CAJM 100

) o . Tashkent Medical
Central Asian Journal of Medicine ANMIVELSARY, Academy Press
elSSN: 2181-1326 Scientific Journal

L

I
|

@ memrantasa™ 2030 UZBEKISTAN RESEARCH ONLINE

o AK uz Supreme Attestation Commission at the Cabinet @
. Ministers of the Republic of Uzbekistan Digital Commons o
Network



Tashkent Medical

Central Asian Journal of Medicine Academy Press

Scientific Journal
This journal had been publishing since 2018

eISSN: 2181-1326 (online)
ISSN: 2181-7812 (print)

Ne 5,2025.Vol. 1

The Central Asian Journal of Medicine is peer-reviewed scientific journal that publishes
original scientific articles. The series has been founded at the Tashkent Medical Academy in
2011. The main goal of this scientific journal is to promote the development of education and
research work among teachers, doctoral students and students in Medical Sciences, Medical
Education, Public Health, Nursing, Rehabilitation and Therapy.

OAK Supreme Attestation Commission at the Cabinet
Uz Ministers of the Republic of Uzbekistan



Central Asian Journal of Medicine

Azizova F.L.

Alyavi A.L.

Nazirov F.G.

Kurbonov R.D.
Karimov Sh.l.

Daminov T.A.

Najmutdinova D.K.

Jae Wook Choi

Gadaev A.G.
Akilov F.O.
Iriskulov B.U.

Parpieva N.N.

Sobirova R.A.

Kholmatova B.T.

Shalina R.1.

Antanas Vaitkus

Briko N.I.

Yarovenko G.V.

EDITORIAL BOARD

D.M.Sc., Tashkent Medical Academy.

Academician, D.M.Sc., Republican Specialized Scientific-Practical
Medical Center for Therapy and Medical Rehabilitation

Academician, D.M.Sc., Republican Specialized Surgery Center named
after Academician V. Vakhidov

Academician, D.M.Sc., Republican Specialized Cardiology Center
Academician, D.M.Sc., Tashkent Medical Academy
Academician, D.M.Sc., Tashkent Medical Academy

D.M.Sc., Tashkent Medical Academy

D.M.Sc., Korea University

EDITORIAL COUNCIL
D.M.Sc., Tashkent Medical Academy
D.M.Sc., Republican Specialized Urology Center
D.M.Sc., Tashkent Medical Academy

D.M.Sc., Republican Specialized Scientific-Practical Medical Center for
Tuberculosis and Pulmonology

D.M.Sc., Tashkent Medical Academy
D.M.Sc., Tashkent Medical Academy

Department of Obstetrics and Gynecology, Pediatric Faculty, N.I. Pirogov
Russian National Research Medical University

D.M.Sc., Lithuanian University of Health Sciences Hospital, Kaunas
Clinics Medical Academy

D.M.Sc., Honored Scientist of the Russian Federation, Academician of
the Russian Academy of Sciences, Professor, Chief Epidemiologist of the
Ministry of Health of the Russian Federation, Head of the Department of
Epidemiology and Evidence-Based Medicine, Sechenov University

D.M.Sc., Professor, Department of Surgical Diseases, Samara State
Medical University, Russian Federation.

journals.tma.uz

2 2025#5



Central Asian Journal of Medicine

CONTENTS OF THE JOURNAL

Uzakova N.I. / Coordination of internal hemodynamic disorders in patients with chronic kidney
disease of diabetic genesis by using 2nd type sodium-glucose cotransporter inhibitors..................... 5

Rayimberdiyev S. / Anatomical structure of the adrenal gland: a forensic approach ...................... 12

Karimova F.R. / Evaluation of the efficacy of an ointment containing goose fat, extract aloe,
and betamethasone in preclinical studies for the treatment of allergic dermatitis ............ccceevvvernnnen. 19

Nalibaeva R.A., Liverko L.V. / Significance and geno-/serotypic characteristics of streptococcus
pneumoniae in the pathogenesis of exacerbations of chronic obstructive respiratory diseases......... 24

Nurmatova D.A., Shomansurov Sh.Sh., Sayfitdinkhuzhaev Z.F., Okhunbaev J.M. /
Clinical phenomenology of TIC disorders in children: a series of clinical cases ............cccoovvvvrnenne. 29

Umarova Z.Kh., Azizova F.Kh. / Evaluation of morphometric parameters of spleen
development in rats during early postnatal ONtOZENESIS .......cccuvrreieiiriiiieiie e 33

Karimova M.Kh., Inomzhonova M.I., Abdullaeva S.I. / Femtosecond-assisted deep anterior
lamellar keratoplasty for keratoconus: contemporary clinical perspectives and outcome analysis... 38

Abdurakhimova F.K. / Analysis of the use of the drainage implant healaflow in surgery for
Primary open-angle laliCOMA. ........ciuiiiieiiiiie ettt b e e n e e be e e r e e nnne e 43

Kamilova M.R., Rakhimbayeva G.S., Sobirova D.R. / Comprehensive approach to assessing
and preventing pre-dementia cognitive impairments in primary healthcare settings ..............cccoe.e.. 48

Mirsiddikova N.M., Ergasheva M.A., Koriyev S.A. / Physiological basis of higher nervous
ACTIVIEY 1ttt e e s 52

Yusupova M.M. / Periodontal disease and diabetes in Uzbekistan’s public health context............. 58

Tukhtakhodjayeva F.Sh., Sayfiddin Khoji K.Sh., Murodullayev M.N. /
Methods of digitization in the application of modern medical technologies...........ccccocvevviiiininnnne 65

Temurov A.A., Ziyotov L.I. / Use of minimally invasive technologies in the treatment of the
musculoskeletal system in patients with polytrauma............ccocooiiiiiiiin 76

Jumaev N.A., Teshaev O.R., Kurbanov G.I., Juraev J.Z., Lim LI., Lekomseva M.J. /
Postoperative management of patients after bariatric SUIZETY .......occvvvviiieriiieniiiiee e 83

Urolova D.A., Gopurova G.F. / Anxiety and depressive disorders in rheumatoid arthritis:
a clinical PSYCHIAtIIC STUAY .....viiiiiiiicie e 88

