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The aim of the work – conduct a literature review to study the most important and complex aspects in the diag-

nosis and treatment of gastroesophageal reflux disease that are encountered in the practice of a family doctor. 

Results. Gastroesophageal reflux disease is becoming an increasingly important disease for the young and able-

bodied population, which gives it not only a medical, but also an economic aspect. This is one of the most com-

mon pathologies in the practice of not only a therapist, family doctor and gastroenterologist, but – due to the 

presence of extraesophageal manifestations – in a wider range of medical specialties. Since gastroesophageal 

reflux disease has many “masks”, this leads to delayed diagnosis and treatment. This disease does not have a 

“gold standard” in routine diagnostics, and the presence of its refractory forms leads to treatment failures and 

complications. With a comorbid course of gastroesophageal reflux disease, both diagnosis and treatment require 

an integrated approach.  

Conclusions. Gastroesophageal reflux disease remains one of the most common diseases in the practice of a 

family doctor. Despite the extensive study of this pathology, it continues to remain difficult in terms of diagnosis 

and treatment, which is associated with the presence of extraesophageal manifestations, comorbid and refracto-

ry course. This requires an additional study of pathogenetic mechanisms and the development of therapeutic and 

diagnostic measures on the basis of this 
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1. Introduction 

At the moment, gastroesophageal reflux disease 

(GERD) is the most common pathology among diseases 

of the digestive system, and among diseases of the 

esophagus its share is 75 % [1]. In the general population 

it averages 14.8 %, while in European countries this fig-

ure reached 17.1 %, in Northern Europe – 15.5 %, in 

Southern Europe – 21.3 % [2]. Has a steady upward 

trend [3], annually increasing by 5 %. In addition, with 

this disease there is a significant decrease in the quality 

of life [4], patients are in fifth place after hypertension, 

menopause, angina pectoris and peptic ulcer disease [3]. 

Today, a particular difficulty in the problem of 

GERD is the presence of comorbid pathology, which, on 

the one hand, changes the clinical course of GERD, and 

on the other, is often masked as extraesophageal manifes-

tations of this disease. All this contributes to the underdi-

agnosis of comorbid pathology in GERD. Therefore, the 

study of GERD and its course is an urgent problem not 

only for gastroenterologists and therapists, but also for a 

wide range of medical specialists.  

The aim of the work – to review the literature to 

study the most important and complex aspects in the di-

agnosis and treatment of gastroesophageal reflux disease, 

which occur in the practice of family medicine. 

 

2. Materials and methods 

A review of the modern literature on the diagnosis 

and treatment of gastroesophageal reflux disease, its ex-

traesophageal manifestations and comorbid course was 

made. To do this, we conducted a search and analysis of 

articles and meta-analyzes in the PubMed, Google 

Scholar, Crossref databases.  

3. Problems of gastroesophageal reflux disease  

Heartburn is the main symptom of GERD in  

40–45 % of megalopolises. Every day up to 10 % of the 

population feel GERD symptoms, weekly – 30 %, month-

ly – 50 % [5]. Despite the fact that most epidemiological 

studies show a significant increase in GERD among elder-

ly people (over 50 years old), in recent years it has been 

significantly rejuvenated [6], and in the age group from 

30–39 years old there has been the greatest increase [7]. 

Since these are people of young working age, this can be-

come not only a medical, but also an economic problem. 

This disease occurs among students (14–16 %) [8] and 

children [9] and adolescents [10]. Rejuvenation of the pa-

thology may lead to an increase in the number of compli-

cations such as Barrett's esophagus and adenocarcinoma 

[11] due to a longer history, which also entails a longer 

treatment with proton pump inhibitors (PPIs). The meta-

analysis showed that long-term use of PPIs increases the 

risk of fractures, bacterial overgrowth and spontaneous 

bacterial peritonitis, community-acquired pneumonia, and 

decreased zinc absorption [12]. 

One of the first problems is that official statistics 

do not reflect the true state of affairs. About 20 % of pa-

tients have an asymptomatic course, another large group, 

in accordance with the “iceberg” phenomenon, does not 

seek medical help, but self-medicates [13]. 

Among the risk factors for the development of 

GERD are the following: age ≥50 years, smoking, con-

sumption of nonsteroidal anti-inflammatory drugs, and 

obesity [2]. Also, according to the results of a meta-

analysis, a potential relationship between alcohol con-

sumption and the risk of GERD has been shown [14]. 

