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ABSTRACT

Background: Celiac disease (CD) is a widespread disorder caused by an intolerance to gluten
which is a protein found in many foods in genetically susceptible individuals. The disease
is characterized by small-intestinal mucosal injury and nutrient malabsorption. Currently,
in spite of a life-long gluten-free diet is the effective and available treatment option for
patients with CD, the widespread use of wheat-derived gluten in the food industry limits
the effectiveness of treatment. Therefore, it is needed to perform further studies on non-
dietary therapies which solve the causes of the disease. The Remember/Regeneration
Therapy Method (RTM) is a novel holistic medicine approach that targets physiopathological
changes in quadruplet body structures and includes various complementary methods such
as acupuncture, ozone therapy, and phytotherapy, etc. in different combinations which are
determined depending on the disease.

Case Presentation: We present two celiac cases that were serologically diagnosed and
successfully healed with the RTM without a significant side effect.

Conclusion: RTM may provide consistent results for CD and similar diseases by using
combinations of various holistic medicine methods in different doses, durations, and
sessions. The identification of epigenetically regulated genes related to CD may be promising
to develop epigenetic drugs for disease management. For that purpose, further scientific
studies that contain the aforementioned features are needed.
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Background

Celiac disease (CD) is a widespread disorder characterized by
small-intestinal mucosal injury and nutrient malabsorption. It
is caused by an intolerance to gluten which is a protein found
in many foods. Also, genetic predisposition is one of the main
characters of CD [1]. Many scientific studies have demonstrated
that CD is a disease that involves various epigenetic mechanisms
as well as it’s genetic aspects. [2-4]

Currently, a life-long gluten-free diet is an effective and available
treatment option for patients with celiac disease. But, the
widespread use of wheat-derived gluten in the food industry
limits the effectiveness of life-long gluten diet [5]. Therefore,
many scientific studies that target various issues related to the
disease such as non-dietary therapies, gluten tolerization, and
immunomodulation and immune cell-targeted therapies have
been performed by considering the pathological mechanisms of
the disease [6]. Alternative options were investigated in order
to find curative medical approaches. It has been demonstrated
that alternative and complementary medicine methods such
as acupuncture and phytotherapeutic agents have beneficial
effects on CD [7,8].

On the other hand, the links between epigenetic mechanisms
and CD have recently become the subject of scientific research
[9]. Novel scientific discoveries in the sciences of biology and

genetics have demonstrated that inheritance has a whole new
dimension beyond the genes, not in the structure of the DNA.
In this new dimension of inheritance called epigenetics, it has
been shown that changes can be transferred to new generations
[10,11]. The importance of epigenetic modifications in long-
term memory performance has been demonstrated in the most
extensive and comprehensive study on DNA methylation. The
processes such as chromatin remodeling, histone modifications,
and non-coding RNA are also other important changes that
belong to epigenetic mechanisms [12].

The Remember/Regeneration Therapy Method (RTM) is a
holistic approach which consists of diagnostic and treatment
systems that include mainly phytotherapy and different
combinations of various complementary and traditional medical
methods such as acupuncture, cupping therapy, hirudotherapy,
ozone therapy, etc. Phytotherapy is the main and pivot part
of the RTM while the other treatment modalities are used to
support its effects. In phytotherapeutic applications of RTM,
two main groups of phytotherapeutics called “Remember
Herbs” and “Regeneration Herbs” are used. According to the
RTM, diseases are seen as the reflection of epigenetic changes
in the phenotype resulting from the gene-environment
mismatch. The treatment strategy is based on the recovery of
health by essentially improving the deteriorating structures. It
has been considered that the pathological process of a disease
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can potentially be reversed by RTM, considering the epigenetic
changes. It has been clinically observed that epigenetic changes
and irregularities improved when appropriate treatment
protocols were applied, as in the RTM [13].

Case Presentation

In the current study, two cases with CD are presented.
The patients received a specific mixture called RTM
phytotherapeutics in RTM Clinic, Izmir, Turkey. All complaints,
clinical and laboratory findings of the patients were healed
within 8-16 months following the beginning of treatment. At
the end of the 5-year and 3-year follow-up period, respectively
in Case 1 and Case 2, no relapse has been detected in neither
of the cases.

Casel

Case 1 was a 13 years old female with CD and was suffering from
the disease for 1.5 years. There was no family history and no stress
factor which trigger the disease. The case was cured with RTM
phytotherapeutics consisting of different herbal extracts.

The following RTM phytotherapeutics were used for Case 1 for
16 months;

o DVD.SNO, 3*2 (A mixture with thistle)

o ISY.CP, 3*2 (A mixture with nettle leaf)

0 ARD.REM, 3*1 (A mixture with juniper fruit)
o SDS.X, 3*1 (St. John’s wort extract)

Case 2

Case 2 was a 9-year-old female with CD and was suffering from
the disease for 4 months. There is no family history and no
stress factors which trigger the disease. The case was cured
with RTM phytotherapeutics.

The following RTM phytotherapeutics were used for Case 2 for
8 months;

o DVD.ARD, 2*1 (A mixture with thistle and Juniper fruit)
o DVD.SNO, 2*3 (A mixture with thistle)

o ISY.CP, 2*3 (A mixture with nettle leaf)

o KiD MiX, 3*1

We presented the results of two cases with CD following the
RTM. In this article, the recovery process of two patients with
CD after RTM, after long-lasting conventional treatments will
be discussed.