Tursunkulova D.Sh. / Risk factors in hypertension ...........cccccevviiieiiiiiiieiieesees s 91

Yadgarova N.F., Kevorkova M.A., Khayredinova LI. / Affective, cognitive, and behavioral
manifestations of burnout in primary care physiCIans ..........cccoouevuiiiieiiniiiciie e 95

journals.tma.uz 3 2025#5



Central Asian Journal of Medicine

Zufarov M.M., Im V.M., Khamdamov S.K. / Atrial fibrillation as a prognostic factor after
balloon mitral valvuloplasty using the inoue technique: a retrospective analysis of long-term
QU1 T010) 40 ST TP PUPRP PRI 99

Azizova F.Kh., Ubaydullayeva M.A. / Liver morphogenesis in first-generation rats born to
females with induced diabetes mellitus during early postnatal ontogenesis...........c.ccevvevirveinenns 108

Rasulov H.A., Beknazarov Kh.J., Mavlonov U.O. / Review of literature on the specificity of
general pathomorphological changes in satellite structures under the influence of coronavirus..... 115

Tursunmetov I.R., Goyibnazarov R.B., Ganiev S.F. / Key biophysical and biochemical

conditions for organ cultivation using information technology ............cccoeviiiiiiiiiiiiiicincs 120
Kholboboyeva Sh.A. / ECG changes in acute myocardial (AMI).........cccocvvviiiiniiiiiniiieniiie s 129
Khasanova G.Kh., Tukhtaeva N.Kh. / The impact of vitamin d deficiency on the

manifestations of metabolic syndrome in women of reproductive age ...........cccoeverieeiieiieeniennienns 133
Gulyamov M.Kh. / Immune status in patients with benign prostatic hyperplasia .............cccccveunen. 141

Tilyakov Kh.A., Tilyakov A.B., Temurov A.A. / Assessment of rehabilitation effectiveness
from the patient's perspective before and after total hip and knee arthroplasty............cccccevvvvrnennns 145

Shagazatova B.Kh., Artikova D.M. / Prediction of the risk of developing secondary empty
SEILA SYIIATOIMNC. ...ttt b bR n e n e 156

Nadjmitdinova D.A., Asrankulova D.B. / Discussion on optimal treatment strategies for
OVAT1aN €NAOMELIIOSIS ..vvivreeieiririe et e et et e e e re e esme e et e s ne e e sn e e sme e e neeaneeeneennn e 160

journals.tma.uz 4 2025#5



Central Asian Journal of Medicine

COORDINATION OF INTERNAL HEMODYNAMIC DISORDERS IN PATIENTS WITH
CHRONIC KIDNEY DISEASE OF DIABETIC GENESIS BY USING 2ND TYPE SODIUM-
GLUCOSE COTRANSPORTER INHIBITORS

Nigora I. Uzakova
Republican specialized scientific and practical medical center for nephrology and kidney
transplantation (Tashkent, Uzbekistan)
zebooriginal@gmail.com

Summary. The article presents the results of the research on the alternative treatment of
intrarenal hemodynamic disorders with the use of type 2 sodium-glucose cotransporter inhibitors in
103 patients with chronic kidney disease developed on the basis of diabetic nephropathy. Also,
comparing the obtained results with the results of other authors' researches, the nephroprotective
effect of the drug is once again based in detail.

Key words: diabetic nephropathy, glomerular filtration, maximum systolic, end diastolic, speed,
resistance index.

Regardless of the etiology, the standard high mortality rate of patients with chronic kidney
disease (CKD) (70 deaths per 1000 patients) indicates the need for constant improvement in the
detection of signs of the disease from the early stages of renal failure. [3]. Modern methods of
diagnosing CKD currently include: determination of glomerular filtration rate (GFR),
albuminuria/proteinuria, urinalysis, examination of electrolyte balance indicators, nephrobiopsy and
ultrasound examination (USG) to determine structural changes and kidney size. [5,7,12]. However,
these data are not clear, especially in the early stages of CKD, and do not allow for a sufficiently
accurate characterization of the degree of kidney damage and nephrosclerosis. Moreover, biopsy is
not always possible in this situation [2]. Therefore, it is necessary to search for other clinical and
laboratory criteria for the diagnosis of CKD. In this regard, the study and analysis of intra-renal
hemodynamic disorders is of particular importance [6]. One of the visual examination methods that
allows characterizing the features of intrarenal hemodynamics is the examination of renal blood
vessels with the help of ultrasound Dopplerography (UTDG), assessment of blood flow, and
determination of the resistance index. [1,4,8,10].

Therefore, in our research on the study of the nephroprotective effect of Type 2 sodium-glucose
cotransporter inhibitors by recommending its inhibitors, we considered it necessary to study, evaluate,
analyze the gradients of intra-renal hemodynamics and investigate its new nephroprotective aspects
in order to better assess the existing issue [9,11].

Purpose of the study.

Coordination of intra-renal hemodynamic disorders with the use of type 2 sodium-glucose
cotransporter inhibitors in patients with diabetic progression of chronic kidney disease.

Research materials and methods.

103 patients with stage II and III A CKD, formed on the basis of nephropathies of diabetic
etiology, who were hospitalized at the Republican Specialized Scientific and Practical Medical Center
of Nephrology and Kidney Transplantation and subsequently under dispensary observation at this
institution, were selected for the study. They were randomly divided into two groups. Group 1 (n-54)
was satisfied only with traditional treatment, i.e., therapy in accordance with the standards of
treatment of chronic kidney disease. In the 2nd group (n-47), in addition to traditional treatment, the
drug empagliflozin (Empagliflozin 10 mg 1 tablet/day), belonging to the 2nd type of sodium-glucose
cotransporter inhibitors, was prescribed for three months. All patients underwent Doppler
ultrasonography of the renal vessels at the beginning of the study and after three months to determine
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the resistance of the renal arteries and blood flow velocity in the vessels. This examination was
performed on the "Sonoscape S20 Color Doppler Diagnostic" device in the admission department of
the multidisciplinary clinic of the Tashkent Medical Academy. Through this examination, the blood
flow velocity and vascular resistance in the main, arcuate, and interlobular vessels of the kidney were
studied by spectral analysis. The study of intrarenal hemodynamics was carried out by spectral
analysis of intrarenal hemodynamics using ultrasound Dopplerography. Right and left renal arteries
are assessed at the entrance as follows:

- maximum systolic blood flow rate (Vs max);

- final diastolic velocity (Vd);

Intra-renal arteries:

- segmental — V max, Vd;

- Interstitial — V max, Vd;

To characterize renal vascular resistance, the resistance index (RI) was calculated based on the
values of Vmax and Vd in specific arterial vessels. In the statistical analysis of the data, the average
values of the indicators of the results of the examination of the vessels of the right and left kidneys
were used. The obtained results were statistically analyzed.