Other authors add genetic factors to this list. It has been 
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shown that 91 % of the alleles that increase the risk of 

GERD also increase the risk of Barrett's esophagus and / 

or adenocarcinoma, which significantly expands the pos-

sibilities of detecting genes for these traits [15]. Other 

studies in this regard call the global acceleration process, 

pregnancy, overeating, excessive consumption of fatty 

foods, chocolate, carbonated drinks, flour products, citrus 

fruits, products containing caffeine, insomnia, the pres-

ence of iron deficiency anemia, diabetes mellitus, sclero-

derma, the effect on the mucous membrane the lining of 

the esophagus, prostaglandins and other mediators of 

inflammation (cytokines), which are released during in-

flammatory processes of the digestive system (peptic 

ulcer, cholecystitis, pancreatitis), dysfunction of the sali-

vary glands, stress, surgery, increased gastric secretion, 

duodenostasis, work associated with frequent torso bend-

ing and weight lifting [3]. Meta-analysis shows that H. 

pylori eradication is considered one of the risk factors for 

GERD [16]. In the pathogenesis of GERD, the main role 

is assigned to impaired nervous regulation and a decrease 

in the tone of the lower esophageal sphincter (LES), 

which leads to a decrease in the function of the antireflux 

barrier LES and an increase in the frequency of gas-

troesophageal reflux and the volume of refluctate [1]. 

The autonomic nervous system (ANS) has an important 

effect on motor skills and secretion. With dysfunction, 

the tone is shifted to one side or the other, which causes 

an increase or inhibition of the motor-secretory function, 

affects the tone of the sphincter and leads to GERD [17]. 

Not the last role is assigned to neuroregulatory influ-

ences. These are the melatonin-serotonin system [18], 

thyroid hormones [19], ghrelin [20], pro-inflammatory and 

anti-inflammatory adipokines [21], which play an im-

portant role in the regulation of motor secretory function. 

In the diagnosis of GERD, especially its non-

erosive form, the patient's complaints play the main role. 

Esophageal symptoms include: heartburn, regurgitation, 

belching, chest pain, feeling of a lump in the throat, ru-

mination, hypersalivation, rarely hiccups. In addition, 

along with daytime symptoms, there is nocturnal symp-

tomatology, which is manifested by nocturnal reflux and 

heartburn, which leads to disturbed sleep and causes 

sleep fragmentation [22]. Nocturnal manifestations are 

noted in 89 % of patients with GERD. In addition, noc-

turnal refluxes are more aggressive than daytime ones, 

which is associated with prolonged contact of acid with 

the esophageal mucosa due to a physiological decrease in 

swallowing movements during sleep, as well as an in-

crease in the number of complications, in particular ade-

nocarcinoma [3]. A meta-analysis showed that there is a 

significant correlation between obstructive sleep apnoea 

syndrome and hypopnea and gastroesophageal reflux 

disease [23]. 

According to the European guidelines for the 

management of patients with GERD [24], the diagnostic 

criterion is the occurrence of symptoms at least twice a 

week and impaired quality of life due to these symptoms. 

With the initial visit and the absence of alarming symp-

toms, the diagnosis can be made without endoscopy, but 

this approach entails the possibility of missing a more 

serious illness in the patient, which will also be charac-

terized by the presence of heartburn. 

Quite often, patients with a non-erosive form of 

GERD show extraesophageal symptoms in the form of 

oropharyngeal, dental, respiratory, pseudocardial symp-

toms. According to some reports, almost a quarter of 

patients with GERD have exclusively extraesophageal 

symptoms that obscure the GERD itself. Such patients 

often turn to “specialized doctor”, which creates the pre-

requisites for making an incorrect diagnosis, little or even 

ineffective treatment, and most importantly, the progres-

sion of the underlying disease and the development of 

complications [3]. For example, sometimes instead of 

heartburn, patients complain of a feeling of pain behind 

the breastbone, which requires diffiagnosis with ischemic 

heart disease, reflex angina pectoris, and retrosternal 

symptoms. Also, more than one third of cases of bron-

chial asthma are caused by GERD [1]. Oropharyngeal 

symptoms occur when the organs of the oral cavity and 

pharynx are affected by the acidic contents of the stom-

ach. These include inflammation of the nasopharynx and 

sublingual tonsils, pharyngitis, a feeling of a lump in the 

throat, and malignant lesions of the pharynx. Otolaryngo-

logical symptoms are manifested by laryngitis, hoarse-

ness, granulomas, ulcers, vocal cord polyps, otalgia, rhi-

nitis, otitis media. The results of a meta-analysis confirm 

a significant association of GERD with chronic rhinosi-

nusitis, with both acid and non-acid reflux being risk 

factors for this pathology [25]. Dental symptoms include 

tooth decay, tooth enamel erosion, periodontal disease, 

and aphthous stomatitis. Bronchopulmonary manifesta-

tions are the development of chronic bronchitis with 

bronchiectasis, bronchial asthma, aspiration pneumonia, 

lung abscess, paroxysmal sleep apnea [1]. The pseudo-

cardial symptoms of GERD are manifested by chest pain 

syndrome, which is not associated with heart disease. 

