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Aim: to evaluate the efficacy and safety of Kolofort® in patients with irritable bowel syndrome accompanied by an anx-
iety-depressive disorder.

Materials and methods. Atotal of 70 patients withirritable bowel syndrome confirmed by Rome IV criteriaand aHADS
(Hospital Anxiety and Depression Scale) score of > 8 points were included in an open, prospective, observational,
non-interventional program. Patients received Kolofort® at a dose of 2 tablets twice daily for 8 weeks. The efficacy
of the therapy was assessed according to the HADS, the Visual Analogue Scale for pain (VAS), and the Epworth
Sleepiness Scale.

Results. After 8 weeks of therapy, the severity of anxiety and depression was significantly reduced (p < 0.0001):
the mean score on the anxiety subscale decreased from 11.1 + 2.4 to 5.3 = 3.0, and from 7.6 = 3.3 to 3.5 + 2.8
onthe depression subscale. The intensity of abdominal pain according to the VAS decreased from4.8+1.8t0 1.0+ 1.0
(b < 0.0001). Clinically significant pain reduction (=30 % from baseline) was recorded in 92.9 % of patients. The level
of daytime sleepiness according to the Epworth scale decreased from 6.7 £4.210 4.0 £ 2.2 (p < 0.0001). Analysis of
variance showed an association between reduced anxiety and decreased abdominal pain (p = 0.0058).
Conclusion. The results of the observational program demonstrate the efficacy and safety of Kolofort® in the treat-
ment of irritable bowel syndrome accompanied by elevated anxiety and/or depression. The synergistic effect
of the drug components provides improvement in both somatic and psycho-emotional symptoms of irritable bowel
syndrome.
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JleyeHue cuHapoma pasapaeHHOro KMe4YH1Ka y NaumMeHTOB C NOBbILUEeHHbIM
YPOBHEM TPEBOXXHOCTU U (UIN) Aenpeccun: pe3ynbTaTbl MPOCNEKTUBHON

HEeMHTepBEeHUUOHHOW HabnoaaTenbHou nporpamMmmbl «KOMETA»
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Llenb: n3yuntb adeKTMBHOCTL 1 Be3onacHoCcTb npenapata «Konodopt®» y naumMeHToB C CUHOPOMOM pasapakeH-
HOrO KMLLEYHMKA, COMPOBOXOAIOLLIMMCS TPEBOXHO-AENPECCHBHbLIM PACCTPONCTBOM.

Matepuan u metoapbl. B OTKpbITYIO NMPOCNEKTUBHYIO HAONOAATENBHYIO HEVHTEPBEHLIMIOHHYIO NMPOrpaMmMy BKJIlOYe-
Hbl 70 MaUMEHTOB C AMAarHO30M «CUMHOPOM Pa3fpaXeHHOro KULLIEYHMKA», MOATBEPXKAEHHLIM PUMCKUMU KpUTEPUSIMIA
IV, n ypoBHeM TpeBoru u (unu) genpeccum no wkane HADS > 8 6annos. MNauneHTsl nonyyany npenapat «Konobopt®»
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B [I03VPOBKe 2 TabneTkn 2 pasa B CyTkM B TeyeHne 8 Henesnb. APPEKTUBHOCTb TEPANUM OLEHMBANach MO LKane Tpe-
Boru u genpeccun HADS, Bu3dyanbHO-aHanorosow Lkane 6onm (BALL) n wikane AHEBHOM COHNIMBOCTU nBopTa.
Pe3ynbraTbl. Yepes 8 Hepenb Tepanmm OTMEYEHO AOCTOBEPHOE CHUXEHME BbIPAXEHHOCTU TPEBOIM 1 AENPECCUN
(p < 0,0001): cpeaHunii 6ann No noAaLkane Tpesorn cHmaunca c 11,1 +2,4 no 5,3 = 3,0, no noALuKkane genpeccmm —
c7,6+3,3003,5*2,8. IHTEHCUBHOCTb abaoMunHanbHoM 6onu no BALL ymeHblumnacs ¢ 4,8 + 1,8 no 1,0 = 1,0 6anna
(p < 0,0001). KnuHnyeckn 3HaummMoe cHmkeHne 6onu (>30 % OoT MCXOOQHOro YPOBHS) 3apernctpmpoBaHo y 92,9 %
naumneHToB. YPOBEHb AHEBHOM COHNMBOCTU MO LUKane dneopTta cHu3unnca ¢ 6,7 4,2 no 4,0 = 2,2 6anna (p < 0,0001).
JncnepcrnoHHbI aHanM3 nokasan B3auMOCBSA3b MEXY CHUXEHWEM TPEBOXHOCTU U YMEHbLUEHNEM aba0OMUHANb-
Hom 6onu (p = 0,0058).