Results and discussion.

The results obtained on the basis of Doppler ultrasound examination of renal arteries of various
sizes, i.e., the dynamics of changes in the gradients of intrarenal hemodynamics in patients with
chronic kidney disease of diabetic nephropathy genesis against the background of various treatment
regimens, revealed the following picture. In the 1st group, consisting of patients limited to traditional
treatment of the main renal arteries, Vs max was 55.3+3.27 cm/s at the beginning of the study and
increased insignificantly to 59.4+3.74 cm/s at the end of the study. In the 2nd group, consisting of
patients receiving empagliflozin in addition to traditional treatment, Vs max was 55.6£3.91 cm/s at
the beginning of the study, and after three months it increased to 73.1+4.11 cm/s, which was also
reflected in the results of statistical analysis. When comparing the results of patients in groups 1 and
2 at the end of the study, statistical analysis showed that the difference was insignificant (p<0.05).
Vd in the 1st group at the beginning of the study was 16.4+2.19 cm/s, and at the end of the study
unreliably increased to 17.5+2.23 cm/s. In the 2nd group, Vd was 16.1+1.88 cm/s at the beginning of
the study, and after three months, a significant (p<0.01) increase to 25.3+1.95 cm/s was also observed
in the results of the statistical analysis. At the end of the study, when comparing the main groups, the
difference was less significant (p<0.05), which was confirmed by statistical analysis. Based on the
values of Vmax and Vd, the resistance index in the 1st group at the beginning of the study was
0.70+0.01, and at the end of the study it decreased insignificantly to 0.68+0.01. In the 2nd group, a
significant (p<0.01) decrease in RI to 0.65+0.01 at the end of treatment, which was 0.70+0.012 at the
beginning of the study, was also confirmed by statistical analysis. At the end of the study, when
comparing the main groups, it was noted that the difference between them changed insignificantly
(p<0.05) (Table 1).

In the segmental renal arteries in the 1st group, Vs max was 39.5+1.52 cm/s. at the beginning
of the study and an unreliable increase of 42.7+1.44 cm/s. at the end of the study. In the 2nd group,
Vs max at the beginning of the study was 40.6+1.46 cm/s, and after three months it increased
significantly (p<0.01) to 47.3+1.78 cm/s, which was also reflected in the statistical analysis. At the
end of the study, when comparing the groups, the statistical analysis showed that the difference
between them changed insignificantly (p<0.05). VVd in the 1st group at the beginning of the study was
12.3+1.1 cm/s, and at the end of the study it increased unreliably to 13.8+1.03 cm/s. In the 2nd group,
Vd was 12.7+1.22 cm/s at the beginning of the study, and after three months, a less reliable (p<0.05)
increase of 16.2+1.15 cm/s was also observed in the results of statistical analysis. At the end of the
study, when comparing the groups, it was observed that the difference between them changed
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insignificantly. The resistance index in group 1 was 0.69+0.01 at the beginning of the study and
decreased insignificantly to 0.67+0.01 at the end of the study. In the 2nd group, a significant (p<0.01)
decrease in RI to 0.64+0.01 at the end of treatment, which was 0.69+0.01 at the beginning of the
study, was also reflected in the statistical analysis. At the end of the study, when comparing the
groups, the difference between them also changed insignificantly (p<0.05), which was reflected in
the statistical analysis conducted (Table 1).

Table 1

Picture of changes in patients against the background of various treatments of intrarenal
hemodynamic disorders

1-group (n-54) 2-group (n-47)
Parameters
At the beginning | At the end of | At the beginning | At the end of
of the study the study of the study the study
Major renal arteries
Vsmax, cm/c 55,343,27 59,443,774 55,6+3,91 73,1+4,11%*A
V4, cm/c 16,4+2,19 17,542,23 16,1+1,88 25,3+1,95%*A
RI 0,70+0,01 0,68+0,01 0,70+0,012 0,65+0,01**A
Segmental renal artery
Vs max, cm/c 39,5+1,52 42,7+1,44 40,6+1,46 47,341,78%*A
V4, cm/c 12,3+1,1 13,8+1,03 12,7+1,22 16,2+1,15%*
RI 0,69+0,01 0,67+0,01 0,69+0,01 0,64+0,01**A
Interlobular renal artery
Vs max, cm/c 23,8+0,88 26,1+0,87 24,9+0,99 28,6+0,98*
V4, cm/c 7,8+0,67 9,7£0,63 8,5+0,68 11,0+0,54*
RI 0,67+0,01 0,65+0,01 0,67+0,01 0,63+0,01*"

Note: * - differences are significant compared to the indicators at the beginning of the study.
(*- p<0,05, **- p<0,01, ***- p<0,001), ™ - the differences are significant compared to the indicators
of groups 1 and 2. (™ - p<0,05, ™ - p<0,01, " - p<0,001).

In the interlobular renal arteries in the 1st group, Vs max was 23.84+0.88 cm/s at the beginning
of the study and increased unreliably to 26.1+0.87 cm/s after treatment. In the 2nd group, Vs max
was 24.9+0.99 cm/s at the beginning of the study, and after three months it increased to 28.6+0.98
cm/s less reliably (p<0.05), which was also reflected in the statistical analysis. At the end of the study,
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when comparing the groups, it was observed that the difference between them changed
insignificantly. Vd in the 1st group at the beginning of the study was 7.8+0.67 cm/s, and at the end
of the study it increased insignificantly to 9.74+0.63 cm/s. In the 2nd group, Vd was 8.5+0.68 cm/s at
the beginning of the study and increased by 11.0+0.54 cm/s less reliably (p<0.05) after three months.
When comparing the results after treatment between the groups, it was noted that the difference
between them changed insignificantly. The resistance index in group 1 was 0.67+0.01 at the
beginning of the study and decreased insignificantly to 0.65+0.01 at the end of the study. In the 2nd
group, a low-significance (p<0.05) decrease in RI to 0.63+0.01 at the end of treatment, which was
0.67+0.01 at the beginning of the study, was also reflected in the statistical analysis. At the end of the
study, the statistical analysis showed that the difference between the groups did not change reliably
when compared with each other (Fig. 1).

