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Abstract

The physiological activity of stomach and esophagus is often impaired by the onset
of various diseases such as Gastroesophageal Reflux Disease (GERD), esophagitis,
hiatal hernia, tertiary esophageal waves, Barrett's esophagus, achalasia, gastritis, peptic
ulcers, esophageal and gastric cancer.

These pathologies present different symptomatology that could be classified as
gastro-esophageal and extra gastro-esophageal and the current pharmacological
treatments are poor in providing comprehensive therapeutic support with good efficacy
and safety.

Refluward® HA is an innovative nutraceutical formulation with two patented
technologies named WARDIMIX® and MUCEDIG®. A total of 40 patients suffering of four
different conditions correlated with gastro-esophageal area such as gastro-esophageal
reflux, reflux esophagitis, hiatal hernia and tertial esophageal waves with both typical
and atypical GERD symptomatology were enrolled in the present retrospective clinical
survey.

Refluward®HA oral administration after one month reduced the total symptomatology
of gastro-esophageal diseases according to two different questionnaire used RSI and
GIS score. Moreover, continuing the therapy up to 3 months, a further reduction in the
symptomatology was obtained without any side effect or drop out. More consistent
randomized and placebo-controlled studies considering also plasmatic or endoscopic
data are necessary to confirm Refluward® HA as a novel therapeutic potential treatment
for different gastro-esophageal diseases.

Introduction

The gastrointestinal tract plays a central role in digestion and
absorption of nutrients, thanks to the presence of important organs which
work together for processing food.

Among these, the esophagus transports food from the mouth to the
stomach through wave-like muscle contractions called peristalsis. Once in
the stomach, the food is mixed with gastric acids and enzymes, responsible
of its chemical digestion in order to lead the nutrient absorption in the
intestine [1].

Anyway, the functionality of these two organs is often impaired by the
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onset of various diseases such as Gastroesophageal
Reflux Disease (GERD), esophagitis, hiatal hernia,
tertiary esophageal waves, Barrett’s esophagus,
achalasia, gastritis, peptic ulcers, esophageal and
gastric cancer [2-4].

One of the most common diseases affecting
the gastrointestinal tract is GERD, a condition
where stomach acid frequently flows back into
the esophagus, causing irritation and discomfort.
Recently, it has been evaluated that between 18.1%
and 27.8% of the population is affected by GERD and
its main symptoms are heartburn, trouble swallowing
and chest discomfort [5].

Inadditiontothis, itisveryrelevanttoalsoconsider
different extra-esophageal symptoms which involve
areas beyond the esophagus and affect the respiratory
tract. Typical extra-esophageal symptoms include
dysphonia, chronic cough, hoarseness, pharyngitis,
laryngitis, asthma exacerbations triggered by reflux
and globus sensation [6].

As concerning the pharmacological treatment
of GERD, Proton Pump Inhibitors (PPIs) are the
most effective for decreasing the acid secretion and
promote healing of the esophageal lining. H2 receptor
antagonists and antiacids can be used in milder cases
[7-9]. In the last decades, GERD has also been found
to contribute in the development of other pathological
conditions especially esophagitis, hiatal hernia and
tertiary esophageal waves [10-12].

Esophagitis is an inflammation of the esophagus
that manifests as regurgitation, heartburn, and chest
pain. It is caused by gastroesophageal reflux, which
is the frequent backflow of gastric juices from the
stomach into the esophagus, causing inflammation
of the esophageal mucosa [10]. Reflux esophagitis is
often caused by a malfunction of the cardia, an orifice
between the stomach and the esophagus that prevents
the reflux of gastric contents. First-line medications
aim to neutralize or reduce gastric acidity [13]. Ahiatal
hernia is a protrusion of a portion of the stomach
from the abdomen into the chest cavity through
the esophageal hiatus, a hole in the diaphragm that
allows the esophagus to pass through [11].

This condition can cause various symptoms of
gastroesophageal reflux disease, such as heartburn,
regurgitation, bloating, and difficulty swallowing.
Pharmacologic treatment includes the use of over-
the-counter medications such as antacids and
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medications such as proton pump inhibitors and
H2 receptor antagonists. In severe cases, surgical
treatment is recommended [14]. Tertiary esophageal
waves are brief muscle contractions that occur during
swallowing, typical of a disorder known as diffuse
esophageal spasm. They occur at high frequency
and can cause retrosternal chest pain and dysphagia.
Medications include calcium channel blockers,
nitrates, and phosphodiesterase-5 inhibitors, which
can relieve symptoms by promoting relaxation of the
esophageal muscles [12].

Refluward® HA is an innovative nutraceutical
formulation with two patented technologies named
WARDIMIX® and MUCEDIG®. Differently from other
commercial products based only on an antiacid
composition, Refluward® HA is able also to stimulate
the digestive process, the gastric emptying and,
thanks to its polysaccharide component, stimulates
the mucosa regeneration with an anti-inflammatory
effect.

The aim of the present retrospective clinical
survey was to evaluate the effect of Refluward® HA
in patients with typical and atypical symptomatology
related to GERD also associated with different
conditions like gastro-esophageal reflux, reflux
esophagitis, hiatal hernia and tertiary esophageal
waves. The nutraceutical was orally administered
following the prescribed posology and then patients
were monitored after one month and three months
from the start of the treatment.