Cardiac symptoms are accompanied by arrhythmias and 

pain in the heart. Elderly patients are characterized by 

atypical symptoms of GERD. Despite the insignificant 

severity of symptoms, they may exhibit pronounced 

morphological changes in the mucous membrane of the 

esophagus [3]. 

Thus, pulmonologists, otolaryngologists, dentists, 

and cardiologists should add GERD with its extraesoph-

ageal manifestations to their list of differential diagnoses. 

Extraesophageal reflux manifestations are most effec-

tively diagnosed using a step-by-step approach that in-

cludes empirical treatment and antisecretory therapy, 

24-hour multichannel intraluminal esophageal imped-

ance monitoring in combination with pH-metering, and 

surgery [26]. 

Thus, using traditional research methods, it is not 

always possible to diagnose GERD, especially its non-

erosive form. At the moment, a search is underway for 

new methods for diagnosing this pathology. A study of 

salivary pepsin has been proposed, but a meta-analysis 

showed that salivary pepsin has moderate diagnostic val-

ue for GERD and is not as useful as previously thought 

[27]. Also, the scientific study of the ultrasound method 

for examining the stomach and the upper third of the 

esophagus with water loading is being carried out. This 

method is minimally invasive, at the same time, quite 

informative and easily applicable in the routine practice 

of a doctor [21]. 
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Another difficult point in the diagnosis is the 

presence of a comorbid pathology. GERD occupies a 

leading place among the pathologies that occur in multi-

morbid patients [28]. Chronic obstructive pulmonary 

disease [29], bronchial asthma [30], diabetes mellitus 

[31], ischemic heart disease [32], thyroid pathology [19], 

and other diseases may accompany GERD. A feature of 

the comorbid course is mutual burdening, changes in the 

clinical picture, difficulty in diagnosis and treatment.  

Despite the increased prevalence of GERD in pa-

tients with asthma and COPD, a causal relationship has 

not been established. Sources confirm that GERD is a 

risk factor for exacerbations of COPD [29]. GERD has 

been shown to impair COPD control and enhance bron-

chial reactivity and microaspiration. The risk of bacterial 

colonization of the lower respiratory tract increases and, 

as a consequence, the risk of exacerbations of COPD 

increases [33]. 

The data on the problem of the comorbid course 

of GERD with type 2 diabetes mellitus (T2DM) are con-

tradictory, while some authors believe that GERD can be 

considered as a complication of T2DM. Possible patho-

genetic mechanisms include diabetic nephropathy and 

diabetic gastropathy, which lead to movement disorders 

of the upper digestive tract and thereby increase the de-

velopment of pathological gastroesophageal reflux. The 

presence and severity (frequency of erosive lesions of the 

esophagus) of GERD are directly related to the duration 

of T2DM. Patients with T2DM are more likely to suffer 

from asymptomatic GERD as a result of visceral neurop-

athy, which greatly complicates the diagnosis [34]. 

Due to a change in the thyroid status, a violation 

of the motor and secretory functions of the upper alimen-

tary canal develops. With hypothyroidism, symptoms 

such as pain in the chest and in the epigastric region, 

belching, intensify. An increase in the level of thyroid 

hormones causes an increase in the level of gastrin and, 

as a consequence, an increase in the tone of the lower 

esophageal sphincter [19].  

The symptoms of chest pain caused by GERD are 

similar to those of heart pain, and thus the 2 types of pain 

can be confused. In addition, GERD and coronary artery 

disease (CAD) can interact with each other to cause chest 

pain. Studies have shown that stimulation of the esopha-

gus can cause heart pain, causing cardiac arrhythmias or 

coronary spasms with impaired coronary blood flow. It is 

also known that myocardial ischemia can aggravate 

GERD by causing impaired esophageal motility or relax-

ation of the lower esophageal sphincter. Research results 

indicate that GERD has been associated with an in-

creased risk of coronary heart disease [35]. Based on this, 

it can be concluded that the study of the comorbid course 

of GERD, the features of combined pathogenesis, etiolo-

gy and clinical manifestations, is very relevant for creat-

ing diagnostic algorithms and treatment regimens, taking 

into account all the features and applying an individual 

approach. 

