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Materials and methods. Analysis of scientific publications by the researched topic.

Results and conclusions. Ghrelin was discovered in 1999 by Kopima and co-authors in the
process of studying the receptor for somatotropin-releasing factor (a receptor that enhances the
secretion of growth hormone) and its effect on growth hormone. It turmed out that ghrelin is part of
the link in the process of sumulating and releasing growth hormone from the anterior pituitary gland.
Inn 2000, Mark Heimann and Mathias Chap discovered that ghrelin acts in the brain to regulate food
intake, body weight, obesity, and glucose metabolism. Ghrelin has been found to modulate systemic
metabolism through activation of orexigenic neural circuits, In obesity and some pathological
conditions, the concentration of ghrelin is kept at a low level, and vice versa - il increases during
starvation and weight loss, after gastrectomy and anorexia nervosa, These qualities have given rise 1o
the idea that ghrelin-based compounds may have therapeutic utility in the treatment of malnutrition
and wasting caused by a variety of subacute and chronic disorders. Conversely, compounds that
nhibit the action of ghrelin may be useful mn the prevention or treatment of components of the
metabolic syndrome, such as obesity, dyslipidemia, or insulin resistance, In recent years, the influence
of ghrelin on glucose homeostasis, memory function, and gastrointestinal motility has attracted
considerable attention and revealed new therapeuatic targets for the reatment of a wide range of
pathological conditions. In addition, the discovery of ghrelin-O-acyltransferase has also opened up
new research opportunities that may lead to a deeper understanding of ghrelin physiology, This
review summarizes current knowledge about the synthesis, secretion, mechanism of action, and
biological functions of ghrelin, with additional emphasis on the potential of ghrelin-based
pharmacotherapy. In addition, an increase in the level of ghrelin during stress has been recorded, and
in patients with ulcerative colitis and Crohn's disease in the acute stape, the level of ghrelin can
increase threefold and correlate with the severity of the disease, It plays an important role in regulating
cancer-related processes and counteraching protemn degradation in catabolic states such as cancer
cachexsa. In addition, ghrelin has ant-inflammatory, anti-apoptotic and anxiolytie elTects. The
diverse elfects of ghrelin and its innocuous nature may make it potentially beneficial for patients with
cancer cachexia. The analysis and evaluation of scientific studies of the clinical and therapeutic
effects of ghrelin on metabolie disorders helped to conclude that the introduction of its control into
the practice of elinical research will have a positive effect in the prevention and treatment of metabolic
disorders of vanous penesis.,

PREVENTION OF THE BOTULINUM TOXIN TOLERANCE DEVELOPMENT
AMONG PATIENTS
Ostapets MO, Khomak 0.V, Yartseva M 0, Sochynska A M., Kustenko MO,
Kyiv Medical Uneversity Polish Campus, Poland

Relevance. In recent years, bowlinum neurotoxin type A (BNT A) has gained immense
popularity because it 15 a safe and effective treatment for many diseases, many of which were
considered refractory, as pauents practcally did not respond to previously available therapeutic
methods. The list of indications 15 constantly expanding, and now botulinum toxin therapy 15 a first-
line treatment and 15 recommended for many pathological conditions in newrology and dermatology,
The evidence base for the use of BNT A for the treatment of blepharospasm, cervical dystomia, and
post-stroke spasticity 15 parucularly extensive. BNT A therapy effectively reduces uncontrolled
dystonic movements, muscle spasticity and associated paimn.
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In a published report by experts of the American Academy of Neurology (AAN, 2018), based
on research data, it was confirmed that botulinum toxin treatment meets the critena for evidence and
recommendations of level "A" and is a first-line treatment for back pan, diabetes mellitus and post-
stroke spasticity. The use of botulinem neurotoxin (BNT) as a first-line therapy for complex
neurclogical and dermatological (aesthetic) conditions s approved by the regulatory authorities of
the United States (Food and Drug Admimstration - FDA) and the European Unmion (European
Medicines Agency - EMA), The Cochrane Collaboration, an internatsonal organization that studies
the effectiveness of medicines and treatments through randomized controlled trials, mteracts with the
World Health Organization at the board level and implements joint projects,

The great therapeutic potential of BNT A generates pgreat interest among the medical
community, which contributes to a significant expansion of the areas of application of botulinuim
therapy and its active implementation mn clinical practice in the following main groups of syndromes
muscle hypertonicity (spasticity after stroke and other lesions of the central nervous system, cerebral
palsy, blepharospasm, spastic torticollis, bruxism, ete.); sphincter muscle hyperactivity (achalasia of
the cardia, urinary disorders - detrusor-sphincter dyssynergia and detrusor hyperactivity, spastic
constipation, hemorthoids and rectal fisswres, vaginismus) hyperfunction of the exocrine glands
{(hvpertudrosis, sialorrhea, lacnimation), pain syndromes (myofascial and muscle-tonic syndromes,
tension headache, migramme, facial pain, temporomandibular joint dysfunction); dermatological
diseases (seborrhea, rosacea, psoriasis). Aesthetic medicine doctors should take into aceount that the
cause of facial asymmetry 15 often neurological disorders (hemifacial spasm, neuritis, ete ), so before
prescribing any BNT correction and augmentation with dermal fllers, a patient should be
recommended to consult a neurologist

