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SUMMARY

Aim: To describe the experience of use and clinical evolution of patients with
acute bronchitis treated with Hedera helix EAS75 syrup for seven days. Methods:
A descriptive observational study based on clinical records, which included
patients between 2-14 years old with acute bronchitis prescribed by their doctor
Hedera belix EAS75 syrup. Sociodemographic data and the time of evolution of
the cough were taken from the baseline consultation. Treatment-related variables,
BSS-Pediatric Scale, visual analogue cough scale, and verbal descriptive cough score
were taken from the follow-up. The satisfaction with the treatment and its success
were evaluated after 14 days. Results: 80 patients between 2 and 12 years old were
included. The median number of cough days was eight days. After 7 and 14 days of
treatment, 50% and 76% had resolved the cough, respectively. On day 14, coughing
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was frequent without interfering with activities in 1 patient. The BSS-pediatric score
decreased at each follow-up. Median day-and-night cough VAS was zero for day 14.
Awakenings due to coughing decreased from 3 at baseline to 0 per week. 98.75% of
the patients were satisfied with the treatment, and none presented adverse events.
Conclusions: After seven days of treatment, half of the patients had resolved cough
and night awakenings; it is suggested that treatment with Hedera helix EA575 could

be beneficial and of low risk.

Keywords: Bronchitis, cough, hedera, phytotherapy, child.

RESUMEN

Evolucién clinica de la bronquitis aguda en nifnos colombianos

entre 2 y 14 afos tratados con jarabe Hedera helix EAS75

Objetivos: describir la experiencia de uso y la evolucién clinica de pacientes con bron-
quitis aguda tratados con Hedera helix EAS75 jarabe durante 7 dias. Métodos: estudio
observacional descriptivo basado en registros clinicos, incluyé pacientes entre 2-14 afios
con bronquitis aguda a quienes su médico les prescribié Hedera helix EAS75 jarabe.
De la consulta basal se tomaron datos sociodemograficos y el tiempo de evolucién de la
tos. De los seguimientos se tomaron variables relacionadas con el tratamiento, la escala
BSS-pedidtrica, escala visual andloga de la tos y el puntaje de categoria verbal descrip-
tiva de la tos. A los 14 dias de evalud la satisfaccidn con el tratamiento y el éxito del
mismo. Resultados: se incluyeron 80 pacientes entre 2 y 12 afios. La mediana de dfas
de tos fue 8 dias, después de 7 y 14 dias de tratamiento el 50%y 76% habia resuelto la
tos, respectivamente. Al dia 14 la tos era frecuente en 1 paciente, esta no interferfa con
sus las actividades. El puntaje del BSS-pedidtrico disminuyé en cada seguimiento. La
mediana de la EVA de tos dfa y noche fue cero para el dia 14. Los despertares por tos
pasaron de 3 en el momento basal a 0 ala semana. E198,75% de los pacientes estuvieron
satisfechos con el tratamiento y ninguno presenté eventos adversos. Conclusiones: al
completar los 7 dfas de tratamiento, la mitad de los pacientes habia resuelto la tos y los
despertares nocturnos, se sugiere que el tratamiento con Hedera helix EAS75 podria

ser beneficioso y de bajo riesgo.

Palabras clave: Bronquitis, tos, hedera, fitoterapia, nifios.
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REsuMmoO

Evolugao clinica da bronquite aguda em criangas colombianas
entre 2 e 14 anos tratadas com xarope Hedera helix EAS75