Complications of GERD include esophageal stric-

tures, peptic ulcers of the esophagus, bleeding from ul-

cers of the esophagus, Barrett's esophagus (BE), and 

esophageal adenocarcinoma. A systematic review and 

meta-analysis found a significant association between 

reflux disease and the presence of malignant neoplasms 

of the larynx [36]. Identified the following risk factors 

for the development of BE: GERD – 3 %; GERD plus 

any risk factor – 12.2 %; family history – 23.4 %; age> 

50 years – 6.1 %; obesity – 1.9 %; male sex – 6.8 % [37].  

According to the Gstaad treatment guidelines, 

GERD PPIs are the drugs of choice. H2 receptor antago-

nists can only be used for a short time, as tachyphylaxis 

develops rapidly to them. PPIs dosage and duration of 

treatment depend on the severity of reflux esophagitis 

according to the Los Angeles classification. Studies have 

shown that the use of proton pump inhibitors was associ-

ated with a lower risk of exacerbation and mortality in 

patients with COPD and symptomatic GERD, although 

other reports of treatment outcomes for patients with 

asthma, COPD and GERD have been mixed [33]. Acid 

suppression is an effective therapy for chronic laryngitis 

associated with GERD. An increase in the effect was 

noted in patients with a surgical method of treatment and 

longer therapy [38]. At the same time, there are reports 

that the use of PPIs for more than 1 year may increase 

the risk of CHD [35]. 

Patients with severe erosive esophagitis require 

long-term PPIs therapy or surgical treatment (Nissen 

fundoplication) [24]. A systematic review and network 

meta-analysis of studies of patients with GERD found 

that Nissen fundoplication has the greatest ability to im-

prove physiological parameters of GERD, including an 

increase in LES pressure and a decrease in percentage  

pH <4 [39]. 

Another meta-analysis showed that obese patients 

had more frequent recurrence of GERD symptoms and a 

longer operative time associated with laparoscopic anti-

reflux surgery compared with non-obese patients [40]. 

Prevention of a recurrence of GERD may include on-

demand or short courses. 

With erosive esophagitis, the use of clarithromy-

cin 250 mg and amoxicillin 500 mg twice a day is indi-

cated, for a course of 1 week. 

Prokinetics are used as an adjunct in the treatment 

of GERD. 

Recently, there has been a revival of interest in 

alginates in the treatment of GERD, including the refrac-

tory form. The meta-analysis results show that alginates 

have a stronger advantage over antacids and therefore 

can be considered as the initial therapy for patients with 

mild GERD symptoms, for whom long-term acid sup-

pression is undesirable [41].  

 

3. Results 

Thus, a review of the literature indicates that gas-

troesophageal reflux disease is becoming increasingly 

relevant for the young and able-bodied population, which 

gives it not only a medical, but also an economic aspect. 

This pathology is encountered not only by therapists, 

family doctors and gastroenterologists, but – due to the 

presence of extraesophageal manifestations – also by 

cardiologists, pulmonologists, dentists, otolaryngologists. 

The presence of comorbid pathology and extraesophage-

al manifestations alters the clinical course of GERD, 

which significantly complicates the diagnosis of GERD. 

This disease does not have a “gold standard” in routine 

diagnostics, which creates prerequisites for the search for 

new diagnostic methods. With a comorbid course of gas-
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troesophageal reflux disease, both diagnosis and treat-

ment require an integrated approach. 

 

4. Conclusions 

Thus, gastroesophageal reflux disease is the lead-

ing disease of the gastrointestinal tract. Recently, there 

has been a significant rejuvenation of this pathology, 

which can give an economic dimension to this problem. 

Increased morbidity among children and adolescents can 

lead to more complications (Barrett's esophagus, adeno-

carcinoma). 

The main difficulties in diagnosis are patients 

with non-erosive form of GERD. The comorbid course of 

GERD, as well as the presence of extraesophageal mani-

festations, significantly complicates the identification of 

this pathology. To improve diagnosis, it is necessary to 

take into account not only esophageal, but also extrae-

sophageal manifestations, as well as nocturnal symp-

toms. The use of ultrasound examination of the stomach 

and upper third of the esophagus with water load, which 

is currently being studied in scientific works, may be 

promising in the diagnosis of this form of GERD. 

The presence of a comorbid pathology requires 

additional study of pathogenetic mechanisms and the 

development of therapeutic and diagnostic measures 

based on this. 
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