MAXIMUM SYSTOLIC RATE(sm/c.)

Main Segmental Interstitial

1 group at the beginning of the study 1 group after treatment
2 group at the beginning of the study 2 group after treatment

Fig 1. Dynamics of changes in the maximum systolic rate in the studied groups against the
background of various treatment regimens.

Doppler ultrasound gradients of renal arteries of different sizes reflected a specific picture in
the study groups based on different treatment regimens. It manifested itself in accordance with the
effectiveness of various treatment recommendations and the degree of sclerosis of the renal vessels
in patients with CKD. If we look at the diagram formed on the basis of the values of these gradients,
then in the 2nd group, where empagliflozin was prescribed in addition to traditional treatment,
compared to the beginning of treatment, the maximum systolic velocity in the main and segmental
arteries increased reliably (p>0.01), while in the interlobular arteries it increased less reliably
(p>0.05), which indicates an improvement in blood flow in the intrarenal vessels. In the 1st group,
which was satisfied only with traditional treatment, although this indicator increased to a certain
extent in the numbers after treatment, statistical analysis proved that the values in the renal vessels of
all sizes changed insignificantly. Also, at the end of the study, when comparing the differences
between the groups, the change in the maximum systolic velocity in the main and segmental renal
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arteries was less reliable (p>0.05), which is explained by the nephroprotective effectiveness of the
proposed drug (Fig. 1). In the literature, according to a study conducted by T. A. Maryanova et al.
(2023) in 233 pregnant women with CKD, it is recognized that measuring the maximum systolic
velocity of the interlobar arteries in this contingent provides relatively more information.

In patients of the 2nd group, the final diastolic rate increased reliably (p>0.01) only in the main
renal artery compared to the beginning of treatment, and less reliably (p>0.05) in the segmental and
interlobular arteries, which indicates an improvement in blood flow in the kidneys and intrarenal
vessels. In the 1st group, although Vd indicators increased by certain arithmetic values after treatment,
statistical analysis revealed unreliable changes in the results of renal arteries of all diameters. At the
same time, at the end of the study, when comparing the differences between the groups, it was
observed that the final diastolic velocity changed only in the main renal artery, although to a low
degree of reliability (p>0.05), and in the intrarenal arteries this difference changed insignificantly
(Fig. 2). Consequently, the effect of the drug on the final diastolic rate is less pronounced.

FINAL DIASTOLIC RATE(sm/c.)

25’3**/\

Main Segmental Interstitial

B group at the beginning of the study 1 group after treatment
m 2 group at the beginning of the study 2 group after treatment

Fig 2. Dynamics of changes in terminal diastolic velocity in the studied groups against the
background of various treatment regimens.

In patients of the 2nd group, the resistance index decreased significantly (p>0.01) in the main
and segmental renal arteries and less reliably (p>0.05) in the interlobular arteries compared to the
beginning of treatment, which indicates a decrease in renal and intrarenal vascular resistance against
the background of treatment. In the 1st group, a certain decrease in RI after treatment is also visible
in the diagram images, but the conducted statistical analysis shows unreliable changes in RI results
of vessels of all sizes. Also, when comparing the results of the main groups at the end of treatment,
when comparing the differences between the groups, it was noted that RI in the main and segmental
renal arteries changed to a less reliable (p>0.05) level, and in the interlobular vessels, this difference
changed insignificantly (Fig. 3).
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RESISTANCE INDEX

0,69 0,69

Segmental Interstitial

1 group at the beginning of the study 1 group after treatment
2 group at the beginning of the study : 2 group after treatment

Fig 3. Dynamics of changes in the resistance index in the studied groups against the background of
various treatment regimens.

In general, it is recognized in the literature that in renal failure, Rl becomes more pronounced
by the 111 stage of the disease, and therefore, the main attention should be paid not to the rate of blood
flow in the renal vessels, but to the assessment of RI values. It was also established that there is a
correlation between an increase in the resistance index values in the blood flow of the renal and renal
arteries and a decrease in GFR in patients.

Conclusion. Thus, in our studies, observing the effect of the drug empagliflozin on intrarenal
hemodynamics in the study groups consisting of chronic kidney diseases formed on the basis of
diabetic nephropathies, an effective increase in the Vmax and Vd gradients and a decrease in RI after
treatment were especially pronounced in the main and segmental arteries. This process is also
important for the manifestation of the drug's nephroprotective effect. In fact, if hyperglycemia is one
of the main pathogenetic links that exacerbates diabetic nephropathy, then an increase in glucose
reabsorption in the renal tubules is a mechanism that negatively affects the process. In this case, it is
advisable to achieve this effect by alternating treatment with the use of 2nd type sodium-glucose
cotransporter inhibitors in these patients. In the literature, it is recognized that the use of empagliflozin
in patients with diabetes mellitus not only reduces blood glucose to the target level, but also leads to
a decrease in the frequency of cardiovascular complications, a slowdown in diabetic kidney damage
(reduction of albuminuria, improvement of glomerular filtration).
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ANATOMICAL STRUCTURE OF THE ADRENAL GLAND: A FORENSIC APPROACH
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Abstract. This article provides a systematic analysis of the anatomical and morphological
features of the adrenal glands, which are of significant importance in forensic medical practice. The
adrenal glands play a crucial role in maintaining the body s homeostasis, forming responses to stress,
and regulating vital metabolic processes. The article examines their location, external and internal
anatomical structure, blood supply, venous drainage, lymphatic flow, and neural innervation.
Furthermore, the functional connections of the adrenal glands with the central nervous system and
other endocrine organs are highlighted. Particular attention is given to the diagnostic relevance of
assessing the condition of the adrenal glands in forensic examinations, identifying their anatomical
and topographic changes, and differentiating pathological conditions. These findings serve as an
essential scientific and practical basis for in-depth forensic analysis, determining the causes of violent
death, and understanding pathologies of the endocrine system.