Objetivo: descrever a experiéncia de uso e a evolugio clinica de pacientes com bron-
quite aguda tratados com Hedera helix EAS75 xarope por 7 dias. Métodos: estudo
observacional descritivo baseado em registros clinicos, incluiu pacientes entre 2-14
anos de idade com bronquite aguda que receberam prescricao de Hedera helix EAS75
xarope por seu médico. Os dados sociodemograficos e a duragio da evolugio da tosse
foram retirados da consulta inicial. Varidveis relacionadas ao tratamento, a escala BSS-
pedidtrica, a escala visual analdgica de tosse e o escore descritivo de categoria verbal da
tosse foram retirados dos acompanhamentos. Apés 14 dias, foi avaliada a satisfagio
com o tratamento ¢ seu sucesso. Resultados: foram incluidos 80 pacientes entre 2 ¢
12 anos. O niimero médio de dias de tosse foi de 8 dias, ap6s 7 e 14 dias de tratamento
50% ¢ 76% haviam resolvido a tosse, respectivamente. No 14° dia, a tosse foi frequente
em 1 paciente sem interferir nas atividades. A pontuagio pedidtrica da BSS diminuiu
a cada acompanhamento. A EVA mediana para tosse diurna e noturna foi zero no dia
14. Os despertares devido & tosse aumentaram de 3 no inicio do estudo para O por
semana. 98,75% dos pacientes ficaram satisfeitos com o tratamento ¢ nenhum apre-
sentou eventos adversos. Conclusdes: ao completar os 7 dias de tratamento, metade
dos pacientes havia resolvido a tosse ¢ os despertares noturnos, sugerindo que o trata-

mento com Hedera helix EA575 pode ser benéfico e de baixo risco.

Palavras-chave: Bronquite, tosse, hedera, fitoterapia, criangas.

INTRODUCTION

Infections of the respiratory system are considered a prevalent public health problem
and are one of the most frequent reasons for consultation in the pediatric population
[1]. Among the most common is acute bronchitis, caused by inflammation of the lin-
ing of the bronchi that tends to be recurrent and self-limiting for up to three weeks,
surpassing the five days of expected symptoms in the common cold and making it pos-
sible to differentiate the diagnosis of bronchitis. The main symptom is cough, associ-
ated with odynophagia, nasal discharge, and sometimes fever [2]. It is estimated that
annually, 5% of the general population reports an episode of acute bronchitis, of which

90% go to a health professional [2].
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External, environmental, age and family-inherited factors are related to increased cases
of acute bronchitis. These occur more frequently in winter than in summer, as climate
changes between indoor and outdoor spaces and rainfall increase mucosal vulnerabil-
ity to pathogens. Likewise, air pollution, exposure to smoke, poor access to public ser-
vices, inadequate hand washing, and a family history of bronchial asthma and allergies
increase the incidence of acute bronchitis [3, 4].

Specifically, in children, this bronchial inflammation generates an important repercus-
sion on the quality of life. When coughing is frequent and intense, it may affect daily
activities, interfere with sleep, modify the family dynamics, generate school absentee-
ism in children and work in parents, produce mood changes, and increase the direct
and indirect costs related to bronchial pathology [1]. Therefore, a symptomatic thera-
peutic intervention must prioritize its effect on controlling the cough’s intensity, fre-
quency, and duration.

In 90% of cases, acute bronchitis occurs due to viral etiology, most commonly
involving respiratory syncytial virus, adenovirus, influenza A and B, parainfluenza,
coronavirus, and rhinovirus [3, 5]. Even so, 8 out of 10 patients are treated with anti-
biotic therapy, constituting an inappropriate and ineffective therapy, which increases
antimicrobial resistance and the appearance of adverse events, making management
symptomatic [2, 6, 7]. Phytopharmaceuticals and alternative medicine have been used
for over 50 years and have demonstrated clinical effectiveness and acceptability by
patients, mainly due to their natural components [8]. In addition, in Europe, using the
dry extract of ivy leaves EA57S5 for treating acute bronchitis is common, and more than
65,000 patients in 20 studies have demonstrated its effectiveness [9-13].

Hedera helix EA575 syrup, obtained from ivy EAS75 leaves, is available. This syrup is
a mucolytic, expectorant, and bronchodilator and works as an anti-inflammatory at
the level of the lungs and airways [8, 11, 14-18]. The above is why it has been indicated
for the symptomatic management of adult and pediatric patients with acute bronchitis
and has INVIMA registration. Latin American literature demonstrates its effective-
ness and safety; however, no local research was found [13]. This study was conducted
to document the syrup’s user experience in a real-life scenario in Colombia and to
describe the clinical evolution of a cohort of patients aged 2 to 14 years with a diagno-
sis of acute bronchitis treated with Hedera Helix EA575 syrup for seven days.
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METHODOLOGY

Design: A retrospective descriptive observational study based on the clinical records
of a cohort of patients diagnosed with acute bronchitis who were prescribed Hedera
helix EAS75 syrup as part of their treatment.

