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Aim: to present key data on the role of gastrointestinal motility dysfunction in the pathogenesis of functional and or-
ganic diseases and the importance of acotiamide in the correction of these disorders and to introduce a resolution
of the expert council of the Russian Gastroenterological Association and the Russian Society of Neurogastroenter-
ology and Motility.

Key points. Gastrointestinal motility dysfunction represents a key pathogenetic factor that determines the develop-
ment and clinical course of a broad range of diseases. Functional dyspepsia and gastroesophageal reflux disease
are highly prevalent conditions, and motility impairments, such as impaired gastric accommodation and delayed
gastric emptying, account for their frequent co-occurrence in the same patient. For the pharmacotherapy of these
diseases, drug products with a prokinetic effect are of substantial importance. Acotiamide has a proven prokinetic
effect, improves gastric accommodation and emptying, and reduces the severity of symptoms of postprandial dis-
tress syndrome and overlapping manifestations of gastroesophageal reflux disease. In a multicenter Russian study,
aresponse to acotiamide therapy was noted in 74.1 % of patients with postprandial distress syndrome versus 51.9 %
in the placebo group (p < 0.001). Dysmotility and its association with gastrointestinal symptoms in H. pylori-associ-
ated dyspepsia, reflux gastritis, and autoimmune gastritis, as well as therapeutic measures to correct these disorders
and alleviate symptoms, require further research.

Conclusion. Further research into motility disorders of the gastrointestinal tract will help to elucidate the pathogen-
esis of a number of functional and organic gastroenterological diseases. The body of evidence from international
and local studies confirms the clinical efficacy and safety of acotiamide. Its inclusion in national clinical guidelines
justifies the use of the drug product in patients with functional dyspepsia and gastric motility disorders, including
cases in combination with gastroesophageal reflux disease.
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Llenb: pacCcMOTPETb KNOYEBLIE AAHHbIE O POV HAPYLLEHNA MOTOPHOM (PYHKLMW XENYA0YHO-KMLLEYHOrO TpakTa B na-
ToreHese GYHKUMOHASbHbIX M OPraHNyYecknx 3ab0neBaHnin U 3HaYeHVe akoTuaMmmnaa B KOPPEKLUMU JaHHbIX HAPYLLEHUIA,
NpeacTaBUTb PE30IOLIMIO COBETA 3KCNEPTOB POCCUNCKOWN raCTPO3HTEPOIOrMYECKO accoLmaLmm n Poccuiickoro 06-
LLLleCcTBa HEMPOraCTPOIHTEPOSIOr NN Y MOTOPUIKN.