Keywords: adrenal gland, glandula suprarenalis, anatomical structure, morphological
features, forensic medical practice, blood supply, lymphatic flow, neural innervation, endocrine
system, stress response, homeostasis, forensic examination, topographic anatomy.

1. Introduction. The adrenal glands are among the most important endocrine organs in the
human body, playing a crucial role in regulating stress responses, maintaining homeostasis, and
managing various metabolic processes. These glands secrete hormones in response to signals from
the hypothalamus, influencing a wide range of physiological functions such as energy production and
storage, blood pressure regulation, and water-electrolyte balance. In particular, hormones like
cortisol, adrenaline, and aldosterone enable the adrenal glands to regulate immune responses, stress
reactions, and metabolic activity. The scientific study of the adrenal glands has evolved over
centuries. These glands were first described in 1564 by the Italian anatomist Bartolomeo Eustachio
as "glandulae quae renibus incumbent”, meaning “glands resting on the kidneys” [5]. This article
provides a systematic analysis of the anatomical and morphological characteristics of the adrenal
glands, including their location, blood supply, innervation, lymphatic drainage, and connections with
the central nervous system. In addition, it evaluates recent imaging studies that document adrenal
gland size variations in patients with depression. These findings enhance our understanding of the
diagnostic value of adrenal morphology in forensic medical practice.

2. Materials and Methods. In preparing this article, a wide range of scientific literature,
textbooks, modern anatomical atlases, and scholarly articles on the anatomical and morphological
features of the adrenal glands were analyzed. Source materials included classical anatomical
references such as F. Netter’s Atlas of Human Anatomy (2003), as well as a recent article on the
modern anatomy and physiology of the adrenal glands by Al-Khanaty et al. (2025). Historical context
was provided by examining the original discovery of the glands by Bartolomeo Eustachio, as
documented by Papadopoulos et al. (2015).

The following methodological approaches were employed in the analysis:

« Structural analysis based on scientific literature and atlases: The anatomical features of
the adrenal glands — including their location, shape, blood supply, innervation, and lymphatic
drainage — were systematically studied.

« Anatomical evaluation: Special attention was given to the morphological state,
topographical position, and diagnostic relevance of the adrenal glands in forensic medical
examinations.
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« Use of illustrations: Anatomical images illustrating the visual structure of the adrenal glands
were selected, processed for clarity, and annotated with analytical commentary. These images were
sourced from classical anatomical atlases (e.g., Netter, 2003) and modern medical imaging resources.

« Literature review: Morphological and clinical research from recent decades (e.g., Stepansky
et al., 2025; Kahl et al., 2015; Nemeroff et al., 1992) was reviewed to assess variations in adrenal
gland size and morphology.

3. Discussion.

3.1. Embryology. The adrenal cortex develops from the mesoderm, beginning around the 5th
week of gestation, concurrently with the formation of the developing gonads. The cortex is formed
through a sequential zonal differentiation, initially giving rise to the fetal (embryonic) zone, which is
later replaced by the definitive adult cortex. The fetal zone regresses rapidly after birth. The medulla
develops by invagination into the cortical tissue, forming a unified adrenal gland structure [7]. The
adrenal gland is enclosed by a fibrous capsule, which sends septa inward, dividing the gland into
several lobules. On section, the gland consists of a yellowish outer cortex and a darker central
medulla. These two regions differ in structure, development, and function. The cortex is rich in lipid
droplets and cholesterol and is subdivided into three histological zones. The medullary portion of the
adrenal gland contains chromaffin cells, which stain yellow-brown with chromium salts and are rich
in nerve fibers and sympathetic ganglionic neurons. The cortical portion arises from mesoderm on
either side of the primitive mesentery during weeks 4-5 of embryogenesis, while the medulla
originates from ectodermal-derived sympathetic elements. For this reason, the medulla is also referred
to as part of the adrenal (chromaffin) system. By the 6th—7th week of embryonic development, the
developing cortex separates from the coelomic epithelium, forming the interrenal body, a mass of
cells located lateral to the aorta. By the 8th week, the precursors of the medulla, called
chromaffinoblasts, proliferate and migrate into the interrenal body, giving rise to the adrenal medulla.
These chromaffinoblasts also contribute to the formation of the aortic paraganglia (paraganglion
aorticum) located anterior to the aorta. Due to their origin from different embryonic layers, the two
systems (interrenal and chromaffin) remain separate in lower vertebrates, unlike in mammals where
they are integrated into a single organ [2].

3.2. Anatomy of the Adrenal Gland. The adrenal gland (glandula suprarenalis) is a paired
endocrine gland located at the level of the 11th—12th thoracic vertebrae, situated on the superomedial
aspect of each kidney within the retroperitoneal tissue. It is enclosed by the renal fascia (fascia renalis)
and positioned like a cap atop each kidney, forming a paired organ structure (Figures 1 and 2) [8,11].

1 2 a4

Fig. 1. Source: Netter, F. Atlas of Human Anatomy. Moscow: GEOTAR-Media, 2003 [4].
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1.A.phrenica inferior (dextra et sinistra) 2.V. cava inferior 3. Oesophagus 4. V. phrenica inferior
sinistra 5. Aa. suprarenales superiores sinistrac 6. A. suprarenalis media sinistra 7. V. suprarenalis
sinistra 8. A. suprarenalis inferior sinistra 9. Ramus uretericus a. renalis sinistra 10. A., v. renalis
sinistra 11. A., v. testicularis/ovarica sinistra 12. Chap ikkinchi v. lumbalis, yuqoriga yo‘nalgan c v.
lumbalis ascendens (v. hemiazygos) 13. A. mesenterica inferior 14. A. mesenterica superior 15. Aorta
abdominalis 16. V. cava inferior 17. A., v. testicularis/ovarica dextra 18. A., v. renalis dextra 19.
Ramus uretericus a. renalis dextra 20. A. suprarenalis inferior dextra 21. V. suprarenalis dextra 22. A.
suprarenalis media dextra 23. Aa. suprarenales superiores dextra 24. Truncus coeliacus

Each adrenal gland measures approximately 30-60 mm in length and weighs on average 12—13
grams [2]. In newborns, the adrenal glands constitute about one-third the size of the kidneys, whereas
in adults, this ratio decreases to approximately 1/30 [3]. Anatomically, the adrenal gland is enclosed
by a fibrous capsule, which extends septa into the gland, dividing it into lobules (Figure 3) [2]. In
some morphological descriptions, the gland is subdivided into a wing (ala), body, and tail, and in
cases of hyperplasia, enlargement is typically observed in the wing and tail regions [7].