Population and sampling: Using sequential convenience sampling, we included all
available clinical records (N=80) of patients between 2 and 14 years with a clinical
diagnosis of acute bronchitis with dry or productive cough, with or without broncho-
spasm, who had symptoms for at least three days, who were or were not using con-
comitant pharmacological management with antibiotics, antihistamines or inhaled B2
agonists, and who had been prescribed Hedera helix EAS75 syrup by their treating
physician. We excluded records of patients who (or whose legal representative) did
not authorize the use of their data. In addition, we excluded patients with a confirmed
diagnosis of COVID-19, those under corticosteroid, antitussive, or mucolytic man-
agement, and those with other diseases such as allergic asthma or bronchial hyperre-
activity, chronic bronchitis, chronic or inherited lung diseases, or severe heart, liver, or

kidney disorders.

Procedure: From the private consultation of three pediatricians in Bogota, Cali, and
Cucuta, we identified patients who had a prescription for Hedera helix EA575 syrup
as part of the treatment for acute bronchitis and who met the selection criteria. From
the selected patients’ clinical history records, we obtained the evolution of the clinical
parameters of interest, previously filled out by the treating physician during an initial
consultation and in the follow-ups at seven days (or — 2 days) and at 14 days (or - 2
days) of having started the use of Hedera helix EA575 syrup. This information was later

documented in an information collection application designed for research.

Variables of interest: The variables identified in the patient’s clinical history at base-
line were sociodemographic variables such as age and sex and the time of evolution
of the cough in days. The need for concomitant antibiotic treatment, the presence of
adverse events, the discontinuation of treatment, and the following scales related to
the patient’s condition, were identified at baseline and follow-ups 7 and 14 days after
the start of treatment. The presence of cough, pulmonary rales, and dyspnea was evalu-
ated with the BSS-pediatric scale, which rates each item from 0 to 4 (0-absent, 1-mild,
2-moderate, 3-severe, 4-very severe). Then, these scores are added together, resulting in
a total score between 0 and 12. The cough evaluation was conducted by quantifying
the number of times the child woke up the night before due to cough, and with the
Visual Analogue Scale (VAS) of cough during the day and night, measured in milli-

meters, which ranges between 0 and 100, where 0 indicates no cough and 100 mm the
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worst possible cough in the last 24 hours. The cough impact was determined with the
Verbal Cough Descriptive Category Score (VCD), where 0 = no cough, 1 = cough for
one or two short periods, 2 = cough for more than two short periods, 3 = cough that
is frequent but doesn’t interfere with the patient’s activities, 4 = frequent cough that
interferes with the patient’s activities, and 5 = the patient is unable to perform most
activities.

Additionally, satisfaction with the treatment was measured during the last follow-up
appointment. This satisfaction was determined with the Integrative Medicine Patient
Satisfaction Scale (IMPSS), in which 1 = very satisfied, 2 = satisfied, 3 = neutral,
4 = dissatisfied, and 5 = very dissatisfied. The degree of success or failure of the treat-
ment was also established with the scale Integrative Medicine Outcomes Scale (IMOS)
from the perspective of the doctor and the patient, where 1 = complete recovery,
2 = important improvement, 3 =slight to moderate improvement, 4 = no change, and
5 = deterioration.

Analysis: The variables were analyzed according to their nature; the quantitative vari-
ables were described using measures of central tendency and dispersion according to
the symmetry of the data distribution. For qualitative variables, frequency tables with
absolute and relative values were used. For the three components of the BSS-pediatric
scale (cough, rales, dyspnea) and the VCD scale, the absolute number and percent-
age of subjects in each category were established for each of the three measurement
times. Likewise, the IMPSS and IMOS scales were thoroughly analyzed according to
the information from the last follow-up appointment (Day 14). For the overall scale
score BSS-pediatric and the VAS score, central tendency statistics and dispersion were
calculated at baseline, seven days, and 14 days, as presented in summary tables.