OCHOBHbIE NMOJIOXEeHUN. HapyLueHNss MOTOPUKIM XeNya0yHHO-KMLLEYHOro TpakTa SBASOTCSA K/OYEBbIM MNaToOreHeTnye-
CKVM 3BEHOM, OMNPEAENsioLMM Pa3BUTME U KIIMHUYECKOE TeHEHME LUMPOKOro cnekTpa 3aboneBaHnin. OyHKUMOHaNbHAs
oucnencus 1 ractpoasodareanbHas pediokcHaa 601e3Hb OTIMYAIOTCA BbICOKOW PacnpOCTPaHEeHHOCTbIO, a ABura-
TeNbHble HapyLUEeHWs], Takne Kak HapyLleHMe akkOMOOaLIMM XenyaKa 1 ero OTCPOYeHHOe ONOPOXHEHNe, 00yCNaBnMBaloT
MX YaCTOE COYEeTaHMe Yy OOHOro nauvieHTa. 4nsa gpapmMakorepanmm aTnx 3aboneBaHni CyLLIeCTBEHHOE 3HaYeHNE UMEIOT
npenapartbl C NPOKMHETMYECKNUM 3 dekToM. AkoTnammng, obnagaeT Aoka3aHHbIM NPOKUHETUHECKUM OENCTBUEM, YITy4-
LIaeT akkoMOJaumio U ONOPOXHEHWE XENYAKa, CHUKAET BbIPXXEHHOCTb CUMMTOMOB MOCTAPAHANANIBHOIO AUCTpeCcC-
CUHAPOMA U COYETaHHbIX NPOABEHUI racTpoa3odareanbHo pedtokCHOM 601e3HN. B MHOMOLIEHTPOBOM POCCUINCKOM
MCCNeaoBaHUM OTBET Ha TEpanuio akoTaMmaom oTMedeH y 74,1 % nauneHToB ¢ nocTnpaHananbHbIM OUCTPECC-CUH-
npomom npotue 51,9 % B rpynne nnauetdo (p < 0,001). HapyLueHns MOTOPUKKN 1 NX CBSA3b C raCTPOUHTECTUHANIbHLIMU
cuMnTOoMamu npu H. pylori-accoummpoBaHHOM aucnencum, pedniokc-ractpuTte n ayTOMMMYHHOM racTpute, TepanesTu-
Yyeckmne MeponpusTUS Mo KOPPEKLMN 3TUX HAPYLLEHWIA N IMKBUOALIMM CUMITOMOB TPEOYIOT AaNbHENLLMX UCCNEeO0BaHNN.
3aknoueHue. JanbHelnlme NccneaoBaHna HapyLLIEHWIA ABUraTenbHOM YHKUMK XENyaoyYHO-KULLEYHOrO TpakTa no-
3BOJIAT PACKPbITb NATOreHe3 psaa PyHKUMOHaABHBIX M OPraHMYeCKnX racTposHTeponiormyeckmx 3abonesaHuin. CoBo-
KYMHOCTb A@HHbIX MEXAYHAPOAHbIX U OTEYECTBEHHbLIX UCCNEA0BAHUM NOATBEPXOAET KIMHNYECKYID 3(DPEKTUBHOCTb
1 6e30NacHOCTb akoTnaMmmnaa, a ero BKJIOYEHVE B HALMOHAJbHbIE KIIMHMYECKNE peKkoMeHOaumMm 0O0CHOBLIBAET Mpu-
MEHEHME npenapaTta y NaumMeHToB C PYHKLMOHANBHOM ANCMENCUEN N HAPYLLEHUSMN MOTOPUKN XefyaKa, B TOM Yucne
MpY COYETaHUM C racTpoasodareanbHoM pedioKCHOM 60NE3HbIO.

KnioueBbie cnoBa: raCTpoVHTECTMHA/IbHAss MOTOPUKA, GYHKLUMOHAIbHAS aucnencusl, NocTnpaHananbHbli gucTpecc-
CUHOPOM, racTpoasodareanbHasa pedniokcHasa 601e3Hb, akoTnamma, pedtoKC-racTpuT, ayTOUMMYHHbIA racTpuUT
KOH®NUKT nHTepecoB: aBTOPbI 3as9BNAIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ana untnpoBaHus: VeawkuH B.T., Maes W.B., TpyxmaroB A.C., JlanuHa T.J1., JonrywmHa A.U., 3onbHukoBa O.10., OcuneH-
ko M.®., PymaHuesa [.E., CumaHeHkoB B.U., CtopoHoBa O.A., XnbiHoB U.B., LlykaHoB B.B. Bo3MoXHOCTK (papmakonornieckonm
KOPPEKLMU HapyLLUEHN MOTOPUKN Xenyoo4yHO-KULLEYHOr O TpakTa. POCCUIACKNIA XXypHan raCTpo3HTepOonorim, renaToiornm, Kono-
npokTonoruun. 2025;35(4):7-17. https://doi.org/10.22416/1382-4376-2025-35-4-7-17

On May 23, 2025, under the leadership of
Acade-mician of the Russian Academy of Sciences,
President of the Russian Gastroenterological
Association Vladimir T. Ivashkin, Expert Council
of the Association and the Russian Society of
Neurogastroenterology and Motility “The role of
motility dysfunction in the development of gastro-
intestinal tract diseases” was held.

The main functions of the motility of the diges-
tive tract are to ensure the propulsive movement of
food, its mixing with digestive secretions and the
delivery of substrates for absorption, to prevent
retrograde movement and to evacuate undigested
residues [1]. Certain disorders of gastrointestinal
motility can act as significant pathogenetic factors
contributing to the development of many gastroen-
terological diseases. The group of diseases with pri-
mary disturbances of the motility of the digestive
tract includes both organic diseases and functional
disorders — disorders of the interaction “brain —
gastrointestinal tract”. The purpose of the Expert
Council meeting was to present key data on the role

of gastrointestinal motility disorders in the patho-
genesis of functional and organic diseases and to
review the significance of acotiamide in the manage-
ment of these disorders. The experts’ main focus was
on functional dyspepsia (FD) and gastroesophageal
reflux disease (GERD).