3aknoueHue. Pe3ynbraThl HabN0AATENBHOMN NMPOrpaMMbl CBUAETENLCTBYIOT 06 3D dEKTUBHOCTU 1 6E30MACHOCTHU
npenapata «KonodopTt®» ana nevyeHns cuHapoMa pasapakeHHOro KMLLIEYHMKa, COMPOBOXAAIOLLErOCS MOBbILLEH-
HOW TpeBorow n (nnu) nenpeccuein. CuHepreTndyecknii apdekT KOMMOHEHTOB Npernapara o6ecneymBaeT yy4lle-
HVE KaKk COMaTUYECKMNX, Tak U NCUXO3MOLIMOHANIbHbIX CUMATOMOB CMHAPOMA Pa3apaKeHHOro KLLIEeYHMKA.
KnioueBble croBa: CUHOPOM Pa3apaxeHHOro KMLeYHuka, TpeBora, aenpeccus, KonodopTt®, ncruxoamounoHarsib-
Hble pacCcTponcTBa
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[aTeNbHOM NPOrpamMmMbl 1 BbINOHUIO CTAaTUCTUYECKUI aHaNM3 U NOKPbLIIO pacxopbl, CBA3aHHbIE C nybnukauuen
cTaTbu. ABTOPbI HECYT MOJIHYIO OTBETCTBEHHOCTb 3a NPEeA0CTaBIEHNE OKOHYATENIbHOM BEPCUIN PYKOMNUCK B NeYaThb.
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Introduction

Irritable bowel syndrome (IBS) is currently
considered one of the most common disorders of
the gut-brain axis, which are associated with al-
tered gastrointestinal (GI) tract motility, visceral
hypersensitivity, impaired mucosal function and
immunity, microbiota imbalance, and specific in-
terpretation of GI signals in the central nervous
system. According to epidemiological studies,
IBS is found in approximately 5 % of the popu-
lation and is characterized by recurrent episodes
of abdominal pain associated with defecation, and
changes in the frequency and form of stool [1].

Psycho-emotional disorders are one of the com-
ponents of the pathogenesis of IBS and largely
determine the severity of somatic symptoms. In
patients with various clinical forms of IBS, the
prevalence of anxiety or depression is higher than
in healthy individuals, reaching 40 and 38 % re-
spectively in IBS with constipation [2].

Despite the high prevalence of anxiety-depres-
sive disorders among patients with irritable bowel
syndrome, they cannot be considered its primary
cause. Their occurrence is a consequence of the
chronic course of the disease and simultaneous-
ly a factor involved in maintaining and modulat-
ing the pathogenetic mechanisms of IBS, includ-
ing visceral hypersensitivity and dysregulation

of the gut-brain axis [3, 4]. Therefore, psycho-
logical correction methods play a significant role
in the treatment strategy for patients with IBS
today. Understanding the relationship between
psycho-emotional disturbances and IBS provides a
rational approach to the use of antidepressants [5].

In Russian clinical guidelines, the prescription
of antidepressants to patients with IBS is aimed
at reducing abdominal pain [6]. However, despite
the proven clinical efficacy, the prescription of
antidepressants has several limitations. Adverse
effects are characterized by anticholinergic effects
and an influence on neurotransmitter systems. The
most commonly observed effects are dry mouth,
urination retention, drowsiness, fatigue, ortho-
static hypotension, weight gain, accommodation
disorders, and, in some cases, QT interval prolon-
gation.

Kolofort® is a biological medicinal product
manufactured using a gradual release technolo-
gy' and indicated for the treatment of IBS and
functional dyspepsia. The active components of
Kolofort® are technologically processed antibod-
ies to tumor necrosis factor-alpha (TNF-a), S-100
protein, and histamine. Antibodies to S-100 pro-
tein exert anxiolytic, antiasthenic and nootropic
effects. Antibodies to TNF-o exert a pronounced

! The State Pharmacopoeia of the Russian Federation. Ed. XIV. GPM.1.7.0001 “Biological medicinal products”; approved by
Order of the Ministry of Health of the Russian Federation No. 377 dated July 07, 2023; effective from September 1, 2023.
URL: https://pharmacopoeia.regmed.ru/pharmacopoeia/izdanie-15 / (accessed on May 25, 2026).
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anti-inflammatory effect and contribute to the nor-
malization of the balance between pro-inflamma-
tory and anti-inflammatory cytokines. Antibodies
to histamine exert spasmolytic, anti-inflammato-
ry, and anti-edematous effects. The combination
of the three active components provides a com-
prehensive effect on the peripheral and central
pathogenetic mechanisms of IBS and functional
dyspepsia®.