Ethics: For the development of this research, national and international guidelines
were followed, including the Helsinki Declaration and the Belmont Report. Per the
regulations issued by the Colombian Ministry of Health (Resolution 08430), this
study was classified as risk-free research. Its execution had the approval of an indepen-
dent ethics committee (CEISH - Comité de Etica en Investigacién con Seres Huma-
nos. Sociedad de Cirugfa de Bogotd, Hospital de San José).

REsuULTS

The study included eighty patients, between 2 and 12 years old, 37.5% were gitls
(n=30) and 62.5% boys (n=50). The median number of cough days was 8, with 50% of
patients between 6 and 12 days. No adverse events were reported during therapy in any
of the participants. In one patient, suspension of treatment was reported on day seven
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due to complete improvement. At admission, 23.8% had concomitant management
with antibiotics (n=19). On day 7 of follow-up, this management was described in 11
patients (13.75%) and at 14 days in only two patients (2.5%). Tables 1 and 2 show the
details of all the qualitative and quantitative measurements.

Table 1. BSS (cough, dyspnea, and rales) and VCD

SYMPTOM AND BASAL 7 DAYS 14 DAYS
SEVERITY N (%)

BSS: Cough
Absent 0 40 (50) 61 (76.25)
Light 25 (31.3) 35 (43.8) 18 (22.5)
Moderate 32 (40.0) 5(6.3) 1(1.3)
Severe 23 (28.8) 0 0
BSS: Dyspnea:
Absent 60 (75) 78 (97.5) 80 (100)
Light 19 (23.8) 2(2:5) 0
Moderate 1(1.3) 0 0
Severe 0 0 0
BSS: Rales:
Absent 46 (57.5) 76 (95) 79 (98.75)
Light 30 (37.5) 4(5.0) 1(1.25)
Moderate 4(5.0) 0
Severe 0 0
VCD
No cough 0 40 (50.0) 61 (76.3)
;e‘zozdssh"“ coughing 33 (41.3) 11(13.8) 7(8.8)
}I:E(r)ir; Jfﬁ?ﬁ‘;f,},fg“ 4(5.0) 24 (30.0) 11(13.8)
Frequent cough but 29(363) 5(63) 1(13)
ifgr‘;:;tscough 14 (17.5) 0 0
boron : :
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Table 2. Global BSS score, cough VAS (day and night), and episodes of nocturnal awakening.

SCALE OR BASAL 7 DAYS 14 DAYS
SYMPTOM MEDIAN (IQR)
Pediatric BSS (0 to 12) 3(2-3) 1(0-1) 0 (0-0.5)
Pediatric BSS
(concomitant AB) 3(2-3) 1(0-1) 0(0-0)
Pediatric BSS
(Without concomitant 3(2-3) 1(0-1) 0(0-1)
AB)
Y&i day cough (0 to 70 (60- 80) 20 (10-27.5) 0(0-2)
Y&S) night cough (0 to 70 (50- 80) 10 (5.5- 20) 0 (0-0)
Awakening from cough 3(2-4) 0(0-1) 0 (0-0)

Evolution of the Pediatric BSS with its three components

Cough: At the time of the baseline measurement, 100% of the patients had a cough;
25 classified it as mild, 32 moderate and, 23 severe. After seven days of treatment, 35
patients reported mild cough, 5 reported moderate cough, and the cough in 40 (50%)
patients had disappeared. After 14 days of follow-up, in 61 patients (76.2%), the cough
was controlled entirely; in 18 cases, it was mild, and only in one case it was reported as
moderate (Figure 1)

50
45
40
35
30
25
15
20
15
10

5

0

Baseline Day7 Dayl4
s Mild = Moderate = Severe

Figure 1. Evolution of the pediatric BSS. Cough component

Dyspnea: At the start of treatment, 20 patients reported symptoms of dyspnea (25%),
classified as mild by 19 of them (23.7%) and, in one case, as moderate (1.25%).
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On day 7, this symptom was present in two patients (2.5%); on day 14, no patient
reported dyspnea.

Rales: According to the medical examination, at baseline, 30 patients had mild rales
(37.5%), and four had moderate rales (5%); on the seventh day, four patients had rales
(5%), and on day 14 they were present in 1 patient (1.2%).