Functional dyspepsia and gastrointestinal
motility disorders

FD is the most common gastroduodenal func-
tional disorder, with a global prevalence in the
general population reaching 7.2 % (7.1-7.4 %)
based on online surveys and 4.8 % (4.5-5.1 %)
based on home interviews. According to clinical
variants of FD, the respondents were distributed
as follows: postprandial distress syndrome ac-
counted for 66.6 and 59.5 %, epigastric pain syn-
drome — 15.3 and 28.1 %, and these syndromes
overlap — 18.1 and 12.4 % (based on online sur-
veys and home interviews, respectively) [2].

The pathophysiology of FD is multifaceted
and includes complex interactions and mutual
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influences of various factors. These include gas-
trointestinal motility disorders, visceral hyper-
sensitivity, changes in barrier function and the
gastrointestinal microbiota, dysregulation of the
immune system, and disturbances in “brain —
gastrointestinal tract interactions” [1, 3-—3].
Motility disorders are considered not only as
the most important links in the pathogenesis of
FD, but also as targets for the drug action of
prokinetics in the treatment of this widespread
disorder [6, 7].

Experts from the United European Society of
Gastroenterology and the European Society of
Neurogastroenterology and Motility in a consen-
sus on FD named impaired gastric accommodation
and delayed gastric emptying as proven patho-
physiological mechanisms of the disease [8].

The gastric accommodation response is a physi-
ological process involving the relaxation of the
gastric fundus after a meal, which allows food
to be retained in this area. Accommodation dis-
order — lack of adequate postprandial relaxation
of the proximal stomach with rapid entry of food
into the antrum, its stretching and development
of symptoms of epigastric fullness and early sa-
tiety. This movement disorder is detected in FD
in 15—50 % of cases and can be observed not only
in postprandial distress syndrome, but also in
epigastric pain syndrome and their combination.
Delayed gastric emptying is considered as a tradi-
tional cause of the development of FD symptoms.
Delayed gastric emptying has been demonstrated
in approximately 30 % of patients with FD and
is simultaneously a characteristic sign of gastro-
paresis [5, 8]. Gastroparesis is defined precisely
as a delay in gastric emptying in the absence of a
mechanical obstruction. The diagnosis of gastric
emptying disorder can be confirmed by esophago-
gastroduodenoscopy, ultrasound, scintigraphy and
a special breath test [9].

It should be noted that delayed gastric empty-
ing and impaired accommodation are not always
associated with the development of symptoms.
The correlation between gastric emptying rate
and the nature or severity of symptoms in FD
has been inconclusive [5, 8, 10]. A study involv-
ing over 900 patients with upper gastrointestinal
symptoms found that, after one year of follow-up,
changes in gastric emptying test results led to a
revision of the diagnosis from gastroparesis to FD
and vice versa in one-third of the patients. It is
important to note that this reclassification of di-
agnoses did not coincide with significant changes
in the nature or severity of symptoms [10]. Thus,
there is a significant overlap of symptoms between
gastroparesis and FD, and their differential diag-
nosis is a pressing issue [9].

In terms of the development of FD, one can-
not fail to mention hypersensitivity to gastric dis-
tension, which experts from the European Society
of Neurogastroenterology and Motility listed
among the proven pathophysiological mechanisms
[8]. Increased sensitivity to gastric distension
has been found in 34—65 % of patients with FD.
Hypersensitivity manifests itself as the perception
of normal gastric activity, such as stomach full-
ness during eating, as uncomfortable or painful,
which causes FD symptoms. Hypersensitivity to
gastric distension is associated with a higher inci-
dence of postprandial pain, belching, and weight
loss, and increased symptom severity correlates
with increased visceral sensitivity. The connection
between hypersensitivity and the clinical variant
of FD has not been established [5, 8].

Combination of gastroesophageal reflux
disease and functional dyspepsia

Gastroesophageal reflux disease (GERD) is a
chronic organic disease characterized by a primary
disorder of the motor-evacuation function of the
upper gastrointestinal tract, dysfunction of the es-
ophagogastric junction, and the presence of patho-
logical gastroesophageal reflux. Thus, in GERD,
the delay in gastric motor-evacuation function and
impaired gastric emptying lead to distension of
the gastric walls and an increase in intragastric
pressure, which, in turn, triggers transient lower
esophageal sphincter relaxations and increases the
number of pathological gastroesophageal reflux
episodes [11]. Thus, disturbances in gastric ac-
commodation and emptying serve as the basis for
the frequent combination of GERD and FD in one
patient. According to the meta-analysis, 41.15 %
(95 % confidence interval (95%CI): 29.46—53.93 %)
of patients with GERD have symptoms of FD,
and 31.32 % (95 % CI: 19.43—46.29 %) of patients
with FD have symptoms of GERD [12].

