to underestimate their off-
spring’s respiratory symptoms [5]. While for nocturnal
cough both under- and overreporting has been noticed
[4], truly little is known about the true incidence of
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wheezing or coughing during the night. Furthermore,
different treatment approaches in children with wheez-
ing may show benefit, if initiated early [6]. There are nu-
merous reasons for cough and wheezing at night in
children, and irrespective of the underlying diagnosis,
symptoms are usually not objectively recorded. Hence,
important information on the patient’s history is missing
and only assessed by self-reporting or caregiver ‘s sub-
jective perception.

In previous studies it has been shown that up to a
third of children with asthma are suffering from noctur-
nal wheeze, with great improvement once a sufficient
therapy has been established [7, 8]. Even asthmatic pa-
tients, who describe themselves as symptom-free may
show wheeze if monitored objectively [9]. Consequently,
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negative effects of those undetected and hence untreated
symptoms on the patients’ quality of life may occur [10-
12]. Especially during COVID 19 pandemic uncontrolled
asthma is an important risk factor for severe COVID-19
disease [13]. Thus, nocturnal wheeze, if detected early,
should initiate appropriate therapy [14]. The Task Force
of the European Respiratory Society on asthma monitor-
ing concludes that different types and stages of asthma
require different types of monitoring schemes [15].
While various biomarkers are currently used on asthma
control, further investigations are needed on the impact
of nocturnal cough and wheeze [15-18].

Acute pneumonia is an infection of the pulmonary in-
terstitium and the alveoli. Fever, cough and/or shortness
of breath are common symptoms with frequency and se-
verity of cough differing between individuals and chan-
ging over the time course of the disease [19]. Little
information is currently available on nocturnal cough
frequency in children with pneumonia.

Cystic fibrosis (CF) is an inherited autosomal recessive
disorder, mostly diagnosed at young age due to expand-
ing newborn screenings [20] with clinical manifestation
differing in individuals. However, lung disease usually is
present from the early life [21] and a vicious circle of in-
fection and inflammation in the lung causes pulmonary
exacerbations resulting in progressive deterioration of
lung function [22].

In children prolonged, recurrent or chronic cough can
be the symptom of many underlying respiratory of sys-
temic diseases. Knowledge of the objective quantity of
the symptoms cough and wheezing at night may provide
useful information both for the decision making for ap-
propriate diagnostic measurements and necessary thera-
peutic agents [23].

Psychogenic cough mostly presenting with dry cough
is usually non-existent at night [24, 25] and the diagnosis
is made after excluding all other causes of chronic cough
[23, 26].

Questionnaires for patients and parents [14, 27] have
been developed to evaluate nocturnal, respiratory symp-
toms, and have shown partially good results. Still, com-
pared to objective methods they are inconsistent [28].
Devices like the Leicester Cough Monitor or the Vitalo-
Jak offer an objective display of cough frequency [29-
31], but none of these devices are used to detect noctur-
nal wheezing [32]. Our intention was to assess cough
and wheezing at night in children suffering from various
both acute and chronic respiratory diseases using a new
automated detection device.

The LEO-Sound System may offer the possibility to
perform objective and repeatable measurement of cough
and wheezing frequency [33-38].

Therefore, the rational and aim of this study was to
assess this new method of collecting additional
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information about the patients’ nighttime symptoms of
cough and wheeze by firstly comparing audio recordings
with questionnaire data and secondly by assessing the
overall feasibility of this method in clinical practice.

Methods

Subjects

Both in- and out-patients aged 4 to 18 were enrolled for
this study. Inclusion criteria were current respiratory
symptoms such as cough, wheeze or shortness of breath.
We excluded patients, who were respiratory unstable
and needed intensive care and those with the detection
of multiresistant pathogens, such as methicillin-resistant
staphylococcus  aureus  (MRSA), oxacillin-resistant
staphylococcus aureus (ORSA), vancomycin-resistant
staphylococcus aureus (VRSA), glycopeptide-resistant
enterococci (GRE), vancomycin-resistant enterococci
(VRE), multidrug resistant Gram-negative bacteria
(MRGN) and extended-spectrum beta-lactamase (ESBL).
The study was approved by the Local Ethics Committee
and written informed consent was obtained from partici-
pating children, adolescents and caretakers.