Materials and Methods
Settings

The clinical survey has been conducted by a
Spanish medical doctor with a specialization in
otolaryngology and is based on its clinical experience
in patients taking Refluward® HA. The aim of the
present study was to evaluate the effect of Refluward®
HA administration in patient with gastro-esophageal
and extra-esophageal symptomatology after one
month (T1) and three months (T3) of administration.

Ethical considerations

The retrospective observational survey was
conducted in accordance with the Standards of Good
Clinical Practice of the European Union and the ethical
principles expressed in the Declaration of Helsinki.
Data were retrospectively collected in the period April
2024 - July 2024 by the medical specialist. Ethical
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approval was not necessary according to National
Code on Clinical Trials declaration because this data
derives from a real- life retrospective study [15].

Study Population, inclusion
treatment and evaluated parameters

criteria

Participants were selected according to defined
inclusion criteria:

e Patients with diagnosed: gastro-esophageal
reflux, reflux esophagitis, hiatal hernia and
tertiary esophageal waves.

¢ Patients as reported in the previous point that
presented typical and atypical symptoms of
gastro- esophageal reflux such as pirosis,
esophagitis, cough, pharyngitis, dysphonia.

A total of 40 patients met these criteria and
were enrolled in the study considering the division
reported in table 1. At the first medical examination
(To), the doctor reported for each patient its age,
gender and specific illness. Then, the patient’s
clinical condition was assessed through two different
questionnaires: Reflux Symptom Index (RSI) and
GERD Impact Scale (GIS). The RSI questionnaire,
mainly used for laryngopharyngeal reflux, consists of
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nine items covering some symptoms: hoarseness or a
problem with your voice, clearing your throat, excess
throat mucus or postnasal drip, difficulty swallowing,
coughing after you eat or after lying down, breathing
difficulties or choking episodes, troublesome or
annoying cough, sensation of something sticking
in your throat or a lump in your throat, heartburn,
chest pain, or stomach acid coming up [16]. These
ones were rated on a scale from 0 (No symptom) to 5
(Severe symptom).

The GIS questionnaire, mainly used for gastro-
oesophageal reflux, consists of different questions
as reported in table 2 with a scale for the evaluation
from 1 (Never) to 4 (Every day) [17]. Then, each
participant administered Refluward® HA according
to the medical indication according to the method
of use and posology indicated on the package leaflet.
Then, each patient made two follow-up visits after 1
month (T1) and three months (T3). At the T1 and T3
visit, the patients were again assessed by the doctor
monitoring their symptomatology using RSI and GIS
questionnaires.

Results and Discussion

The management of GERD in both adults and
children is still challenging, in fact, many combined

Table 1: Characteristics of the population under study in terms of type of disease, number of patients, gender and mean age.

Gastro-Esophageal Number
Disease of patients
Gastro-esophageal 16
reflux
Reflux esophagitis 12
Hiatal hernia 5
Tertiary esophageal 4
waves
Total 40

Table 2: Questions of the GERD Impact Scale (GIS).

1. How often have you had the following symptoms :
a. Pain in your chest or behind the breastbone?
b. Burning sensation in your chest or behind the breastbone?
c. Regurgitation or acid taste in your mouth?
d. Pain or burning in your upper stomach?

Number of Mean Age
Number of female
male (Years)

6 10 48.0

7 452

44.8

3 4 48.3

16 24 46.6

e. Sore throat or hoarseness that is related to your heartburn acid reflux?

2. How often have you had difficulty getting a good night’s sleep because of your symptoms?

3. How often have your symptoms prevented you from eating or drinking any of the foods you like?

4. How frequently have your symptoms kept your from being fully productive in your job or daily activities?

5. How often do you take additional medication other then what the physician told you to take?
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pharmacological approaches have been adopted
because no single drugs class is able to control all
the clinical manifestations of reflux disease [18]. For
these reasons, as for others therapeutic areas, there
is a specific need to develop novel therapeutic tools
with a combination of ingredients such as in medical
device or food supplements with high safety profile
and optimum therapeutic efficacy in an “all in one”
formulation [19-21].

As reported in figure 1, patients with gastro-
esophageal reflux associated with dysphonia
presented  very high symptomatology at To
considering both RSI and GIS score highlighting
the presence of both typical and atypical GERD
symptomatology such as pirosis, chest pain,
hoarseness, difficulty swallowing, sensation of
something sticking in the throat.

After only 1 month of treatment with Refluward®
HA the symptomatology was controlled with a
mean reduction in the RSI score of about 43% and
in the GIS score of about 38% demonstrating an
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optimum control of both gastro-esophageal and
extra esophageal symptoms. After three months,
continuing the treatment, the symptomatology was
still reduced up to 79% - 66% according to both
RSI and GIS questionnaires Patients with reflux
esophagitis associated with dysphonia improved their
quality of life and symptomatology too (figure 2).

