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Abstract 
When the structure of the connective tissue is disturbed, the probability of developing 

pathology of the internal organs increases. The gastrointestinal tract is one of the systems 

that is most often involved in the pathological process in the case of such disorders. Due to 

its mesenchymal origin, the esophagus is one of the first to suffer. 

Normalization of mineral metabolism, correction of immunological and bioenergetic status 

are the main tasks in the treatment of such patients. Therapy with magnesium drugs, 

vitamins, anabolic drugs, β-blockers, aldosterone antagonists, and amino acid drugs 

should also be used for this purpose. Patients in this group should also take drugs that 

contain vitamin D3. 
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Introduction 

Undifferentiated connective tissue 

dysplasia (UCTD) refers to unclassified systemic 

autoimmune pathologies that have common 

clinical and serological manifestations with 

certain connective tissue diseases (CTD) but 

do not meet any of the criteria for their 

classification (Mosca, Tani, Vagnani et.al., 

2014).  

The natural evolution of UCTD has not yet 

been definitively established, and according 

to the results of eleven years of observation of 

such patients, about 62% of them continue to 

suffer from it, 24% have reverse development, 

and 14% developed specific connective tissue 
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disease (CTD) (García-González, Rodríguez-

Lozano, Bustabad, Ferraz-Amaro, 2017). 

Patients with UCTD are more susceptible to 

adjuvant factors, including proximity to 

factories, plants, wearing metal implants, 

vaccination. One of the systems most often 

involved in the pathological process in UCTD is 

the gastrointestinal tract, and among its 

organs in one of the first places - lesions of the 

esophagus, which is probably due to its 

mesenchymal origin (Bodolay et al., 2003). 

 

Design/Methodology/Approach 

The aim of the study was to summarize the 

existing knowledge about modern 

approaches to treatment in patients with 

gastroesophageal reflux disease on the 

background of the syndrome of 

undifferentiated connective tissue dysplasia 

while proposing an action plan to improve 

their quality of life.  

Based on the obtained data, the authors 

aim to raise the awareness of interested health 

professionals and create a basis for further 

research. 

Results and discussion 

Treatment of gastroesophageal reflux 

disease (GERD) involves focusing on those 

pathological conditions that contribute to the 

strengthening of pathogenetic links of 

development and the appointment of 

antireflux therapy. 

Drugs of choice for GERD 

pharmacotherapy are antisecretory agents 

and primarily proton pump inhibitors (PPIs) 

(Sawada, 2020; Sharma, Yadlapati, 2020; 

Surdea-Blaga, 2016). Two ways can also be 

used to increase the effectiveness of 

treatment and the rapid elimination of 

symptoms, including the combination of PPIs 

with alginates, antacids, or prokinetics or 

increasing the dose of the drug (Januszewicz, 

2019). The expediency of the use of 

pharmaceuticals aimed at protecting the 

mucous membrane of the esophagus is due to 

the pathogenesis of GERD, namely - cellular 

and molecular mechanisms of inflammatory 

changes in the mucous membrane of the 

esophagus. Healthy esophageal epithelium 

provides an effective barrier to permeability 

between reflux and esophageal nociceptors, 

as its cells normally have acid buffering and 

acid transport properties (Müller, 2019).  

The phenomenon of "acid pocket" has 

been in the center of attention of acid-

dependent pathology of the esophagus for 

more than a decade. Although its 

appearance postprandial is a physiological 

phenomenon, in patients with GERD it is usually 

larger and more proximal, so it may increase 

the tendency to acid reflux, especially if the 

lower esophageal sphincter (LES) is caused by 

a lack of its connective tissue components. It 

has been scientifically confirmed that "acid 

pocket" as a dynamic phenomenon is a bad 

target only for acid-blocking agents 

(Chernobrovyj, Melashchenko, Chernobrova,  

Ksenchyn, 2017). In such cases, it will be more 

appropriate to prescribe a complex of acid-

suppressive therapy with an alginate-antacid 

combination, because according to 

international treatment protocols, it may be 

more useful than acid-suppressive therapy 

alone (WGO, 2015). 

The Romanian Society of 

Neurogastroenterology conducted a 

systematic scientifically based analysis, 

according to which it concluded the benefits 

of adding to the PPI drugs aimed at protecting 

the esophageal mucosa. In particular, they 

note that the alginate-antacid combination is 

superior to both placebo and antacids for the 

treatment of mild reflux symptoms, and has 

proven to be an additional agent to PPIs for 

the treatment of persistent symptoms. 