In a study of H. pylori-negative patients
(n = 3085), factors associated with the combina-
tion of FD and nonerosive reflux disease compared
with individuals without these pathologies includ-
ed female gender (odds ratio (OR) — 2.08; 95% CI:
1.24—3.52), body mass index < 18.5 (OR = 2.87;
95% CI: 1.56—5.07), alcohol intake > 20 g/day
(OR = 1.85; 95% CI: 1.06—3.15), high anxi-
ety level (high score on the State-Trait Anxiety
Inventory scale) (OR = 2.53; 95% CI: 1.62—4.00)
[13]. In a study of 3281 patients with FD, the
most common disease that was combined with FD
was GERD (50.69 %). Less frequently, a com-
bination of FD with irritable bowel syndrome
(21.46 %) and functional constipation (6.03 %)
was established. Risk factors associated with
the combination of FD with GERD and other
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functional disorders compared with the presence
of FD alone were older age, female gender, low
body mass index, history of gastroenteritis, anxi-
ety, depression, and poor sleep quality [14]. In a
European study, anxiety and depression were also
associated with the combination of FD and non-
erosive reflux disease [15].

The original data were obtained by conducting
not only esophagogastroduodenoscopy, but also
pH-impedancemetry and high-resolution esopha-
geal manometry in patients with a combination
of FD, established according to Rome IV criteria,
and reflux symptoms. In 28.7 % of cases in this
group, GERD was reliably confirmed — erosive
esophagitis grade B according to the Los Angeles
classification or esophageal acid exposure time
> 4.2 % were identified. In patients without ob-
jective confirmation of GERD during instrumen-
tal examination, in 55.1 % of cases the cause of
reflux symptoms was functional heartburn, in
16.2 % — hypersensitivity to reflux [16]. These
data allow us to re-evaluate the combination of
FD with reflux symptoms and define further re-
search prospects for the development of a person-
alized, comprehensive model for managing such
patients [17].

Symptoms of dyspepsia and gastritis

of various etiologies

Dyspepsia, functional dyspepsia and H. pylori

The Kyoto Consensus Report on Helicobacter
pylori gastritis legitimized the term “H. pylori-
associated dyspepsia”, this variant of dyspepsia is
considered as a distinct entity. In H. pylori-pos-
itive patients with dyspepsia, symptoms may be
caused by Helicobacter pylori gastritis if success-
ful eradication is accompanied by sustained remis-
sion. The diagnosis of FD is established if dyspep-
tic symptoms persist after etiological treatment of
bacterial gastritis [18]. Maastricht Consensus VI
states that before establishing a reliable diagnosis
of FD, H. pylori-associated gastritis must be ex-
cluded [19].

According to a systematic review evaluating
the efficacy of H. pylori eradication therapy in
the treatment of functional dyspepsia, which ana-
lyzed 29 clinical trials involving 6,781 patients, it
was demonstrated that eradication therapy is sig-
nificantly more effective in achieving resolution
(number needed to treat — 14; 95% CI: 11—21) or
reduction (number needed to treat — 9; 95% CI:
7—17) of dyspeptic symptoms. Thus, it has been
shown that the positive effect of anti-Helicobacter
therapy in patients with functional dyspepsia is
statistically significant, albeit modest [20].

It should be noted that the causes and mecha-
nisms of the occurrence of dyspepsia symptoms

in the presence of H. pylori and their disappear-
ance or persistence after eradication of the infectious
agent have not been revealed and continue to be
the subject of discussion and research. Prognostic
factors that differentiate H. pylori-associated dys-
pepsia from FD before eradication therapy and the
subsequent six-month observation period have not
been established [18]. Traditionally, changes associ-
ated with H. pylori infection have been considered
as causative factors of dyspeptic symptoms, such as
restructuring of the secretory function of the stom-
ach and chronic inflammation of the gastroduodenal
mucosa, including low-grade inflammation, infiltra-
tion of enterochromaffin-like and mast cells [21].