The clinical efficacy and safety of Kolofort®
were confirmed in a multicenter, double-blind,
placebo-controlled clinical trial in patients with
IBS. After 12 weeks of treatment, the intensity of
abdominal pain according to the VAS decreased
by = 30 % in 90 % of patients, and the pain was
completely relieved in 31 % of them. Kolofort®
normalized the frequency and consistency of stool:
according to the Bristol Stool Chart, improve-
ment in patients with diarrhea-predominant IBS
(IBS-D) was observed already after 2 weeks of
therapy, and normal stool consistency was ob-
served in 96 % of patients by the end of the course;
in constipation-predominant IBS (IBS-C), stool
frequency increased from 1—2 times per week to
an average of 5 times per 7 days. The severity of
abdominal pain, bloating, and flatulence was re-
duced, while nausea and a feeling of incomplete
bowel emptying occurred less frequently [7].

The prescription of Kolofort® for the treatment
of IBS helps not only to affect the pathogenesis
of IBS, but also to influence the severity of psy-
cho-emotional disturbances. The evaluation of the
therapeutic potential and safety of Kolofort® in
patients with IBS accompanied by elevated lev-
els of anxiety and/or depression necessitated ob-
taining additional data in this population, which
served as the basis for conducting the observation-
al program “KOMETA”.

Aim of the program: to study the efficacy and
safety of Kolofort® in patients with IBS accompa-
nied by anxiety-depressive disorder.

Materials and Methods

Study design and procedures

An open, prospective, observational, non-in-
terventional program was approved by the
Independent Interdisciplinary Ethics Committee
(Protocol No. 04 dated February 14, 2025).

The observational program, conducted from
February to December 2025, enrolled patients
aged 18 to 45 years inclusive diagnosed with IBS

according to Rome IV criteria. An additional in-
clusion criterion was an elevated level of anxiety
and/or depression identified using the Hospital
Anxiety and Depression Scale (HADS) (with a
score of > 8 on the anxiety and/or depression
subscales). The severity of abdominal pain was
assessed using the Visual Analogue Scale (VAS).
Evaluation of daytime sleepiness, which reflects
the functional state of the central nervous system
and the level of emotional tension in patients, was
performed using the Epworth Sleepiness Scale.
Patients taking psychotropic drugs (neuroleptics,
anxiolytics, antidepressants, hypnotics) were ex-
cluded from the study. All patients continued to
receive therapy for their primary and concomitant
conditions, including spasmolytics, laxatives, pro-
biotics, pancreatin, and medications for cardiovas-
cular diseases or hormonal disorders. Additionally,
all patients received Kolofort® in accordance with
the current Summary of Product Characteristics:
2 tablets twice daily for 8 weeks.

Further patient monitoring was conducted at
weeks 4 and 8 of treatment and included the col-
lection of complaints, physical examination, as-
sessment of changes in abdominal pain according
to the VAS, levels of anxiety and depression ac-
cording to the HADS, levels of daytime sleepiness
according to the Epworth scale, and the recording
of adverse events and concomitant therapy. No
additional patient monitoring was conducted af-
ter completion of the treatment course within the
program.

To analyse the efficacy, the severity of anxi-
ety and/or depression was assessed according to
the HADS at weeks 4 and 8 of treatment with
Kolofort®; the proportion of patients with a re-
duction in abdominal pain severity by > 30 %
from baseline at weeks 4 and 8 of treatment with
Kolofort® was calculated; the relationship between
the severity of the abdominal pain syndrome
(according to the VAS) and the levels of anxi-
ety and depression (according to the HADS) was
evaluated. The safety of the treatment was as-
sessed based on data on adverse events (number,
relationship to Kolofort® intake, severity, serious-
ness, outcome). Changes in the level of daytime
sleepiness were assessed using the Epworth scale
at weeks 4 and 8 of treatment with Kolofort®.