Alginate-antacid complex, in addition, to 

quickly eliminating symptoms, gave almost no 

side effects, improved quality of life. American 

researchers Leiman, DA et al. (2017) in the 

systematized literature review data also draw 

attention to the higher efficacy of alginates for 

the treatment of symptomatic GERD, as 

opposed to placebo and antacids. «Gaviscon 

double action» has a unique mechanism of 

action, forming a gel-like barrier on the surface 

of the gastric contents, which prevents 

aggressive gastric contents from entering the 

esophagus.  

According to scientific data, it was 

especially effective in the fight against 

postprandial "acid pockets". Even in cases of 

gastric contents entering the esophagus, 

alginates are ahead of it, protecting the walls 

of the esophagus from the negative effects of 

gastric contents. Studies by Muller M et al. 

(2019), which prove its effectiveness and 

safety and emphasizes the role of this alginate 
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complex in combating the symptom of "night 

break", as a result of which the quality of sleep 

in patients improves. This study is also 

supported by a randomized clinical trial of 

Coyle C et al. (2017). 

Concerning UCTD, from a clinical point of 

view, such a group of patients needs a 

differentiated approach to treatment and 

prevention technologies. For treating patients 

with such comorbid pathology necessary to 

take into account the pathogenetic 

mechanisms of its development and actively 

involve clinicians of various profiles. There are 

currently no international UCTD treatment 

protocols that prescribe specific treatments. 

An important element of treatment is the 

proper nutrition of such patients with foods 

enriched with substances that are actively 

involved in connective tissue metabolism.  

Normalization of mineral metabolism, 

correction of immunological and bioenergetic 

status are the main tasks in the treatment of 

such patients (Butkova, 2018; Mishchuk, 2019). 

Therapy with magnesium drugs, vitamins, 

anabolic drugs, β-blockers, aldosterone 

antagonists, and amino acid drugs used for 

this purpose (Solieiyko, 2014; Antunes et al., 

2019). Also, patients in this group should use 

drugs containing vitamin D3, the lack of which 

leads to a deficiency of calcium, zinc, and 

disorders of calcium-phosphorus metabolism. 

And all this leads to disorders of connective 

tissue metabolism (Omelchenko, Mukvich, 

Lavrenchuk, 2017; Romash, 2019). 

Micro- and macroelements, vitamins, as 

cofactors of matrix metalloproteinases, play 

an important role in the synthesis of the main 

structural proteins of connective tissue. In 

particular, Mg2+ affects the activity of 

enzymes involved in collagen formation, 

giving the connective tissue matrix elasticity 

and resilience.  

Pyridoxine is also important for metabolic 

support of connective tissue function and 

stimulation of collagen formation (Solieiyko, 

2014; 2018). Its deficiency leads to peeling of 

the skin, dandruff, eczema. Having the ability 

to affect the level of endogenous amino 

acids, it helps to normalize keratin, the main 

protein of the connective tissue of the skin, 

nails, hair. With magnesium and pyridoxine 

deficiency, connective tissue protein synthesis 

slows down (Omelchenko, Mukvich, 

Lavrenchuk, 2017).  

In addition, vitamin B6 is a universal carrier 

of Mg2 + in the middle of the cell, providing its 

homeostasis. After all, Mg2+ deficiency 

increases the activity of matrix 

metalloproteinases (MMPs) which causes 

aggressive degradation of collagen fibers with 

subsequent loss of connective tissue strength.  

Experimental work has begun in recent 

years to show that magnesium deficiency can 

also affect the development of GERD. Smooth 

muscle contraction is known to regulate 

vascular tone. And the balance of Ca2 + and 

Mg2 + ions maintain adequate blood flow and 

trophic of the submucosal layer of the 

esophagus, provides post-epithelial protection 

of the mucous membrane (Akyüz, Mutluay 

Soyer, 2017). Therefore, the imbalance and/or 

deficiency of these ions can disrupt the 

processes of neuromuscular transmission and 

muscle contraction, which in turn manifests 

itself in the form of GER and duodenogastric 

reflux (DGR). Decreased magnesium 

concentration in the body contributes to a 

more severe course of GERD and reduced 

quality of life (Iudici et.al., 2017). At the same 

time, the dynamics of Mg2 +, Ca2 +, and MMPs 

activity under the influence of drugs 

containing magnesium and calcium were not 

studied in patients with GERD on the 

background of UCTD. 

Conclusions  

Therefore, there are currently no clear 

recommendations for the treatment of GERD 

on the background of UCTD. 

Recommendations for the correction of 

metabolic disorders in GERD on the 

background of UCTD are few and insufficiently 

substantiated. The frequency of such 

comorbid pathology indicates the need to 

find new ways of early diagnosis and 

correction of this process. 
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