Overall score: At admission, the median of the Pediatric BSS was 3 points (IQR: 2-3),
moving to a point on day seven (IQR: 0-1) and zero points on day 14 (0-0.5). The
baseline and follow-up pediatric BSS medians were the same in the group that received
concomitant antibiotics and those that did not (see Table 2).

Evolution of cough

As reported in the VAS of cough during the day and at night in the initial measure-
ment, the median was 70 points with IQR: 60-80 and IQR: 50-80, respectively; going
to 20 points for the day VAS, and 10 points for the night VAS on day 7, and reaching
a median of zero at 14 days, both the day and night EVA.

Regarding the number of times the children woke up due to cough, the initial median
was three occasions, reaching zero at seven days and zero at 14 days.

Using the VCD scale as a reference, at baseline, 43 patients (53.8%) reported episodes
of frequent coughing, including 14 patients in whom the cough interfered with daily
activities (17.5%). After seven days of treatment, in five patients, the cough was fre-
quent (6.3%), and in no case did it interfere with activities. On day 14 of follow-up, the
cough was frequent in one patient (1.3%) and did not interfere with activities.

Overall satisfaction level with treatment - IMPSS

After 14 days, 67.5% of the patients considered themselves very satisfied (n=54), and
31.25% reported being satisfied (n=25). In summary, 98.75% (n=79) reported satis-
faction with the treatment. Only one patient reported neutral satisfaction. In no case
was dissatisfaction reported.

Treatment success - IMOS

After 14 days, patient-reported treatment success was complete recovery in 55 patients
(68.7%), major improvement in 23 patients (28.75%), and mild to moderate improve-
ment in two patients (2.5%). From the physician’s perspective, the treatment success
report was complete recovery in 55 patients (68.7%) and significant improvement in 25
patients (31.25%). No change or deterioration in health status was reported in any case.
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DiscussioN

Eighty children with acute bronchitis received symptomatic management with the
extract of Hedera helix EAS75, an over-the-counter phytopharmaceutical in Colom-
bia, for seven days and were monitored for seven more days. The presence of cough was
100% in the initial measurement; after seven days, it disappeared in 50% of the partici-
pant, and at 14 days, 76.2% of the patients were free of cough. According to the VDC,
in 14 days, the cough went from being frequent in 43 patients to only one. There was
also a decrease in this impact: from day 7 of treatment, no patient reported interference
in daily activities due to cough. The median of the pediatric-BSS was three, one, and
zero at each of the three measurement times. After seven days of follow-up, a reduction
in the median cough VAS of 50 and 60 points during both day and night was docu-
mented. By day 14, the median for both scales was zero. The median awakenings from
cough increased from 3 at baseline to 0 at 7 and 14 days. Due to clinical improvement,
98.75% of patients reported being satisfied with the treatment. The patients and the
doctors agreed that 68.7% of the patients achieved complete recovery with manage-
ment with Hedera helix EA575 syrup. None of the patients presented adverse events
during the use of the treatment.

Phytotherapy refers to using plant substances, parts of plants, or products thereof after
being subjected to different treatments to obtain their properties for therapeutic pur-
poses. Currently, there are two types of phytopharmaceuticals, ancestral and medi-
cines; the latter have standardized extraction and purification processes, ensuring that
this characterization is maintained and are those that have demonstrated effectiveness
[19]. The extract from Hedera Helix EAS75 is a product with complex structures that
are difficult to copy because it is a phytomedicine. The available evidence on efficacy
and safety comes from using Hedera Helix EAS75 specifically; to the best of our knowl-
edge, no other product with Hedera helix has shown phytosimilarity [9,11,12,16].
Therefore, the abundant and overwhelming evidence favoring Hedera Helix EAS75
cannot be extrapolated to other substances with different components.