Fig.e 2. Segmentation of the adrenal glands. Computed tomography: the right adrenal gland is
highlighted in yellow, and the left adrenal gland in red. AGV: Adrenal gland volume. Source:
Stepansky et al., 2025 [9].
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Figure 3. Blood supply and structure of the adrenal gland.Source: Carr, J. A., & Norris, D. O.
(2005). The adrenal glands. In Endocrine Disruption: Biological Bases for Health Effects in
Wildlife and Humans (p. 111) [1].
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Like all endocrine glands, the adrenal gland is richly supplied with blood [10]. Each gland
receives blood from three main arteries:

« Superior suprarenal artery (originating from the inferior phrenic artery),

« Middle suprarenal artery (originating directly from the abdominal aorta),

« Inferior suprarenal artery (originating from the renal artery) [7].

Venous drainage occurs through the central vein, which has a thick muscular wall and is
located within the medulla (Figure 4). This vein drains into the left renal vein on the left side, and
directly into the inferior vena cava on the right side [7].

Cortical artery — e —

(14— Cortical
capillaries

— Medullary
artery

Medulla

— Cortical
vein

Medullary” _—Medullary
capillaries S vein

~

Central vein
Fig. 4. Source: Seifter, J., Ratner, A., & Sloane, D. (2005). Concepts in Medical Physiology.
Lippincott Williams & Wilkins [6].

The cortex and medulla of the adrenal gland possess a distinctive blood supply and are
functionally interrelated. Blood enters through the outer connective tissue capsule, flows through
the cortical zones, and then reaches the medullary cells, delivering blood rich in corticosteroids.
This arrangement supports the complex functional interaction between the cortex and medulla
(Figure 4) [6].

In some cases, ectopic adrenal tissue resembling cortical or medullary structures may be found
near the adrenal glands [11].

The adrenal glands receive blood from three paired arteries:

« Superior suprarenal artery (a. suprarenalis superior, from the inferior phrenic artery),

o Middle suprarenal artery (a. suprarenalis media, from the abdominal aorta),

« Inferior suprarenal artery (a. suprarenalis inferior, from the renal artery) [10] (Figure 5).

The right adrenal gland is triangular in shape, narrower and located slightly higher than the
left gland. It lies near the upper pole of the right kidney and is in direct contact with the inferior
vena cava. The gland is largely uncovered by peritoneum, except for a portion of its anterior
surface.lt is related to the liver, forming a shallow depression known as the suprarenal impression
on the liver surface [8,11] (see Figure 3).
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Fig. 5. Blood supply and anatomical position of the adrenal gland.Source: Sinelnikov, R. D.,
Sinelnikov, Ya. R., & Sinelnikov, A. Ya. (2009). Atlas of Human Anatomy (Vol. 2, 7th ed., revised).
Moscow: RIA “Novaya volna” / Publisher Umerenkov [8].

1. V. suprarenalis dextra 2. V. cava inferior 3. Aorta 4. Truncus coeliacus 5. A. phrenica inferior 6.
A. suprarenalis media 7. Aa. suprarenales superiores 8. Gl. suprarenalis 9. V. suprarenalis sinistra
10. A. suprarenalis inferior 11. A. renalis sinistra 12. Ren 13. Vv. stellatae renis 14. V. testicularis
sinistra 15. Ureter 16. A. mesenterica superior 17. V. renalis
18. Aa. testiculares 19. V. testicularis dextra.

Lymphatic vessels from the adrenal gland drain into the lumbar lymphatic pathways [11].

The left adrenal gland is semilunar in shape, with one portion in contact with the upper pole of
the kidney and another adjacent to its medial border. The superior part of the left gland is covered
anteriorly by peritoneum.It lies in close proximity to the cardiac region of the stomach, the spleen,
and the pancreas. Both adrenal glands are posteriorly related to the diaphragm [8,11].

On the left side, various anatomical variations can occur in venous drainage. For example, the
left suprarenal vein may drain into the left renal vein, the gonadal vein, or the inferior phrenic vein.
In some cases, a double suprarenal vein on the left side has been observed [3].

The portal vein is formed in the region of the superior mesenteric artery and collects venous
blood from many abdominal organs.The abdominal aorta lies posterior to the portal vein and gives
rise to multiple arterial branches supplying the abdominal organs and tissues [11].

Each adrenal gland has three distinct surfaces: the anterior surface (facies anterior), the posterior
surface (facies posterior), and the renal surface (facies renalis), which is concave and faces the
kidney.Additionally, two borders are distinguished: the superior margin (margo superior) and the
medial margin (margo medialis) (Figures 6 and 7).

Both the anterior and posterior surfaces of the adrenal gland contain grooves (fissures), the
deepest of which is located on the anteromedial surface and is referred to as the hilum [8,11].
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Fig. 6. Blood supply and anatomical position of the adrenal gland.Source: Sinelnikov, R. D.,
Sinelnikov, Ya. R., & Sinelnikov, A. Ya. (2009). Atlas of Human Anatomy (Vol. 2, 7th ed., revised).
Moscow: RIA “Novaya volna” / Publisher Umerenkov [8].

In the right adrenal gland, the hilum is located closer to the superior pole, whereas in the left
gland, it is positioned near the inferior part.Through the hilum, the central vein (v. centralis) exits the
gland and continues as the suprarenal vein.The vein from the right adrenal gland drains directly into
the inferior vena cava, while the vein from the left gland drains into the left renal vein.

Lymphatic vessels are located within the hilum, whereas arteries and nerve fibers enter the
adrenal tissue via the anterior and posterior surfaces.