In fact, regarding the extra-esophageal
symptomatology, Refluward® HA reduced of about
80% the symptoms like dysphonia after three months
of treatment with a rapid action (39% of reduction
of symptomatology) already after one month
of administration. Typical gastro-oesophageal
symptoms (such as chest pain, regurgitation, burning
sensation) were also improved with a mean reduction
of about 34% at T1and 66% at T3.

Non  propulsive esophageal contractions
radiologically described as tertiary contractions or
"corkscrew" oesophagus suggest the presence of an
underlying motility disorder and may lead to impaired
acid clearance [22]. Patients enrolled in the present
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Figure 1 RSI (A) and GIS (B) score in patients with gastro-esophageal reflux associated with dysphonia at TO (Red), after one month (Yellow)
and three months (Blue) of treatment with Refluward® HA. Data are expressed as mean + standard deviation.
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Figure 2 RSI (A) and GIS (B) score in patients with reflux esophagitis at TO (Red), after one month (Yellow) and three months (Blue) of treatment

with Refluward® HA. Data are expressed as mean + standard deviation.
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Figure 3 RSI (A) and GIS (B) score in patients with tertiary esophageal contractions at TO (Red), after one month (Yellow) and three months
(Blue) of treatment with Refluward® HA. Data are expressed as mean + standard deviation.
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Figure 4 RSI (A) and GIS (B) score in patients with hiatal hernia at TO (Red), after one month (Yellow) and three months (Blue) of treatment with

Refluward® HA. Data are expressed as mean + standard deviation.
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Figure 5 RSI (A) and GIS (B) score for all enrolled 40 patients at TO (Red), after one month (Yellow) and three months (Blue) of treatment with

Refluward® HA. Data are expressed as mean + standard deviation.

study with tertiary esophageal contractions, showed
at To very high levels in both RSI and GIS score
(about 30), but, after the treatment with Refluward®
HA, all the symptomatology was optimally reduced
with high percentage for both RSI and GIS score
(Figure 3). As reported in other papers, it could be
hypothesized that detection and treatment of GERD
symptomatology may improve the symptomatic
management of patients with non-propulsive
esophageal contractions [22]. Hiatal hernia is

another gastro-esophageal disease considered at the
enrolment time because its familiar manifestations
include gastric reflux, nausea, bloating, chest and
epigastric discomfort, pharyngeal and esophageal
expulsion and dysphagia [23].

According to these data, the patients showed
very high RSI and GIS score at To that were all
improved after the treatment with Refluward® HA
with a reduction of the symptomatology ranging

Manchefio Ferreras R, et al. (2025) J Biomed Res Environ Sci, DOI: https://dx.doi.org/10.37871/jbres2218



TOPIC(S): GASTROENTEROLOGY | PHARMACOLOGY | THERAPEUTICS | PUBLIC HEALTH

=

between 33-43% at T1 and 67-77% at T3 (Figure 4).
Considering all the patients enrolled (n = 40) for all
the conditions related to gastro-esophageal diseases,
it was recorded that both RSI and GIS score were
reduced after one moth of treatment respectively of
41% and 37% with an optimization up to 67% and
77% continuing Refluward® HA oral administration
for three months (Figure 5). No side effects or drop
out were detected.

The obtained results indicated the high therapeutic
potential of Refluward® HA in control gastro-
esophageal and extra gastro-esophageal symptoms
deriving from four different conditions examined
such as gastro- esophageal reflux, reflux esophagitis,
hiatal hernia and tertiary esophageal waves in adults’
population without any side effects demonstrating a
good safety profile for chronic administration (up to
3 months).

The patented Refluward® HA formulation is able to
determine five different therapeutic actions: prevents
therise of acids and food by forming a mechanical raft,
neutralize the gastric acidity thanks to carbonates
and bicarbonates, protect the mucosa stimulating its
physiological reparation, counteract inflammation
and stimulate the gastric emptying. Refluward® HA,
after more important clinical investigations with
randomized and placebo-controlled trials, could be
recommended as alternative treatment for example
in patients that are not responsive to PPIs; in fact,
for different GERD conditions such as non-erosive
gastroesophageal disease, it’s estimated that about
30-55% of patients receiving PPI therapy did not fully
respond to treatment [24,25].

Conclusion

A total of 40 patients suffering of four different
conditions correlated with gastro-esophageal area
such as gastro-esophageal reflux, reflux esophagitis,
hiatal hernia and tertial esophageal waves with both
typical and atypical GERD symptomatology were
enrolled in the present retrospective clinical survey.

Refluward® HA oral administration after one
month reduced the total symptomatology of gastro-
esophageal diseases according to two different
questionnaire used RSI and GIS score. Moreover,
continuing the therapy up to 3 months, a further
reduction in the symptomatology was obtained
without any side effect or drop out. The obtained data
demonstrated the efficacy and safety of the innovative
nutraceutical Refluward® HA in people with different
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diseases and with their different manifestations with
gastro-esophageal and extra gastro-esophageal
localization. More consistent randomized and
placebo-controlled  studies considering also
plasmatic or endoscopic data are necessary to confirm
Refluward® HA as a novel therapeutic potential
treatment for different gastro-esophageal diseases.
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