Study design

All recordings using the Leo-Sound monitor were done
overnight in an inpatient or outpatient setting, during 8
h of night sleep in the first 29 patients and for 10h in
the remaining 10 patients, due to getting the experience
of higher practicability with longer recording time. The
monitor was attached to each patient by medically
trained personal. In the outpatient setting, recordings
were performed at home and the devices were returned
to the hospital for analyses. Current symptoms were
evaluated before and after the measurement by medical
doctors, using validated scores and questionnaires (see
below). The Leo-Sound-Analyzer (Lowenstein Medical
GmbH & Co. KG, Bad Ems, Germany) analyzes record-
ings automatically. All breath sounds, which were classi-
fied as cough or wheeze by the Leo-Sound Analyzer
were thereafter manually checked for accuracy and
plausibility by a medically trained observer listening to
the detected sounds. For continuity, the same two ob-
servers validated the recordings. Time needed for audio-
validation of the recordings was noted.

Leo-Sound

The Leo-Sound Lung-Sound-Monitor- (Lowenstein
Medical GmbH & Co. KG, Bad Ems, Germany) is a 35
mm x 75 mm x 170 mm (H x W x L) big device that was
developed to objectively record and analyze cough and
wheezing for a maximum duration of 24 h. Three micro-
phones were placed on the skin in the area of the tra-
chea — for distinguishing cough sounds — and both
lungs to record the patient’s respiratory sounds (Fig. 1).
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Fig. 1 Setup of the Leo-Sound monitor and its bioacustic microphones. The blue microphone positioned on the trachea, the red and yellow one

positioned on the right and left lung. Auscultation was used to find the ideal position for the sensors on the back

The spots for the two microphones on the back were
chosen after auscultation was done on each patient. Re-
sults of this examination were not taken into account for
analysis. After the measurement was completed the
monitor was connected to an HP ProBook laptop and
the recordings were automatically analyzed by the Leo-
Sound-Analyzer.. The program searches for frequencies
and amplitudes specific for cough and wheeze, respect-
ively. Identified respiratory sounds were then illustrated
on a timeline, afterwards, the sounds identified as cough
and wheeze were then assessed for measurement valid-
ation manually. In the process of validating the auto-
mated analyses, sounds like snoring, harrumphs, talking
by the patient, alarm signals of other monitors, back-
ground noise or bowel movement have been found to
mimic coughing and wheezing, respectively. Data of both
the absolute number of lung sounds and the amount of
30-s periods, in which lung sounds were identified, were
obtained, before and after validation by an observer.
False negative coughs and wheezes were not further
assessed. It should be noted that the analyzing program
did not distinguish between wheezing at inspiration and
wheezing at expiration. Therefore, wheezing sounds
were further assessed, and distinguished manually
whether they occurred during inspiration or expiration.
Both wheezing at inspiration and expiration as well as
wheezing at expiration-only were analyzed.

Questionnaires

The evaluation by means of scores and questionnaires
was done in three stages (Fig. 2). Firstly, before the re-
cording, two VCD (verbal category descriptive) scores
developed by Chang et al. [28] covering cough at day-
time (VCD-D) and cough at nighttime (VCD-N) were
used to evaluate severity and frequency of cough in our
patients. Cough at daytime was evaluated to see if a

correlation with nighttime symptoms could be observed.
Only participants diagnosed with asthma were also given
the Asthma Control Test (ACT) [39, 40] to determine
asthma control over the last 4 weeks. Patient characteris-
tics regarding age, gender, current medication and ex-
posure to secondhand smoking were obtained.
Additionally, FEV1 and the Tiffeneau index from prior
lung function tests were obtained, if recent data was
available.

The second stage took place during the recording:
Children, who were assessed in an inpatient setting were
evaluated additionally by the nursing staff in terms of
the perception of cough and/or other breath sounds
every 2 h, using a newly developed, simplified score
(Score-NS) that has not yet been validated.

At stage three — after the recording — all caregivers/
families who spent the night of the recording at home or
on the ward with their children were given a simplified
translated version of the validated pediatric cough ques-
tionnaire (PCQ) developed by Hartnick, et al. [41] to
capture the parent’s perception of their children’s noc-
turnal symptoms during the recording. The last ten pa-
tients were also evaluated using the main parts of a
validated parent-proxy quality of life questionnaire for
pediatric chronic cough (PC-QolL), developed by New-
combe et al. [42], which was translated into German
language.