A multicenter clinical trial in 11 Latin American countries determined the efficacy
[13], tolerance, and safety of the syrup with extract of H.belix EA575 in patients with
bronchitis administered for seven days. It included 9,657 patients, 5,181 of whom were
children. The mean duration of symptoms was four days, improvement or disappear-
ance of cough and expectoration occurred in 93%, tolerance to the syrup was described
as good or very good by 96.6%, and 2.1% of the participants presented an adverse event
predominantly of gastrointestinal origin. In contrast, in the present study, the median
number of cough days was eight, and no adverse events occurred. Additionally, it is
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important to highlight that in the Latin American study by Fazio et /., has was shown
that the concomitant use of antibiotics or other medications did not show a benefit
in terms of efficacy but instead increased the risk of adverse events. In our study, the
outcomes of interest were also the same for those who used concomitant treatments
compared to those who did not.

Schaefer et al., in two randomized clinical trials conducted in 2016 [9] and 2019 [10] in
German adult patients, reiterates the effectiveness of EAS75 ivy leaf extract compared
to placebo. As in the present study, through the application of the Bronchitis Severity
Score (BSS), the VAS of cough, and the VCD scale, a significant reduction in their
scores was identified in the intervention group compared to the control group. Based
on the BSS and VCD scores, the statistical superiority of the H. helix EAS75 against pla-
cebo was obtained on the second and the third day of treatment, respectively. Addition-
ally, this effect was maintained until the end of the observation period, established at 14
days, suggesting a symptomatic effect even one week after the end of treatment.

In the pediatric population, rales, and dyspnea tend to be infrequent, which could
explain the low scores in these two components of the BSS-pediatric and the global
score obtained in the present study. Greater relevance should be given to the clinical
evaluation of cough, considered the most important symptom of acute bronchitis and,
consequently, the outcome in which the most significant impact is expected. Accord-
ing to the cough component score of the pediatric BSS, the cough VAS and the VCD
found in this study, H. helix EA575 syrup stands out for its symptomatic relief capac-
ity, improving the intensity, frequency, and duration of cough, as well as the commit-
ment of daily activities.

It is also important to note that the results of this study agree with the results found
by Lang ez al. [11]. Their study observed a cohort of 1,066 schoolchildren aged 6 to
12 years with a diagnosis of acute bronchitis who received management with ivy leaf
extract EAS7S5 for seven days and evaluated its effectiveness according to the BSS clini-
cal score. This study recorded an improvement in 79.3% of patients regardless of using
additional concomitant therapy or variable administration of the product. Regarding
the assessment made by the patients and their parents, the study showed an improve-
ment in the symptoms caused by bronchitis by up to 58.1%. The incidence of daily
coughing fits decreased considerably, from 15-20 per day to around 5 per day. Night-
time awakenings were also less frequent at the end of treatment, reducing from 7 times
per night to approximately two per night.

The clinical effectiveness of ivy Leaf extract can be explained by its well-studied effects
at the pulmonary and bronchial levels. Oleanolic saponins, represented by heder-
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agenin, a-hederin, and hederacoside C, are the main components of the extract of
H. helix, which according to research, could have an indirect mimetic 2 effect. This
effect allows for bronchodilator activity, increased production of pulmonary surfac-
tant, maintenance of alveolar function, antitussive effect, and ease of expectoration of
bronchial secretions, leading to a resolution of the clinical picture and prolonging its
effects even up to a week after the end of the treatment, as has been found in different
studies and this study [8, 14, 20].

The results showed a significant reduction in the presence, frequency, impact, and
repercussions of the main symptom of acute bronchitis in the pediatric age, which
translates into clinical improvement, quality of life, normal development of daily activ-
ities, tolerability, satisfaction with treatment, and adherence to it. Additionally, due
to the absence of adverse events, evidence is added to that currently available that sup-

ports the use of H. helix EA575 safely in this age group [8, 11, 13, 18, 21].

The results obtained should be interpreted considering the limitations of this study,
which has descriptive observational designs, where it is impossible to establish causal-
ity, association, or extrapolation of the results. On the contrary, using several validated
and widely validated measurement tools to determine clinical evolution is a strength.
It is also worth highlighting the generation of local evidence on the use of Hedera helix
EAS75 syrup in children from a study conducted under conditions of routine clini-
cal practice of Colombian pediatricians. Having a follow-up for 14 days allowed us to
describe the clinical course of the disease and establish the absence of adverse events
during this period, emphasizing the product’s safety, which is an aspect of great impor-
tance, especially when treating the pediatric population.