Several studies confirm that H. pylori infec-
tion slows down gastric emptying. In an experi-
ment on mice, B. Liu et al. attempted to eluci-
date the mechanism underlying this phenomenon:
compared to uninfected mice, H. pylori-positive
animals exhibited delayed gastric emptying ac-
companied by a reduction in interstitial cells of
Cajal in the gastric muscle layer. The authors
suggested that this is a consequence of decreased
expression of stem cell factor in gastric tissues
due to H. pylori infection [22]. There are reports
that H. pylori-positive patients with dyspepsia
have been found to have a single nucleotide poly-
morphism of the NapA gene of the Ser70 type,
which promotes the activation of neutrophils in
the gastric mucosa. It is suggested that neutrophil
infiltration of the muscular layer of the stomach,
where the pacemaker interstitial cells of Cajal are
located, may be associated with gastric motility
disorders in patients with dyspepsia [23].

It is obvious that the recognition of the sig-
nificant role of microbiota in the pathogenesis of
FD [3, 5, 9] and the available data on changes
in the microbiota of the stomach and gastroin-
testinal tract as a whole under the influence of
the H. pylori infection itself and the eradication
of the infection [24] determine the directions of
future research. Interesting results were obtained
by X. Wang et al., who showed that H. pylori-
positive individuals, compared with individuals
without infection, more often had small intestinal
bacterial overgrowth (SIBO) (49.1 % vs. 24.5 %;
p = 0.019), as well as methanogen overgrowth
(24.5 % vs. 8.2 %; p = 0.027). The presence of
SIBO and especially methanogen overgrowth in
H. pylori-positive patients was associated with
more severe gastrointestinal symptoms assessed
by the GSRS questionnaire. Interestingly, eradi-
cation of H. pylori resulted not only in a reduc-
tion in symptoms, but also in the disappearance of
SIBO and methanogen overgrowth [25].

In a well-known study, which states that
duodenal eosinophilia may be a characteristic

10
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symptom in some adult patients with FD, it was
stated that no significant relationship was found
between H. pylori infection and the number of
eosinophils in the duodenum (p < 0.4), however,
in patients infected with H. pylori, a significant
increase in the number of eosinophils in the gas-
tric mucosa was observed compared to uninfected
patients (p < 0.001) [26]. F.J. Barreyro et al. ana-
lyzed the association between H. pylori-associat-
ed dyspepsia, H. pylori genotype and duodenal
eosinophilia. 72 % of H. pylori-positive patients
with normal esophagogastroduodenoscopy data
had complaints characteristic of epigastric pain
syndrome, 18 % — characteristic of postprandial
distress syndrome, 10 % — of their combination.
Histological assessment of chronic inflammation
in the duodenum, weak duodenal eosinophilia and
intraepithelial lymphocytes did not reveal any dif-
ferences. Genetic characteristics of strains depend-
ing on 0ipA and vacA did not affect the severity
of chronic inflammation of the duodenal mucosa,
the number of eosinophils and intraepithelial lym-
phocytes. Duodenal eosinophilia was associated
with cagA-positive H. pylori strains (OR = 4.2;
95% CI: 1.78-9.93) [27].

It is known that certain strains of probiot-
ics and postbiotics can be added to H. pylori
eradication therapy to reduce the frequency of
adverse events and increase the effectiveness of
antihelicobacter therapy [19, 28]. In a multicent-
er Russian study, the combination of the postbi-
otic Limosilactobacillus (Lactobacillus) reuteri
DSM17648 (Helinorm) and standard two-week
triple therapy (+ two weeks of postbiotic mono-
therapy) in patients with FD increased the effec-
tiveness of H. pylori eradication (96.7 % in the
postbiotic group compared with 86.0 % in the tri-
ple therapy group with placebo (p = 0.039)) and
reduced the frequency of gastrointestinal adverse
events [29]. Eradication therapy was prescribed to
H. pylori-positive patients who had no significant
changes at endoscopy and diseases that would ex-
plain the presence of dyspepsia symptoms, which
allowed the authors to classify them as FD pa-
tients based on appropriate criteria. By the end
of the course of eradication therapy, both groups
showed a significant decrease compared to the
baseline level of FD symptoms and most gastroin-
testinal symptoms, which were assessed using the
“7 x 77 and “Gastrointestinal Symptom Rating
Scale” questionnaires. By the end of the 4-week
follow-up period, this trend had become even
more pronounced. These changes in symptoms did
not depend on the presence of a postbiotic in the
scheme of H. pylori eradication therapy [29]. It is
interesting to note that a reduction in the severity
of gastrointestinal symptoms, primarily epigastric