Statistical analysis

Depending on the variable’s distribution continuous data
are either expressed as means and standard deviation
(SD) or median and interquartile range (IQR) and were
analyzed with multivariate analysis of variance (MAN-
OVA) and Pearson-Correlation respectively. Categorical
variables are expressed in absolute numbers and per-
centages. Normality-tests have been measured using the
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Fig. 2 Time-line of the evaluation. The first evaluation was usually done just before the monitor and the microphones were applied on to the
patient. The starting point of the recording was chosen individually for each child, accounting for their typical sleep schedule. Evaluations by the
nursing staff naturally were only done in an inpatient setting. The last evaluation took place the morning after the recording, when the monitor
was collected by staff. VCD-D = verbal category descriptive score for cough at daytime; VCD-N = verbal category descriptive score for cough at
nighttime; ACT = Asthma Control Test; Score-NS = score for cough during recording as perceived by nursing staff (only in-patients); PCQ =
pediatric cough questionnaire; PC-Qol = parent-proxy quality of life questionnaire for pediatric chronic cough

Kolmogorov-Smirnov test (KS-test) und homogeneity of
variance was proofed using Levene’s test of homogeneity
of variance. Posthoc-testing was performed using the
Bonferroni corrected z test. Results were categorized as
statistically significant with an alpha level set <0.05
and < 0.01; the reported p-values are two-sided. All ana-
lyses were performed using SPSS, version 25.0 (IBM
Corp, Armonk, NY, USA).

Results

From 47 children matching the inclusion criteria 5 chil-
dren declined to participate; three were excluded, be-
cause of low quality recordings, resulting in #n=39
children with valid measurements (23 males, 16 females;
median age 9.53 years, range 4—17 years). Nine children
had more than 1 recording and 1 statistical outlier
resulting in 49 valid recordings. Nineteen recordings
were obtained in an inpatient setting and 30 were done
in an outpatient setting (Table 1). If two recordings were
done on consecutive nights, the mean of both recordings
was taken, as no significant difference between the two
measurement nights had been found. All other record-
ings were analyzed individually. Finally, 43 recordings
were used for the statistical analysis.

Data from 20 lung function tests were available for
analysis, including 9 sets of data were bronchodilation
was used (Table 2). Nine patients had not been pre-
scribed any medication at the time of the recording. All
other participants had either been prescribed antibiotics,
beta2-sympatiomimetica or inhaled glucocorticoids. The
mean absolute number of coughs per child post valid-
ation was 18.78 (SD: 26.29) per recording. Furthermore,

the mean amount of cough episodes (i.e. 30-s-periods in
which at least one cough was registered) was 7.17 (SD:
9.31). The absolute number of wheezes per child post-
validation was 488.72 (SD: 1048.40) per recording. The
mean number of wheezing episodes (i.e. 30-s-periods in
which at least one wheeze was registered) was 71.69 (SD:
130.38). Taking just expiratory-only wheezing into ac-
count the absolute number of wheezes per child post-
validation was 71.34 (SD: 29.72). Some children did not

Table 1 Demographics of the study population for both
recordings and patients

Recordings (%) Patients (%)

All 43 (100%) 39 (100%)
Gender
Male 24 (55,8%) 23 (59%)
Female 19 (44,2%) 16 (41%)
Location of recording
Inpatient 18 (41,9%) N/A
Outpatient 25 (58,1%) N/A
Age
4-8 19 (44,2%) 16 (41%)
9-13 17 (39,5%) 16 (41%)
14-17 7 (16,3%) 7 (18%)
Secondhand smoking
Yes 10 (23,2%) 10 (25,6%)
No 27 (62,8%) 26 (66,6%)

The data of 4 patients, who were recorded twice, but not on consecutive
nights, were counted separately, making the difference between n=39
patients and 43 valid recordings
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Table 2 Lung function data and medication of included patient groups

Asthma Habit CF Unknown Pneumonia All

Patients/recordings 13/14 7/7 2/3 13914 5%/5 39%/43
Lung function

N= 1 4 3 7 1 26

FEVT (L) 1,44 2,35 1,09 1,78 1,23 1,63

FVC (L) 217 2,36 1,56 2,04 1,51 2,07

FEV1/FVC (%) 68,45% 92,53% 67,67% 86,15% 81,00% 77.31%
After bronchodilation

N= 8 1 0 1 1 1

FEVT (L) 1,71 1,51 - 2,13 1,18 1,68

FVC (L) 2,33 1,66 - 2,29 1,47 2,19

FEV1/FVC (%) 72,70% 90,81% - 93,05% 80,18% 76,88%
Medication

Steroids 12 3 0 6 0 21

-2 sympathomimetics 13 2 3 7 2 27

Antibiotics 1 0 0 1 4 6

This table shows the mean of lung function data for both, before and after bronchodilation, if available

FEV1 forced expiratory volume per second, FVC forced vital capacity

®one patient was first included with acute pneumonia and later on again with chronic respiratory symptoms

register any cough or wheeze. 25,7% of all detected and
validated obstructive respiratory sounds were identified
as wheezing on expiration only - typical of obstruction
within the lung and found in asthmatic children.