Externally, the adrenal gland is surrounded by a thin fibrous capsule, which also contains
smooth muscle fibers.Extensions of this capsule penetrate the gland and divide it into lobules [8,11].
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Fig. 7. Blood supply and anatomical position of the adrenal gland.Source: Sinelnikov, R. D.,
Sinelnikov, Ya. R., & Sinelnikov, A. Ya. (2009). Atlas of Human Anatomy (Vol. 2, 7th ed., revised).
Moscow: RIA “Novaya volna” / Publisher Umerenkov [8].

Occasionally, accessory adrenal glands (glandulae suprarenales accessoriae) may be
present.These structures are composed of either cortical or medullary tissue and are typically
located in retroperitoneal regions, that is, within the tissues posterior to the peritoneum [8].

4. Conclusion. The adrenal glands are vital endocrine structures in the human body, and their
anatomical position, morphological organization, vascular architecture, blood supply, innervation,
and lymphatic drainage are of great importance for understanding both physiological and pathological
conditions. Based on the sources analyzed in this article, it is evident that these glands play a key role
in shaping stress responses, maintaining homeostasis, and regulating metabolic processes.
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Evaluation of the adrenal glands is considered a crucial diagnostic criterion in the fields of
forensic medicine, surgery, endocrinology, and pathological anatomy. It is essential for determining
the cause of death, understanding endocrine alterations associated with mental disorders, and
detecting internal organ damage resulting from invasive trauma. Particularly, the ability to detect
volumetric and morphological changes in the adrenal glands using modern imaging techniques allows
for the investigation of their associations with psychopathological conditions.

From this perspective, a thorough understanding of the anatomical and morphological structure
of the adrenal glands has not only scientific but also practical diagnostic value in forensic practice. It
serves as a key tool in identifying and differentiating pathological conditions.In the future, it is
advisable to conduct broader, multicenter studies using modern technologies to further investigate the
morphology, functional activity, and clinical correlations of the adrenal glands.

REFERENCES

1. Carr,J. A., & Norris, D. O. (2005). The adrenal glands. In Endocrine disruption: Biological
bases for health effects in wildlife and humans (p. 111).

2. Gadayev, A., & Mirsharipov, U. (2021). Human anatomy (Textbook). Tashkent: Muharrir
Publishing.

3. Megha, R., Wehrle, C. J., Kashyap, S., & Leslie, S. W. (2022). Anatomy, abdomen and
pelvis: Adrenal glands (Suprarenal Glands). In StatPearls [Internet]. Treasure Island (FL): StatPearls
Publishing.

4. Netter, F. (2003). Atlas of human anatomy (A. P. Kisov, Trans., 2nd ed.). Moscow:
GEOTAR-Media. (Original work published 1989)

5. Papadopoulos, I., Vassiliadi, D. A., Tsagarakis, S., & Makris, K. C. (2015). Landmarks in
the history of adrenal surgery. Hormones, 14(2), 299-308. https://doi.org/10.14310/horm.2002.1596

6. Seifter, J., Ratner, A., & Sloane, D. (2005). Concepts in medical physiology. Philadelphia:
Lippincott Williams & Wilkins.

7. Silverman, M. L., & Lee, A. K. (1989). Anatomy and pathology of the adrenal glands.
Urologic Clinics of North America, 16(3), 417-432.

8. Sinelnikov, R. D., Sinelnikov, Ya. R., & Sinelnikov, A. Ya. (2009). Atlas of human
anatomy: A textbook (Vol. 2, 7th ed., revised). Moscow: RIA “Novaya volna” / Umerenkov
Publishing.

9. Stepansky, L., Ruppel, R., Sommerfeld, L., Kleib, J., Tiirkan, K., Arndt, S., Bickelhaupt,
S., Knoll, F., Uder, M., & May, M. S. (2025). Adrenal gland volume measurement in depressed
patients. Journal of Psychiatric Research, 187, 74-79. https://doi.org/10.1016/j.jpsychires.
2024.11.008

10. Khudoyberdiyev, R. E., Akhmedov, N. K., Zokhidov, H. Z., et al. (1993). Human
anatomy: Textbook for students of medical higher education institutions (Ed. by S. A. Dolimov, 3rd
revised and expanded edition). Tashkent: Ibn Sina Publishing and Printing Association.

11. Sapin, M. R. (2015). Atlas of human anatomy: A textbook for students of higher medical
educational institutions (8th ed., revised and expanded). Moscow: Mir i Obrazovanie.

journals.tma.uz 18 2025#5



Central Asian Journal of Medicine

UDC: 615.5-002.2+615.89.615.26

EVALUATION OF THE EFFICACY OF AN OINTMENT CONTAINING GOOSE FAT,
EXTRACT ALOE, AND BETAMETHASONE IN PRECLINICAL STUDIES FOR THE
TREATMENT OF ALLERGIC DERMATITIS

Feruza R. Karimova — Ph.D., associate professor
Bukhara State Medical Institute (Bukhara, Uzbekistan)
feruza karimova@bsmi.uz

Abstract. This preclinical study, based on modern scientific principles, assessed the biological
safety and regenerative efficacy of a topical ointment composed of goose fat, aloe, and
Betamethasone. The experiments were conducted using a full-thickness excision wound model in
albino rats. The ointment demonstrated no signs of acute toxicity, with treated animals showing stable
clinical behavior and body weight. Application of the formulation led to significant acceleration of
wound healing, with complete closure observed by day 14. Comparative analysis indicated superior
efficacy of the experimental ointment compared to standard treatments. These findings confirm the
high regenerative potential and safety profile of the goose fat-based formulation and support its
relevance for further clinical development.

Key words: Goose fat, extract aloe, betamethasone, topical ointment, preclinical study, skin
wound, regenerative activity, biological safety, toxicity, excision model.

The urgency of problem: According to the World Health Organization (WHO), allergic skin
diseases, including atopic and contact dermatitis, affect 10-20% of the global population. Data from
The Global Burden of Disease Study (2019) indicates that skin diseases rank among the top ten in
terms of overall disease burden, with atopic dermatitis being a leading condition within this category
[1,5,7,8]. The prevalence of severe atopic dermatitis (SAD) in children in Europe and the USA varies
between 15-25%, while in adults it ranges from 2—10%. While biological agents like Dupilumab have
proven effective in treating these conditions, their high cost — approximately $35,000-$40,000 USD
per patient annually — often limits their widespread implementation in clinical practice. Furthermore,
long-term use of synthetic antihistamines (e.g., loratadine, cetirizine) can lead to various side effects
such as drowsiness, decreased concentration, and dry mouth [2,3,6,7].