pain, when L. reuteri DSM17648 is prescribed
both in monotherapy and when this postbiotic is
included in eradication therapy has been proven in
a number of studies [30—32]. A decrease in symp-
toms of dyspepsia (as well as other gastrointes-
tinal symptoms) may be either a consequence of
H. pylori eradication or the effect of L. reuteri
DSM17648 monotherapy with the formation of
coaggregates with H. pylori, or a direct effect of
the postbiotic on the gastrointestinal microbiota,
and possibly motility.

Dyspepsia and motility disorders

in autoimmune gastritis

The causes of gastrointestinal symptoms in au-
toimmune gastritis (AIG) are not well understood,
but they are not uncommon in this disease. In
patients with a newly diagnosed AIG, symptoms
of dyspepsia are not uncommon — epigastric pain
occurred in 35.3 % of cases, postprandial fullness
in 7.1 %, and early satiety in 10.1 %. A consid-
erable number of patients experienced nausea
(22.2 %), heartburn (24.2 %), and regurgitation
(12.1 %) [33]. In 379 patients with AIG, gastro-
intestinal symptoms were detected in 56.7 % of
cases, of which 69.8 % had upper gastrointesti-
nal symptoms, 15.8 % had lower gastrointestinal
symptoms, and 14.4 % had concomitant upper and
lower gastrointestinal symptoms. Dyspepsia of the
postprandial distress syndrome type was the most
common occurrence (in 60.2 % of symptomatic
patients). Factors associated with dyspepsia in
AIG included age < 55 years (OR = 1.6; 95% CI:
1.0—2.5), absence of smoking (OR = 2.2; 95% CI:
1.2—4.0), and absence of anemia (OR = 3.1;
95% CI: 1.5—6.4) [34].

The association of dyspeptic symptoms in AIG
with upper gastrointestinal motility features is
unknown. However, in AIG, delayed gastric emp-
tying has been demonstrated. The median gastric
emptying time T% was 127.43 min (50—953) in
patients with AIG and 81 min (21.0—121.6) in
patients with FD (p < 0.001), and the median
percentage of delay after 2 hours was 63.8 % vs.
20.2 % (p < 0.001). The gastric emptying time
(T.) was significantly affected by the serum gas-
trin level (OR = 1.002; 95% CI: 1.001—1.004;
p < 0.001), chronic inflammation (OR = 3.689;
95% CI: 1.44-9.39; p < 0.001) and increased
degree of gastric mucosal atrophy (OR = 8.96;
95% CI: 2.98—26.93; p < 0.001) [35].

Dyspepsia and motility disorders

in reflux gastritis

Reflux gastritis occurs with duodenogastric re-
flux of the contents of the duodenum with bile
acids, lysolecithin, and pancreatic enzymes, which
leads to the appearance of clinical symptoms, en-
doscopic and histological changes characteristic of
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chemical (reactive) gastritis (gastropathy) [36].
In the Kyoto Consensus, this form is distinguished
as “gastritis due to duodenal reflux” [18].

The development of duodenogastric reflux may
occur as a result of motor dysfunction caused by
surgical interventions or as a primary motor dys-
function with impaired coordination of the mo-
tor function of the stomach, duodenum, and gall-
bladder [36, 37]. Antroduodenal manometry and
pH-metry make it possible to establish duode-
nogastric reflux [36]. With intragastric pH-metry,
duodenogastric reflux is defined as an increase in
pH in the stomach above 5.0, not associated with
food intake. Duodenogastric reflux is considered
pronounced if the duration of all refluxes exceeds
10 % of the gastric pH monitoring time.