Six different questionnaires to assess respiratory symp-
toms were used; these were subjective tools and 3 of the
6 questionnaire scores used in this study correlated with
the cough recordings measured (Table 3). Firstly, the

Table 3 Correlation detections with questionnaires and scores

VCD-D, which examines cough at daytime (r=0.46,
p<.01), and secondly the VCD-N, which examines
cough at nighttime (r=0.42, p <.01), showed a signifi-
cant correlation to objective cough recording data. There
was also a significant correlation between cough record-
ings and the nursing staff score, Score-NS (r=.713,
p <.05). The other validated scores — PCQ, the ACT and
the PC-QoL - did not show any correlation with the

VCD-N VCD-D ACT PCQ PC-QoL Score-NS
Coughing
N= 35 34 17 19 7 12
Episodes with cough r 048" 041" 0,05 0,07 -033 042
p-value 0,00 0,02 0,85 0,76 047 017
Number of coughs r 042" 046" 0,07 0,08 0,26 071"
p-value 0,01 0,01 0,79 0,73 0,56 0,01
Wheezing
N= 34 33 17 19 7 1"
Episodes with wheezing r 0,21 0,11 -0,03 -0,07 —0,44 0,07
p-value 0,23 0,52 0,89 0,78 032 0,84
Number of wheezes r 0,22 0,08 -0,03 -0,07 —-043 0,08
p-value 022 0,66 0,90 0,78 034 082
Wheezes at expiration only r 0,11 0,15 0,06 -0,07 0,69 0,09
p-value 0,56 043 0381 0,78 013 0,78

VCD-D verbal category descriptive score for cough at daytime, VCD-N verbal category descriptive score for cough at nighttime, ACT Asthma Control Test, Score-NS

score for cough during recording as perceived by nursing staff (only in-patients), PCQ pediatric cough questionnaire, PC-QoL parent-proxy quality of life
questionnaire for pediatric chronic cough; p-value: two-tailed p-value of Pearson’s correlation; *: correlation between subjective score and objective recording

results with p < 0,05; **: correlation with p < 0,01
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measurements of nocturnal cough. Furthermore, we
found no correlation of cough measurements with the
lung function parameters FEV; and the Tiffeneau index,
current medication, recorded passive smoke exposure or
other variables like age, gender, or the location of the re-
cording. Finally, none of the questionnaires or other pa-
rameters correlated with the nocturnal wheezing
recordings.

Measurement of time to manually validate results was
recorded in the first 29 patients. The average time for
manual validation of a recording was 14.22 min (SD:
10.72 min), ranging from 2 to 40 min. A learning curve
was detected (r=-.398; p<.05) (Fig. 3) and measure-
ments were double checked independently by two doc-
tors. The automatic-only-evaluation of breath sounds
performed better at detecting cough (mean: 59.14%, SD:
33.13%; median: 71.11%, IQR: 36.3—-86.3%) than at classi-
fying wheezing sounds correctly (mean: 37.36%, SD: 35.
07%; median: 34.5%, IQR: 0-62.25%), meaning, only
59.14% of coughs and 37.36% of wheezing sounds were
already interpreted correctly by the used analyzing pro-
gram prior to manual validation.

Discussion

In this study, firstly we demonstrate that the device used
(Leo-Sound) can also measure obstructive respiratory
sounds like wheeze during sleep setting it apart from
other available cough recording devices. Cough monitors
like the Leicester Cough Monitor or the VitaloJak have
already shown promising results [32, 43], but are re-
stricted to assessing cough, making wheezing again un-
detected. Secondly, we were able to show that results
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can be obtained in a user-friendly fashion with an ac-
ceptable time to obtain a validated result. The usefulness
of the monitoring device was also demonstrated by
Grosse-Onnebrink et al. in a study of patients with cystic
fibrosis and primary ciliary dyskinesia [36]. Although
manual validation was also done in this study, there was
no information published on how well the automated
analyzing program interpreted respiratory sounds. A
study published by Koehler et al. compared subjective
and objective assessments of cough in children with
acute bronchitis, using the Leo-Sound, and showed a
significant correlation between the two [38]. Contrary to
those findings, only two of the previously validated
scores used in our study correlated with the objective
nighttime cough recordings. The VCDs (VCD-D, VCD-
N) developed by Chang et al. [28], covering cough at
day- and nighttime, respectively, are simple verbal de-
scriptive scores using a scale from 0 to 5 to evaluate the
severity of the cough and correlated with objective mea-
surements. The other cough questionnaires did not cor-
relate with the recorded and verified, nocturnal cough
amount, demonstrating a poor agreement between sub-
jective and objective assessment. However, overall num-
bers are small and therefore the results should be
interpreted with caution, since the return number of the
scores used, excluding the VCDs, was low.