Follow up period and the diagnostic results

Both patients were called for follow up periodically, and
physical examination and other practices were performed.
Clinical findings or complaints were not observed during the
follow-up period of 5 and 3 years in Case 1 and 2, respectively.
Briefly, both cases were completely healed with RTM within
16 and 8 months, respectively (Table 1). Also, the healing process
was supported by the improvement in antibodies (Table 2 and 3).

Also, there were no side effects caused by RTM so patients did
not interrupt the treatment. The therapy exhibited a desirable
safety outline and was associated with a good response rate of
100% within 8 to 16 months.

Limitations

In this study, we could not use molecular methods to explain
the mechanism of action of RTM in terms of epigenetic
regulation. Since the cases were out of control of our clinic
before RTM, they came to us without epigenetic analysis.
Therefore, we could not show the possible mechanism of the
epigenetic process. The fact that the study was a retrospective
study also contributed to this limitation.

Discussion

Celiac disease, or gluten enteropathy, is caused by a sensitivity
to the gliadin fraction of gluten [14]. Therefore, the analysis of
antibodies against gliadin has been a significant improvement
in the diagnosis of the disease. The antigliadin tests shows high
variability in terms of sensitivities and specificities. It has been
shown that immunoglobulin (Ig)G-based antigliadin (AGA)
tests were generally poor in both parameters while the IgA-
based test was poorly sensitive but more specific. Whereas,
the IgA endomysium (EMA-IgA) and tissue transglutaminase
(TTG-IgA) tests have been shown to be both highly sensitive
and specific with values for both parameters exceeding 95%
in most studies [15]. But it is considered that such screening
tests cannot replace intestinal biopsy that is the gold standard
for diagnosis of CD [16]. In the current study, we aimed to
demonstrate the efficacy of the RTM against CD by presenting
the improvement in results of antigliadin, transglutaminase and
endomysial antibody testing following the RTM. For the same
purpose, we presented the disappearing of the complaints in
each case by comparing the change in patient's complaints
before and after treatment to show clinic recovery. During the
RTM, antibodies and existing complaints of patients decreased
and normalized gradually. Moreover, these cases still maintain
their improved state over a long period of follow-up. Another
important point is that patients discontinued diet therapy after
the RTM and still have no complaints. Despite intense scientific
studies, there is no curative and effective treatment against
CD. Therefore, it seems that a life-long gluten-free diet is the
single and most effective treatment option for CD currently. On
the other hand, dietary therapy does not improve the quality
of life completely even if it reduces the clinical complaints of
the patients. Because, although people around the patients
consume all kinds of food with pleasure, they are deprived of
it. Whatever the treatment is, it should also normalize patients'
food consumption and this should be what is expected of an
ideal treatment. This can only be achieved with treatment
protocols that have a new and different perspective, and RTM
is a set of protocols emerged from this different point of view.
Another point we can consider is that the RTM complies with
“primum non nocere” which is the basic notion in medicine
according to the results in both cases.

RTM is a holistic medicine that describes the anatomical
and physiological aspects of physiopathological changes in
quadruplet body structures (QBSs), which is a unique treatment
system where phytotherapy is at the center and integrated
with traditional and complementary applications. In the RTM,
diseases are seen as the reflection of epigenetic changes in the
phenotype resulting from the gene-environment mismatch.
The treatment strategy is based on the recovery of health by
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essentially improving the deteriorating structures. Considering
that many of the epigenetic changes which lead to disease
can potentially be reversed, it has been clinically observed
that epigenetic changes and irregularities improved when
appropriate treatment protocols were applied, as in the RTM.
Thus, firstly, these extraordinary and abnormal conditions that
lead to the gene-environment mismatch should be eliminated,
and secondly, previous normal physiological processes should
be reminded to the body. The name of RTM comes from
the special treatment strategy that is composed of proper
combinations of regenerative and remember phytotherapeutic
agents and holistic medicine methods [13].

Phytotherapy is the main and pivot part of the RTM while the
other treatment modalities are used to support the effect of
phytotherapy. Moreover, in phytotherapeutic applications of
RTM, two main groups of phytotherapeutics called "Remember
Herbs" and "Regeneration Herbs" which consist of different
amounts of various medical herbs are used [13]. Many
phytochemicals have been shown to affect through epigenetic
regulation on some conditions such as cancer chemoprevention
and metabolic syndrome [17,18].

Nowadays, many chronic inflammatory diseases have been
shown to be associated with epigenetic mechanisms [19].
Epidemiological studies have emphasized the link between
perinatal factors such as breastfeeding, cesarean delivery,
and antibiotic use, and the increased risk for inflammatory
bowel disease and/or celiac disease. So, it is considered
that changes in the development and composition of the
intestinal microbiota, as well as epigenetic changes, may be
the key mechanisms through which the perinatal environment
determines susceptibility to intestinal inflammatory disorders
[20]. Scientific discussions about epigenetic remedies that
are used for inflammatory skin disorders still maintain up-
to-date [21]. Therefore, it seems reasonable to consider a
similar scientific discussion for CD, which exhibits a strong
inflammatory process. RTM has ameliorated 2 cases with CD
completely without any side effect, and any relapse has not
been detected after a period of 5 and 3 year-follow-up for each
case respectively. These results may likely be related to the
effects of RTM on epigenetic modification.

Conclusion

As a conclusion, the RTM therapeutics were well tolerated
by both patients with CD, and no side effects were observed.
Clinically, the recovery of patients' health in a short period, and
effective treatment without any side effects gave us new hopes
for CD in the future.

Identification of epigenetically regulated genes related to CD
may be promising in order to develop epigenetic drugs for
disease management. However, further functional studies
might be required to determine epigenetically regulated genes
in CD.
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