Clinical manifestations of reflux gastritis are
nonspecific, and differential diagnosis with FD
and biliary functional disorders presents certain
difficulties. A review of data from patients with
a diagnosis of FD (n = 262), previously estab-
lished according to Rome IIT criteria, allowed to
distinguish three groups: “biliary gastropathy”
with a sufficient amount of intragastric bile dur-
ing esophagogastroduodenoscopy and histologi-
cally identified chemical gastropathy; “non-biliary
gastropathy” with histologically proven chemical
gastropathy, but without intragastric bile during
esophagogastroduodenoscopy; “without gastropa-
thy” with normal gastric mucosa during histologi-
cal examination and no visible bile in the stomach
during esophagogastroduodenoscopy. It turned
out that in patients with “biliary gastropathy” in
68 % of cases there was a history of cholecystec-
tomy, compared with 35 % in “non-biliary gas-
tropathy” and 22 % in individuals “without gas-
tropathy” [38]. It is unlikely that one can agree
with the previously established diagnosis of FD in
some many patients, as well as with the terms pro-
posed by the authors to characterize subgroups of
patients by the presence of biliary reflux, but such
diagnostic and terminological heterogeneity char-
acterizes the complexity of the issue under con-
sideration. A consensus on the diagnosis of reflux
gastritis is necessary and should include approach-
es to differential diagnosis with FD and biliary
functional disorders, as well as recommendations
for drug therapy aimed at normalizing motility.

Acotiamide and its place in the management
of diseases with motility dysfunction

Acotiamide (acotiamide hydrochloride trihy-
drate) exerts a reversible inhibitory effect on ace-
tylcholinesterase activity and acts as an antagonist
of inhibitory muscarinic type 2 receptors, thereby
enhancing acetylcholine release from presynaptic
terminals. Acotiamide does not exhibit affinity for

D,-dopamine and serotonin receptors, which dis-
tinguishes it from metoclopramide and domperi-
done. No less significant is the stimulating effect
of acotiamide on ghrelin activity [39, 40].

The triple mechanism of action of acotiamide,
involving interaction with M, muscarinic ace-
tylcholine receptors and inhibition of acetylcho-
linesterase, was demonstrated in experimental
studies to result in acceleration of delayed gastric
emptying and enhanced postprandial gastroduode-
nal motility [41, 42].

In placebo-controlled studies in patients with
FD, using real-time gastric ultrasound with fluid
intake [43] and scintigraphy [44] it was possible
to demonstrate that acotiamide improves gastric
accommodation and accelerates gastric emptying.

Significant experience has been accumulated in
the clinical use of acotiamide in FD. As early as
2014, a meta-analysis was published demonstrating
the efficacy of acotiamide compared to placebo: the
relative risk (RR) for overall symptom improve-
ment was 1.29 (95% CI: 1.19—1.40; p < 0.00001;
I? = 15 %). Moreover, acotiamide is more effec-
tive for postprandial distress syndrome symp-
toms (RR = 1.29; 95% CI: 1.09—1.53; p = 0.003;
I? = 0 %) compared to epigastric pain syndrome
(RR=0.92;95% CI: 0.76—1.11; p=0.39; I =0 %).
The frequency of adverse events with acotiamide
treatment was not different from placebo [45].

A multicenter study was conducted in the
Russian Federation, which included 389 patients
with postprandial distress syndrome who received
acotiamide (Dispevict) 100 mg 3 times a day or
placebo for 4 weeks. Response to therapy was
observed in 143 (74.1 %) of 193 patients in the
acotiamide group compared with 98 (51.9 %) of
189 patients in the placebo group (p < 0.001). In
contrast to placebo, acotiamide therapy resulted
in complete regression and relief of symptoms
such as “an annoying feeling of fullness after
eating a normal amount of food, affecting daily
activities”, “an annoying feeling of early satiety
(including the inability to eat a normal amount
of food)”, and “postprandial bloating in the epi-
gastric region”. After a course of acotiamide, an
improvement in well-being and quality of life was
noted in 172 (88.7 %) of 194 patients compared
with 131 (69.3 %) of 189 patients in the placebo
group (p < 0.001) [46].

The results of international and Russian studies
and meta-analysis data became the basis for in-
cluding acotiamide as a drug product with a proki-
netic effect in the clinical guidelines “Gastritis and
Duodenitis” of the Russian Gastroenterological
Association (2024) as a symptomatic treatment for
patients with chronic gastritis and symptoms of
dyspepsia (especially such as epigastric fullness
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and early satiety), including in combination with
FD [28].