Statistical analysis

Statistical data processing included descriptive
statistical methods, parametric analysis methods
(analysis of variance, mixed models analysis), and

2 General characteristics of the medicinal product Kolofort®: authorization number LP-No. (000027)-(RG_RU). URL: https://
www.lIsgeotar.ru/drugs/kolofort-AGsq (accessed on May 25, 2026).
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categorical data analysis (Fisher’s exact test).
Data are presented as means and standard devi-
ations for continuous data, and as absolute and
relative frequencies for categorical data. All cal-
culations were performed using appropriate proce-
dures of the statistical software (SAS).

Results

The study enrolled 70 outpatients. The mean
age of the participants was 33.7 + 7.9 years.
Women predominated in the sample (n = 52;
74.3 %). Concomitant therapy was used in 54 out
of 70 patients (77.1 %):

- medications for the treatment of diseases asso-
ciated with acid secretion disorders (pantoprazole,
rabeprazole, esomeprazole);

- medications for the treatment of function-
al gastrointestinal disorders (alverine citrate +
simethicone, hyoscine butylbromide, mebeverine
hydrochloride, trimebutine maleate);

- medications for the treatment of liver and bil-
iary tract disorders (dry aqueous extract of arti-
choke leaves, ursodeoxycholic acid);

- laxatives (lactulose, macrogol 4000, sodium
lauryl sulfoacetate + sorbitol + citrate, sodium
picosulfate monohydrate, psyllium husk powder);

- medications promoting digestion (pancreatin).

Patients were allowed to use antidiarrheal
drugs (loperamide, dioctahedral smectite).

All patients completed the full 8-week treat-
ment course with Kolofort® without early with-
drawal, which indicates high adherence and good
tolerability of the therapy.

Dynamics of anxiety and depression

parameters according to the HADS

At baseline, the mean score on the anxiety
subscale was 11.1 £+ 2.4, which corresponds to a
clinically expressed level of anxiety. By week 4 of
treatment, a statistically significant decrease in this
parameter to 7.6 £ 2.9 was observed, and by the
end of the course — to 5.3 + 3.0 (p < 0.0001). The
proportion of patients with anxiety scores < 8 was
35.7 % at week 4 and 72.9 % by week 8 of thera-
py. A similar trend was observed on the depression
subscale: initially, the mean score was 7.6 + 3.3,
which is characteristic of subclinical depression in
most patients. After 4 weeks of treatment, the score
decreased to 5.4 + 2.8, and by the end of the ob-
servation period — to 3.5 + 2.8 (p < 0.0001). At
the same time, the proportion of patients without
signs of depression (IHHADS-D < 8) increased from
37.1 to 84.3 % at weeks 4 and 8, respectively. The
dynamics of anxiety and depression levels according
to the HADS, pain according to the VAS, and day-
time sleepiness according to the Epworth scale are
presented in the Figure.

Changes in abdominal pain severity

according to the VAS

At baseline, the mean VAS score was 4.8 + 1.8.
By week 4 of therapy, the intensity of pain de-
creased by more than 1.5 times — to 2.7 + 1.7,
and by week 8 — to 1.0 £ 1.0 (p < 0.0001).
After 4 weeks, a clinically significant reduction
in pain intensity (by > 30 % from baseline) was
observed in 75.7 % of patients, and by the end of
the course — in 92.9 % (Fig.). At the same time,
the intensity of pain in most patients decreased to
minimal values or disappeared completely.

Dynamics of daytime sleepiness according

to the Epworth Sleepiness Scale

The mean Epworth Sleepiness Scale score de-
creased from 6.7 + 4.2 to 4.0 + 2.2 (p < 0.0001),
indicating the absence of excessive daytime sleepi-
ness in patients during treatment (Fig.).

Analysis of the relationship between pain,

anxiety, and depression

Mixed models analysis showed a statistically
significant relationship between anxiety symptom
dynamics and a reduction in abdominal pain se-
verity (F = 2.7; p = 0.0058), as well as a trend
toward statistical significance for the association
between decreased depression and abdominal pain
scores (p = 0.0557).