In this study a new in-house score was used, utilizing
very simplified evaluations by the nursing staff every 2 h,
whether coughing was perceived or not. This score did
correlate with the amount of nocturnal cough, however,
the number of patients again was small (n =11). There-
fore, relying on the assessment of nocturnal cough by

40 *

30

20 © e

Time of validation in min

R? Linear = 0,159

Date of recording chronologically

Fig. 3 Time of manual validation. The time of manual validation of the recordings shown chronologically from the first (left) to the last (right)
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the nursing staff might be a good alternative to objective
recordings, in an in-patient setting only. However, work-
load of hospital staff and background noise on any busy
pediatric ward are limiting factors.

With regards to the measurements of wheezes, the
well-established ACT score did not correlate with the re-
sults of nocturnal measurements of expiratory wheezing.
Therefore, our results further underscore the importance
of using objective tools to monitor nighttime symptoms.
Nocturnal wheezing measured objectively did not correl-
ate with lung function values of FEV; or the Tiffeneau
index, both before and after bronchodilation. However,
again the results must be interpreted with caution due
to the small number of patients. Furthermore, some of
the lung function measurements were not performed
within a few days to the nocturnal measurement. In 5
children time between the nocturnal measurement and
lung function was 2—8 weeks, hence lung function might
have been quite different on the day of the nocturnal
measurement. In our study, about 40% of coughing
events and 60% of wheezing events were initially inter-
preted falsely by the automated program; this is in con-
trast to a study published in 2015 by Gross et al,
describing the initial sensitivity and specificity for both
cough and wheeze without re-listening to sounds manu-
ally after recording to verify them to be over 90% [37].
One explanation of the discrepancy was that background
noise may have interfered with our measurements in
some cases.

Possible obstacles for wider use in clinical practice
may be the need to reassess the measurements manually
to exclude false positive cough and wheeze events, which
we have demonstrated in our study. With training man-
ual validation can be achieved in less than 10 min, which
we consider an acceptable time frame in the clinical set-
ting. This is similar to manual checks done after long
time measurement such as sleep studies, long term
blood pressure of other physiological measurements.

One limitation of our study is the fact, that we were
not able to include a control group into our study for
comparison. Another limitation of the study is the small
sample size and the heterogeneity of the study popula-
tion. Nevertheless, we have shown that the method de-
scribed can be used in various pediatric respiratory
diseases. Although different separate diagnostic groups
are too small to make significant claims about benefits
for the patients, our findings are promising. In habit
cough patients for instance, demonstration of complete
lack of cough during nighttime sleep, confirmed sus-
pected diagnosis in these cases. If and to what extend a
recording’s result would affect a child’s treatment or
diagnosis, should thus be subject of future studies.

Possible future areas of use may be the adjustment of
anti-inflammatory therapy in asthmatic patients and
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children suffering from various wheezing phenotypes in
particular if they are symptomatic at night [44]. Also,
treatment optimization in patients with cystic fibrosis
and the diagnosis of patients suspected to suffer from
psychogenic cough might be possible. Further studies on
indication and benefit from the procedure are necessary.

Conclusion

In summary, we have shown a discrepancy between noc-
turnal measurements and most subjective symptom re-
ports by questionnaires. Nocturnal breath sound
monitors like the Leo-Sound device used here, seem to
be useful measurement tools to objectively assess noc-
turnal respiratory symptoms in children.