The frequent combination of FD and GERD in
one patient makes it difficult to choose effective
drug therapy. Today, the main drug products for
the treatment of both diseases are proton pump
inhibitors and prokinetics [11, 28, 47]. The use
of prokinetics in the treatment of GERD is due
to their ability to restore the physiological state
of the esophagus, indirectly through the normali-
zation of gastric motility, improving esophageal
clearance and reducing the number of transient
relaxations of the lower esophageal sphinc-
ter. In the Clinical Guidelines of the Russian
Gastroenterological Association, Russian Scientific
Medical Society of Internal Medicine, Russian
Society for the Prevention of Noncommunicable
Diseases, and Scientific Community for Human
Microbiome Research “Diagnosis and Treatment
of Gastroesophageal Reflux Disease”, it was stat-
ed that prokinetics have the greatest effect pre-
cisely when GERD and FD are both present [11].

Acotiamide has been shown to be effective in
the treatment of FD and GERD in a number of
studies. In a randomized, placebo-controlled study
of patients with FD and heartburn that persisted
despite treatment, proton pump inhibitors not
only reduced postprandial dyspepsia symptoms
but also GERD symptoms assessed by a ques-
tionnaire. Instrumental studies have shown that
treatment with acotiamide reduces the frequency
of transient relaxations of the lower esophageal
sphincter, increases its pressure and increases
esophageal clearance [48]. Patients with GERD
who experienced persistent heartburn and acid re-
gurgitation more than twice a week despite treat-
ment with a standard dose of vonoprazan or a
proton pump inhibitor for at least 8 weeks were
additionally prescribed acotiamide 300 mg/day
or placebo for another 2 weeks, in addition to
their previously taken medications. It is impor-
tant to note that patients with GERD simultane-
ously complained of epigastric pain and burning,
epigastric fullness, and early satiety. The rate of
improvement in overall well-being was 28.6 % and
14.3 % in the patients receiving acotiamide and
placebo, respectively (p = 0.145). In patients with
nonerosive reflux disease, the rates of improve-
ment in general well-being and regurgitation were
higher in the acotiamide group than in the placebo
group (29.6 % vs. 7.1 % (p = 0.030) and 37.0 %
vs. 10.7 % (p = 0.021), respectively). Acotiamide
significantly reduced the total number of reflux
episodes (p = 0.001), as well as the number of

acid (p = 0.020), proximal (p = 0.007), and liquid
(p = 0.013) reflux episodes as measured by pH-
impedance [49].

Against the background of acotiamide intake,
the level of ghrelin in blood plasma increases [50].
It is assumed that one of the mechanisms for the
development of FD is a disruption in the synthe-
sis of acylated ghrelin [51, 52]. In patients with
postprandial distress syndrome and nonerosive re-
flux disease, a significant decrease in the level of
this peptide hormone was observed compared to
healthy individuals and patients with epigastric
pain syndrome [52].

Resolution of the Expert Council

1. Disorders of the gastrointestinal tract motil-
ity are a key link that determines the development
and course of functional and organic gastroente-
rological diseases. Functional dyspepsia and gas-
troesophageal reflux disease, as the most prevalent
and frequently overlapping nosological forms, are
pathogenetically driven by impaired gastric ac-
commodation and delayed gastric emptying.

2. Eradication of H. pylori infection allows
differentiation between functional dyspepsia and
H. pylori-associated dyspepsia. The mechanisms
of the occurrence of dyspepsia symptoms in the
presence of H. pylori and their disappearance
or persistence after eradication of the infectious
agent have not been elucidated and should be the
subject of further research, including the study
of direct or indirect influence of H. pylori on the
gastrointestinal microbiota and motility.

3. Dyspepsia symptoms, which may be associ-
ated with motor disfunction, are often observed
in patients with autoimmune gastritis and reflux
gastritis. Due to the non-specific nature of these
symptoms, the differential diagnosis of autoim-
mune or biliary gastritis with functional dyspepsia
is of significant practical importance.

4. Studies of motor function, including antrodu-
odenal manometry and pH-metry, are of interest
in autoimmune gastritis and reflux gastritis and
may potentially help to objectively assess the ef-
ficacy of prokinetic drugs in these diseases.

5. Acotiamide has a proven prokinetic effect,
improves accommodation and gastric emptying
and reduces the severity of symptoms of function-
al dyspepsia, including its combination with gas-
troesophageal reflux disease. The totality of data
from international and Russian studies, as well as
the inclusion of the drug product in national clini-
cal guidelines, confirm its clinical significance and
justified place in modern practice.
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