Safety profile

During the observation period, four adverse
events were recorded, indicating their low inci-
dence. All adverse events were considered mild.
No serious adverse events were recorded. The
causal relationship to the investigational medici-
nal product was assessed as conditional in 1 case,
unclassifiable in 1 case, and absent (“not related”)
in 2 cases. Clinical manifestations of the adverse
events were characterized by increased irritabili-
ty, headache, and excitability. In most cases, the
adverse events were transient, did not require dis-
continuation of therapy, and resulted in recovery
or spontaneous resolution. In one case, symptom-
atic therapy was prescribed (a single dose of an
analgesic).

Discussion

The mean age of the patients enrolled was
33.7 £ 7.9 years, which corresponds to the period
of professional and social activity in which IBS
exerts its most pronounced effect on the quality of
life and work capacity.

The results of the conducted observational
program demonstrate the therapeutic effect of
Kolofort® in patients with IBS combined with
an anxiety-depressive disorder. After 4 weeks
of treatment, a reduction in the severity of dis-
ease symptoms — abdominal pain, anxiety, and
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Figure. Dynamics of anxiety and depression levels according to the HADS, pain according to the Visual
Analogue Scale, and daytime sleepiness according to the Epworth Sleepiness Scale

depression — was observed. By the end of the
8-week course, a stable clinical effect was achieved.

Emotional and mood dysregulation in patients
with IBS serves as an important pathogenetic link
in the development of the disease. Kolofort® ex-
erts a modulating effect on the levels of anxiety
and depression in patients with IBS, increasing
the proportion of patients without signs of an
anxiety-depressive disorder by more than two-
fold by the end of the course. The consequence of
the reduction in anxiety and/or depression levels
was a decrease in abdominal pain severity accord-
ing to the VAS, which is a key symptom of IBS.
Additional analysis showed that the reduction of
pain intensity was significantly associated with a
decrease in anxiety levels in the patients.

A statistically significant improvement in sleep
quality and reduced daytime sleepiness can be con-
sidered a consequence of reduced anxiety and the
normalization of psychophysiological reactions in
the body. At the same time, the absence of exces-
sive daytime sleepiness is an additional advantage
of Kolofort® therapy, distinguishing it from typi-
cal antidepressants used in clinical practice. This
is important considering that the majority of pa-
tients with IBS represent an active, working-age
population.

The low incidence of reported adverse effects
during the observation period indicates high ad-
herence and good tolerability of Kolofort® in
outpatient practice. These results have import-
ant clinical significance, since safety is a key
criterion when selecting the therapy for patients
with chronic functional gastrointestinal disorders.
Considering that IBS requires long-term treat-
ment, the good tolerability of Kolofort® serves as
an argument in favour of its prescription.

The obtained data confirm the key role of the
gut-brain axis and the determining role of psy-
cho-emotional factors in modulating visceral hy-
persensitivity. A reduction in anxiety and emo-
tional tension is accompanied by a decrease in
pain perception, highlighting the appropriateness
of using medicinal products that affect both pe-
ripheral and central regulatory mechanisms.

Comparing the obtained data with the results
of previous clinical trials and observational stud-
ies confirms the efficacy of Kolofort® in function-
al gastrointestinal disorders [6—8]. These studies
noted that the drug exerts a comprehensive ef-
fect — anti-inflammatory, spasmolytic, and anxio-
lytic — due to the combination of technologically
processed antibodies to tumor necrosis factor-al-
pha (TNF-a), S-100 protein, and histamine.
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Thus, Kolofort® not only reduces the severi-
ty of abdominal pain but also eliminates signs
of anxiety and depression. The positive dynam-
ics of psycho-emotional and somatic symptoms
confirm the pathogenetic rationale for using the
drug in IBS, especially in patients with an anx-
iety-depressive disorder.

Study limitations

This study has several limitations. The observation-
al design of the program, the lack of randomization,
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and the absence of a control group prevent establish-
ing a causal relationship and make the results vul-
nerable to the influence of confounding factors. The
presence of baseline IBS therapy, including antidiar-
rheal and spasmolytic drugs, may have influenced
the disease outcomes; however, considering that the
main objective of the study was to evaluate the ef-
fect of Kolofort® on anxiety and depressive states in
patients with IBS, these limitations did not prevent an
objective analysis of the obtained data.
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Bxkaaa aBropos

Bcee ABTOPbI IIPUHAJJIN PaBHOE y4acTUE B paspaéoTKe KOHIIEITINN
CTaTbM MW HallUCaHUUN PYKOIIMCH. OxonuareyibHasK BepCus PYKO-
nucu Gblra onoépeHa BCeMHU aBTOPaMU.
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