Abbreviations

CF: Cystic fibrosis; FEV1: Forced expiratory volume per second; FVC: Forced
vital capacity; VCD-D: Verbal category descriptive score for cough at daytime;
VCD-N: Verbal category descriptive score for cough at nighttime;

ACT: Asthma Control Test; Score-NS: Score for cough during recording as
perceived by nursing staff (only in-patients); PCQ: Pediatric cough
questionnaire; PC-Qol: Parent-proxy quality of life questionnaire for pediatric
chronic cough; SD: Standard deviation; IQR: Inter quartal range;

MRSA: Methicillin-resistant staphylococcus aureus; ORSA: Oxacillin-resistant
staphylococcus aureus; VRE: Vancomycin-resistant staphylococcus aureus;

GRE: Glycopeptide-resistant enterococci; VRE: Vancomycin-resistant
enterococci; MRGN: Multidrug resistant Gram-negative bacteria;

ESBL: Extended-spectrum beta-lactamase

Acknowledgements
Not Applicable.

Authors’ contributions

ML helped designing the study, writing the ethics application, recruited
patients, performed the sound measurements, coordinated questionnaires,
evaluated the automated recordings, coordinated patient visits, and wrote
the draft manuscript. LR performed the sound measurements, evaluated the
automated recordings, coordinated patient visits, and proofread the
manuscript. CM advised on study design, recruited patients, helped with
data management and took part in manuscript writing. FG advised in writing
the Ethics proposal and helped writing the manuscript. KK took part in data
acquisition, patient recruitment and manuscript preparation. CL advised on
study design and took part in manuscript writing. TF advised on study
performance and manuscript preparation. MR helped with the ethics
application and patient calculations, performed all statistical analysis and
helped writing the manuscript. AZ wrote the initial trial proposal,
coordinated and designed the study, recruited patients and wrote the final
manuscript. All authors have read and approved the manuscript.

Funding

One Leo-Sound Sound Machine was provided free of charge and the publi-
cation fee was provided by Heine und Lowenstein. There was no scientific
input of Heine and Lowenstein into the study plan and design, and no input
into performance of study, analysis of data, interpretation of data or content
of manuscript preparation.

Availability of data and materials
The datasets used and/or analyzed during the current study are available
from the corresponding author on reasonable request.

Ethics approval and consent to participate

Ethics approval was obtained for the study from the local ethics committee
the Ethics committee of the City of Vienna — Gesundheitsdienst Stadt Wien

(Refrence Number: EK 17-149-0817). Written informed consent was obtained
from all participants and all parents or guardians for participants under the

age of 14 years, respectively.



Lindenhofer et al. BMC Pediatrics (2020) 20:556

Consent for publication
Not applicable.

Competing interests

FG has received an unrestricted Grant for different study from Gilead and AZ
has received financial compensation for participation in advisory boards for
Vertex, Novartis, Chiesi, Gilead AOP, and lecture fees from Hagleitner
Hygiene, Astra Zeneca and Heine und Léwenstein. CL has received lecture
fees from Novartis. ML, LR, CM, KK, TF and MR declare that they have no
conflict of interest.

Author details

'Klinikum Favoriten, Wiener Gesundheitsverbund, Wien, Austria.
2Wilhelminenspital, Klinikum Ottakring, Department of Pediatrics and
Adolescent Medicine, Teaching Hospital of the University of Vienna,
Montleartstrasse 37, 1160 Wien, Austria. 3Departmem for Pediatric Cardiology
and Intensive Care Medicine, University Hospital Gottingen, Gottingen,
Germany. “Faculty of Medicine, Sigmund Freud University, Vienna, Austria.
*Vienna Hospital Association, Healthcare Management, Vienna, Austria.

Received: 4 September 2020 Accepted: 1 December 2020
Published online: 12 December 2020

References

1. Whitburn S, Costelloe C, Montgomery AA, Redmond NM, Fletcher M, Peters
TJ, et al. The frequency distribution of presenting symptoms in children
aged six months to six years to primary care. Prim Health Care Res Dev.
2011;12(2):123-34.

2. Schappert SM, Rechtsteiner EA. Ambulatory medical care utilization
estimates for 2007. Vital Health Stat Series 13. 2011;(169):1-38.

3. Falconer A, Oldman C, Helms P. Poor agreement between reported and
recorded nocturnal cough in asthma. Pediatr Pulmonol. 1993;15(4):209-11.

4. Dales RE, White J, Bhumgara C, McMullen E. Parental reporting of childrens’
coughing is biased. Eur J Epidemiol. 1997;13(5):541-5.

5. Chang AB, Glomb WB. Guidelines for evaluating chronic cough in pediatrics:

ACCP evidence-based clinical practice guidelines. Chest. 2006;129(1 Suppl):
2605-83S.