CONCLUSION

After seven days of treatment with Hedera helix EAS75 syrup, 50% of the patients
presented complete improvement of the cough, and in the remaining 50%, the condi-
tion progressed with clear improvement. After 14 days, the percentage of improvement
exceeded 76%, and the remaining patients had mild symptoms without the cough
affecting their daily activities. With this treatment, there was a marked improvement
in nocturnal awakening episodes, reaching a median of zero from day seven. Other
symptoms, such as dyspnea or rales, were significantly controlled by day seven and
completely controlled by day 14. Due to the results and the satisfaction found in physi-
cians and patients, it is suggested that this treatment could be beneficial and of low risk
for the management of acute bronchitis. Further experimental studies are required for
a complete characterization of Hedera helix’s efficacy and safety profile.

792



Clinical evolution of bronchitis in children treated with Hedera helix EA575 syrup

FUNDING SOURCE

This research was funded by Megalabs Colombia SAS.

CONFLICTS OF INTEREST

G.E.C and A.G.V have employment ties with Megalabs Colombia SAS.

REFERENCES

M. Mahowald, B. Shahan, D. Forbes, Respiratory conditions: Lower respiratory
tract infections, FP Essent., 486, 19-25 (2019).

M. Fu, H. Wushouer, L. Hu, N. Li, X. Guan, L. Shi, ez 4/., Outpatient prescribing
pattern for acute bronchitis in primary healthcare settings in China, NPJ Prim.
Care. Respir. Med., 31(1), 24 (2021).

E. Ramirez-Medina, C. Restrepo-Ortega, H. Olivares-Perez, M. Montafiez-
Cuberos, Prevalencia de enfermedades respiratorias en los hogares y centros de
desarrollo infantil del Instituto Colombiano de Bienestar Familiar del municipio de
Chicuta durante el ario 2018 y 2019, Trabajo de Grado, Universidad de Santander,
San José de Cticuta, 2020.

P. Zhang, X. Zhou, Pricing air pollution: Evidence from short-term exposure
to air pollution on hospitalization of acute bronchitis and chronic obstructive
pulmonary disease in southwestern China, Inz. Health, 14(6), 572-579 (2022).

R.H. Albert, Diagnosis and treatment of acute bronchitis, Am. Fam. Physician,
82(11), 1345-1350 (2010).

J. Pérez-Sanz, Bronquitis y bronquiolitis, Pediatria Integral, 20(1), 28-37 (2016).

P.M. Wopker, M. Schwermer, S. Sommer, A. Lingler, K. Fetz, T. Ostermann, e#

al., Complementary and alternative medicine in the treatment of acute bronchi-

tis in children: A systematic review, Complement. Ther. Med., 49, 102217 (2020).

793



Danitza Madero Ordstegui et 4/.

10.

11.

12.

13.

14.

15.

16.

794

L.A. Barnes, M. Leach, D. Anheyer, D. Brown, J. Care, R. Lauche, ¢z al., The
effects of Hedera helix on viral respiratory infections in humans: A rapid review,

Adv. Integr. Med., 7(4),222-226 (2020).

A. Schaefer, M.S. Kehr, B.M. Giannetti, M. Bulitta, C. Staiger, A randomized,
controlled, double-blind, multicenter trial to evaluate the efficacy and safety of a
liquid containing ivy leaves dry extract (EA 575 (R)) vs. placebo in the treatment
of adults with acute cough, Pharmazie, 71(9), 504-509 (2016).

A. Schaefer, F. Ludwig, B.M. Giannetti, M. Bulitta, A. Wacker, Efficacy of two
dosing schemes of a liquid containing ivy leaves dry extract EA 575 versus pla-
cebo in the treatment of acute bronchitis in adults, ERJ Oper Res., 5(4), 00019-
2019 (2019).