Botulinem neurotoxin A ityection has been the most commonly performed aesthetic
procedure since 1999 Tt accounted for one-third of the 13.3 nullion mmimally invasive aesthetic
procedures performed 1n the United States in 2020, Based on the eurrent statistics of the global
botulinum toxin marked (2023), 1t is possible to predict a 4-fold increase in this indicator in North
America and Europe by 2030,

The aim of the study is to mvestigate mformation about the danpers of uncontrolled mass use

of botulinum toxin associated with the growth ol 1ts use for aesthetic and therapeutie purposes, which
can lead 1o an increase in tolerance 1o the drug

Results. Treatment with botulinum toxin s widely regarded as safe, effectve, and largely
devond of serious side effects. However, there are two main classes of adverse events associated with
Botox - transient and benign events (well-localized, reversible and self-limited complications that
develop within a few days after the injection and usually disappear withoul any treatment), as well as
potentially serious events (associated with systemic and generalized difTusion of botulinum toxin due
o systemic spread of the toxin, leading to botulism/bowlinum-like syndrome). The first symptoms
of botulism may be severe and prolonged headache and fatigue. Some researchers repont that up 1o
1% of patents receiving botulinum toxin injections may experience severe, debilitating headaches,
Potentially serious events resull from the systemic spread of the wxan, leading 1o signs of botulism or
systermic anaphylactic reactions. The mechamism responsible for the generalized diffusion of
botulinum toxin is unknown. The proposed hypotheses are enther systermic spread or retrograde axonal
spread of the toxin. It 1s unclear whether generalized diffusion 15 associated with the distribution of
botulinum toxin or its mactive metabolites. 10is known that the toxin can pass through an intact vessel
wall. Long-term negative consequences of botulinum toxin use may be immunoresistance to the toxin
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due 1o the constant formation of antbodies, which will require constant drug changes and increased
dosages.

Conclusions. Patient education 1o raise awareness ol therr pathology 1s the key to a success{ul
treatment strategy while raising awareness of thes issue among healthcare professionals and
mnstitutions will help mainimize the serious and dangerous consequences of mass use of botulinum
toxin. It is important to mform the public, general practitioners, and government officials not only
about the availability of advanced treatments using botulinum toxin but also to educate them about
the negative consequences of s widespread popularization, It is necessary to study the possible
immunological impact of production technologies and components that make up different botulinum
toxin preparations. Physicians should use clinical expernience to decide how and when to treat patients
to minimize the nsk of immunosuppression.

BIOCHEMICAL MARKERS OF THE PROGRESS OF GASTROESOPHAGEAL
REFLUX DISEASE IN PATIENTS WITH DUODENOQGASTRIC REFLUX
REeva TV Reva V.B
Bukovinian State Medical University, Chernivisi, Ukraine

Relevance. Gastroesophageal reflux disease {GERD) is a common clinical problem, affecting
millions of people worldwide Patients are recognized by both classic and atypical symptoms. Acid
suppressive therapy provides symptomatic relief and prevents complications in many individuals with
GERD. The combination of GERD with duadenogastric rellux (DGR) causes significant damage to
the gastric mueosa. Advances in diagnostic and therapeutic modalities have improved our ability to
identify and manage disease complications,

Aim. To study climeal features of the course of pasiroesophageal reflux disease wath
accompanying duodenogastric reflux, features of endoscopic changes in the esophageal mucosa, the
functional state of the endothelium, pH-metry and bilimetry.

Maierial and methods. 70 patients with gastroesophageal reflux disease aged 28-63 were
examined, the average age was 41 5483 years 40 patients with GERD with accompanying
duodenogastrie reflux were selected for the main group. The companson group consisted of 30
patients with typical symptoms of gastroesophageal reflux. The comprehensive study included a
survey (the GERD Screener gquestionnaire), climeal examination, laboratory and instrumental
research. The functional state of the endothelium was assessed by the content of NO metabolites. The
conment of NO in the blood serum was judged by the content of the sum of the final metabolites of
mitrogen monoxide (nitrates + nitrites) when using the Griess reagent. The concentration of ile acids
in the alkaline content was determined by the method of J.G. Reinhold, DW. Wilson (1932). The
degree of DGR was assessed by ranking the concentration of bile acids according to H.G. Ivanov
{1978): I degree — 0.01-0.2 mmol/l, 1T degree — 0.2-0.4 mmol/l, III degree - more than 0.4 mmol/]

Results, Among the examined GERD patients with DGR, 33 (82.5%) women predomunated,
17.5% (7 patients) men. The ratic of women to men was 4.7:1. In the companson group (GERD),
there were 16 (33.3%) male patients and 14 (46.7%) female patients

The clinical picture of GERD was dominated by heartburn, which was observed in 23 (57 5%)
patients from the main group and in all examined subyects from the companson group. Nocturnal
heartburn was observed i 13 (37.5%) patients from the mamn group and in 7 (23.3%) from the
comparison group. Adr or acid belching was detected in 13 (32.5%) patients with concomitant DGR,
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