6. Cuppari C, et al. Allergen immunotherapy, routes of administration and
cytokine networks: an update. Immunotherapy. 2014;6(6):775-86.

7. Bentur L, Beck R, Shinawi M, Naveh T, Gavriely N. Wheeze monitoring in
children for assessment of nocturnal asthma and response to therapy. Eur
Respir J. 2003;21(4):621-6.

8. Meijer GG, Postma DS, Wempe JB, Gerritsen J, Knol K, van Aalderen WM.
Frequency of nocturnal symptoms in asthmatic children attending a
hospital out-patient clinic. Eur Respir J. 1995;8(12):2076-80.

9. Turner-Warwick M. Epidemiology of nocturnal asthma. Am J Med. 1988;
85(1B):6-8.

10.  Fagnano M, Bayer AL, Isensee CA, Hernandez T, Halterman JS. Nocturnal
asthma symptoms and poor sleep quality among urban school children
with asthma. Acad Pediatr. 2011;11(6):493-9.

11. Diette GB, Markson L, Skinner EA, Nguyen TT, Algatt-Bergstrom P, Wu AW.
Nocturnal asthma in children affects school attendance, school
performance, and parents’ work attendance. Arch Pediatr Adolesc Med.
2000;154(9):923-8.

12. Desager KN, Nelen V, Weyler JJJ, De Backer WA. Sleep disturbance and
daytime symptoms in wheezing school-aged children. J Sleep Res. 2005;
14(1):77-82.

13.  Cardinale F, Ciprandi G, Barberi S, Bernardini R, Caffarelli C, et al. Consensus
statement of the Italian society of pediatric allergy and immunology for the
pragmatic management of children and adolescents with allergic or
immunological diseases during the COVID-19 pandemic. Ital J Pediatr. 2020;
46(1):84.

14.  Clifford RD, Radford M, Howell JB, Holgate ST. Prevalence of respiratory
symptoms among 7 and 11 year old schoolchildren and association with
asthma. Arch Dis Child. 1989:64(8):1118-25.

15. Pijnenburg MW, Baraldi E, Brand PLP, Carlsen K-H, Eber E, Frischer T, et al.
Monitoring asthma in children. Eur Respir J. 2015;45(4):906-25.

16.  Licari A, Manti S, Chiappini E, Ciprandi G, Marseglia GL. Severe asthma in
children: current goals and unmet needs. Pediatr Allergy Immunol. 2020;
31(524):40-2.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

32.

33.

34,

35.

36.

37.

38.

39.

40.

7.

Page 8 of 9

Licari A, Manti S, Castagnoli R, Leonardi S, Marseglia GL. Measuring
inflammation in paediatric severe asthma: biomarkers in clinical practice.
Breathe. 2020;16(1):190301.

Leonardi S, Cuppari C, Lanzafame A, Attardo D, Tardino L, Parisi G, et al.
Exhaled breath temperature in asthmatic children. J Biol Regul Homeost
Agents. 2015;29(2 Suppl 1):47-54.

Haq IJ, Battersby AC, Eastham K, McKean M. Community acquired
pneumonia in children. BMJ. 2017;2:j686.

Southern KW, Mérelle MM, Dankert-Roelse JE, Nagelkerke AD. Newborn
screening for cystic fibrosis. Cochrane Database Syst Rev. 2009,2009(1):
CD001402.

Knapp EA, Fink AK, Goss CH, Sewall A, Ostrenga J, Dowd C, et al. The Cystic
Fibrosis Foundation Patient Registry. Design and methods of a national
observational disease registry. Annals ATS. 2016;13(7):1173-9.

Castellani C, Duff AJA, Bell SC, Heijerman HGM, Munck A, Ratjen F, et al.
ECFS best practice guidelines: the 2018 revision. J Cyst Fibros. 2018;17(2):
153-78.

Manti S, Tosca MA, Licari A, Brambilla |, Foiadelli T, Ciprandi G, et al. Cough
remedies for children and adolescents: current and future perspectives.
Paediatr Drugs. 2020;102(2):91-5.

Ramanuja S, Kelkar P. Habit cough. Ann Allergy Asthma Immunol. 2009;
102(2)91-5.

Anbar RD, Hall HR. Childhood habit cough treated with self-hypnosis. J
Pediatr. 2004;144(2):213-7.

Griber C, Lehmann C, Weiss C, Niggemann B. Somatoform respiratory
disorders in children and adolescents-proposals for a practical approach to
definition and classification. Pediatr Pulmonol. 2012;47(2):199-205.