C. Lang, C. Staiger, T. Wegener, Efeu in der padiatrischen Praxis Anwendung
von EA 575% in der Therapie der akuten Bronchitis bei Schulkindern, ZPT -
Zeitschrift fiir Phytotherapie, 36, 192-196 (2015). URL: https://www.thieme-
connect.com/products/ejournals/pdf/10.1055/s-0041-105237.pdf

C. Lang, P. Rottger-Liier, C. Staiger, A valuable option for the treatment of respi-
ratory diseases: Review on the clinical evidence of the ivy leaves dry extract EA

575°, Planta Med., 81(12-13), 968-674 (2015).

S. Fazio, J. Pouso, D. Dolinsky, A. Fernandez, M. Hernandez, G. Clavier, ez 4/.,
Tolerance, safety and efficacy of Hedera helix extract in inflammatory bronchial
diseases under clinical practice conditions: A prospective, open, multicentre

postmarketing study in 9657 patients, Phytomedicine, 16(1), 17-24 (2009).

H. Hiberlein, F. Runkel, L. Prenner, Mecanismo de Accién Celular de los Extrac-
tos de la Hoja de Hiedra, Sociedad Iberoamericana de Informacién Cientifica,
2005. URL: http://abrilaroriginal.cl/wp-content/files_mf/1401370141Mecan
ismodeAccionCelulardelosExtractosdelaHojadeHiedra.pdf

C. Greunke, A. Hage-Hiilsmann, T. Sorkalla, N. Keksel, F. Haberlein, H. Haber-
lein, A systematic study on the influence of the main ingredients of an ivy leaves
dry extract on the 2-adrenergic responsiveness of human airway smooth muscle

cells, Pulm. Pharmacol. Ther., 31, 92-98 (2015).

J. Schulte-Michels, F. Runkel, S. Gokorsch, H. Haberlein, Ivy leaves dry extract
EA 575" decreases LPS-induced IL-6 release from murine macrophages,
Pharmazie, 71(3), 158-161 (2016).


https://www.thieme-connect.com/products/ejournals/pdf/10.1055/s-0041-105237.pdf
https://www.thieme-connect.com/products/ejournals/pdf/10.1055/s-0041-105237.pdf
http://abrilaroriginal.cl/wp-content/files_mf/1401370141MecanismodeAccionCelulardelosExtractosdelaHojadeHiedra.pdf
http://abrilaroriginal.cl/wp-content/files_mf/1401370141MecanismodeAccionCelulardelosExtractosdelaHojadeHiedra.pdf

Clinical evolution of bronchitis in children treated with Hedera helix EA575 syrup

17.

18.

19.

20.

21.

J. Schulte-Michels, C. Keksel, H. Hiberlein, S. Franken, Anti-inflammatory
effects of ivy leaves dry extract: influence on transcriptional activity of NFxB,

Inflammopharmacology, 27(2), 339-347 (2019).

M. Schmidt, M. Thomsen, U. Schmidt, Suitability of ivy extract for the treat-
ment of paediatric cough, Phytother. Res., 26(12), 1942-1947 (2012).

S. Canigueral-Folcard, Medicamentos a base de plantas: el reto de la calidad y
la Farmacopea como herramienta para alcanzarla, Revista de Fitoterapia, 13(2),

101-122 (2013).

E. Sierocinski, F. Holzinger, J.E. Chenot, Ivy leaf (Hedera helix) for acute upper
respiratory tract infections: an updated systematic review, Eur. J. Clin. Pharma-

col.,77(8), 1113-1122 (2021).

F. Holzinger, J.F. Chenot, Systematic review of clinical trials assessing the effec-
tiveness of ivy leaf (Hedera Helix) for acute upper respiratory tract infections,
Evidence-Based Complementary and Alternative Medicine, 2011, 382789 (2011).

How TO CITE THIS ARTICLE

D. Madero-Oréstegui, G. Sanchez-Vanegas, F. Vera-Castro, A. Bastidas-Manzanares,
A. Monterrosa-Blanco, G.E. Castro, A.G. Vallejos-Narvaez, Clinical evolution of acute
bronchitis in Colombian children between 2 and 14 years treated with Hedera helix
EAS75 syrup, Rev. Colomb. Cienc. Quim. Farm., 52(2), 781-795 (2023). https://doi.
org/10.15446/rcciquifa.v52n2.106481

795