Richards JM, Hemstreet MP. Measures of life quality, role performance, and
functional status in asthma research. Am J Respir Crit Care Med. 1994;149(2
Pt 2):531-9 discussion S40-43.

Chang AB, Newman RG, Carlin JB, Phelan PD, Robertson CF. Subjective
scoring of cough in children: parent-completed vs child-completed diary
cards vs an objective method. Eur Respir J. 1998;11(2):462-6.

Birring SS, Prudon B, Carr AJ, Singh SJ, Morgan MDL, Pavord ID.
Development of a symptom specific health status measure for patients with
chronic cough: Leicester cough questionnaire (LCQ). Thorax. 2003;58(4):339-
43.

Yousaf N, Monteiro W, Matos S, Birring SS, Pavord ID. Cough frequency in
health and disease. Eur Respir J. 2013;41(1):241-3.

Barton A, Gaydecki P, Holt K, Smith JA. Data reduction for cough studies
using distribution of audio frequency content. Cough. 2012;8(1):12.

Spinou A, Birring SS. An update on measurement and monitoring of cough:
what are the important study endpoints? J Thorac Dis. 2014;6(Suppl 7):
S728-34.

Koehler U, Hildebrandt O, Nell C, Alakhras R, Nikolaizik W, Weissflog A, et al.
Akustisches Langzeit-monitoring von Atem- und Lungengerduschen im
Schlaf: Warum ist das sinnvoll? Somnologie - Schlafforschung und
Schlafmedizin. 2014;18(4):225-30.

Koehler U, Hildebrandt O, Walliczek-Dworschak U, Nikolaizik W, Weissflog A,
Urban C, et al. Chronischer Husten — Neue diagnostische Perspektiven?
DMW. 2017;142(01):47-53.

Koehler U, Brandenburg U, Weissflog A, Sohrabi K, Grof3 V. LEOSound, an
innovative procedure for acoustic long-term monitoring of asthma
symptoms (wheezing and coughing) in children and adults. Pneumologie.
2014,68(4):277-81.

Grosse-Onnebrink J, Radine A, Werner C, Omran H. Cough detection in
cystic fibrosis, primary ciliary dyskinesia and health. Eur Respir J. 2016;48:
PA1024.

Gross V, Urban C, Weissflog A, Koehler U, Scholtes M, Sohrabi K, et al.
Evaluation of the LEOSound-monitor for standardized detection of
wheezing and chough in childhood. Eur Respir J. 2015/46:PA4157.

Koehler U, Hildebrandt O, Fischer P, Gross V, Sohrabi K, Timmesfeld N, et al.
Time course of nocturnal cough and wheezing in children with acute
bronchitis monitored by lung sound analysis. Eur J Pediatr. 2019;178(9):
1385-94.

Schatz M, Sorkness CA, Li JT, Marcus P, Murray JJ, Nathan RA, et al. Asthma
control test: reliability, validity, and responsiveness in patients not previously
followed by asthma specialists. J Allergy Clin Immunol. 2006;117(3):549-56.
Nathan RA, Sorkness CA, Kosinski M, Schatz M, Li JT, Marcus P, et al.
Development of the asthma control test: a survey for assessing asthma
control. J Allergy Clin Immunol. 2004;113(1):59-65.



Lindenhofer et al. BMC Pediatrics (2020) 20:556 Page 9 of 9

41, Hartnick CJ, Zurakowski D, Haver K. Validation of a pediatric cough
questionnaire. Ear Nose Throat J. 2009;88(11):1213-7.

42. Newcombe PA, Sheffield JK, Petsky HL, Marchant JM, Willis C, Chang AB. A
child chronic cough-specific quality of life measure: development and
validation. Thorax. 2016;71(8):695-700.

43, Birring SS, Fleming T, Matos S, Raj AA, Evans DH, Pavord ID. The Leicester
cough monitor: preliminary validation of an automated cough detection
system in chronic cough. Eur Respir J. 2008;31(5):1013-8.

44, Al-Shamrani A, Bagais K, Alenazi A, Algwaiee M, Al-Harbi AS. Wheezing in
children: approaches to diagnosis and management. Int J Pediatr Adolesc
Med. 2019;6(2):68-73.

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

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

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions k BMC




	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Subjects
	Study design
	Leo-Sound
	Questionnaires
	Statistical analysis

	Results
	Discussion
	Conclusion
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