The aim of the study was to conduct preclinical trials to determine the toxicity of an ointment
containing goose fat + aloe extract + betamethasone used in the treatment of allergic dermatitis or
steroid-responsive dermatoses.

Research methods and methodology. Our research methodology was developed with due
consideration for various principles of modern scientific knowledge, ensuring it was adequately
aligned with the defined objectives. The planned and conducted studies, based on general scientific
and specific methods, aimed to address the stated research tasks.

All experiments were conducted on healthy animals that underwent a minimum of 10—14 days
of quarantine. Acute toxicity was studied by administering the test samples dermally, following an
established standard method. For this purpose, outbred white rats (male and female) weighing 18-22
g were used. Each group consisted of 6 animals, totaling 30 animals across all groups.

One day prior to the experiment, the fur on a 1x1 cm area of the animals' dorsal region was
carefully trimmed.

The test samples, in the form of low-concentration ointments, were applied topically to the
animals at varying doses:

Ointment 1: goose fat + aloe, 0.1% ointment, at a dose of 25 mg/kg (0.5 ml/20 g).

Analysis of the animals' clinical status, behavior, weight changes, condition of the skin and
mucous membranes, and vital signs revealed that these modifications of the preparation did not lead
to lethality even at the highest doses tested. Consequently, all investigated formulations were assessed
as non-toxic based on acute toxicity indicators, and their approximate LDso levels do not exceed the
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maximum doses applied. This indicates that the goose fat-based ointment modifications are promising
from a biological safety perspective at the preclinical stage.

Animals were kept in specialized cages under continuous observation for the first hour. They
were then examined hourly for the subsequent 24 hours, and thereafter, their general condition was
monitored once daily for the next 13 days (total observation period was 14 days).

During the observation period, the following parameters were assessed: general condition of
the animals, behavior and motor activity, presence of convulsions, coordination of movement, muscle
tone, reaction to external stimuli, respiratory status, heart rate, condition of fur and skin, condition of
mucous membranes, tail position, food and water consumption, weight changes, other clinical signs
indicative of toxic effects

The time of intoxication development and any potential fatalities were also specifically
recorded.

All animals were maintained under standard vivarium conditions throughout the experiment,
with full access to feed and water.

Results of the research: within the framework of a study conducted using a full-thickness
excision wound model on albino rats, the regenerative activity of the Goose fat + Aloe +
Betamethasone combination was evaluated. The wound healing process was assessed by measuring
the wound surface area at different time points (Table 1). In the control group, regeneration progressed
significantly slower. On day 6, 78.33% of the wound surface area remained, and by day 13, this figure
had decreased to 13.28%. However, by day 19, complete wound closure had still not been achieved.

Table 1
Results of the evaluation of the regenerative activity of Goose fat + Extract Aloe +
Betamethasone (**M+SD; n=5; p<0.05; *p<0.001)

2 —
Groups Wound Surface 1143rea (mm?) — Day
Control 10.99 +2.54
Ointment (Goose fat + Extract Aloe + Betamethasone) 2.72%*%* £1.82
Ointment containing Methyluracil and Chloramphenicol 6,98* £ 5.66

Note: *** — Statistically significant difference compared to the control group at p < 0.001.

In the group treated with Goose fat + Extract Aloe + Betamethasone, the regeneration process
in laboratory animals progressed much more rapidly. By day 6, the wound surface area had decreased
to 65.38%, and by day 13, it was reduced to 3.74%. Complete wound closure was observed on day
14. This finding indicates that the given formulation possesses a clearly pronounced regenerative
activity.
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Fig. 1. Changes in wound surface area — results of the evaluation of regenerative activity of
the Goose fat + Extract Aloe + Betamethasone formulation (p <0.001, M£SD; n = 5; p = 0.05)
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The comparator group treated with Methyluracil and Chloramphenicol ointment demonstrated
high effectiveness in wound healing. Methyluracil and Chloramphenicol contains chloramphenicol
(an antibiotic) and methyluracil (an immunostimulant), which contribute to its broad-spectrum
antimicrobial effect and stimulation of tissue regeneration. This ointment is widely used in the
treatment of purulent wounds, trophic ulcers, burns, and other skin injuries.

According to the results of the conducted study, the wound healing dynamics in the group
treated with Methyluracil and Chloramphenicol are presented in figure 2.

days
1 6 13

Control

Control
Methyluracil and
Chloramphenicol

Goose fat + Aloe
Extract +
Betamethasone

Fig. 2. Visual assessment results of the regenerative activity of Goose fat + Extract Aloe +
Betamethasone

By day 6, the wound area had reduced by up to 68.71%. This indicates Methyluracil and
Chloramphenicol’s ability to reduce inflammation and activate granulation processes even in the early
stages of treatment.

On day 13, the wound area was significantly reduced, amounting to 9.31%, which suggests that
the wound was nearing complete closure. This confirms the ointment’s effectiveness in accelerating
tissue regeneration.

Complete wound closure was recorded by day 15. This outcome supports the conclusion that
Methyluracil and Chloramphenicol is a reliable agent for the effective short-term treatment of wounds
of moderate severity.

The ointment base of Methyluracil and Chloramphenicol ensures deep penetration of its active
ingredients into the damaged tissues, facilitating effective concentrations at the site of inflammation.
Its regenerative properties, in addition to its antibacterial effects, enhance its overall therapeutic value.
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Comparative analysis results demonstrated that wound healing progressed more rapidly in the
group treated with Goose fat + Extract Aloe + Betamethasone. Complete closure was achieved by
day 14, whereas the group treated with the ointment containing methyluracil and chloramphenicol
achieved similar results only by day 15. In contrast, wound healing in the control group was
significantly slower, with no complete closure observed.

These results confirm that the goose fat formulation enriched with Betamethasone possesses
high regenerative efficacy as a topical agent.

The findings of the study clearly show that the Goose fat + Extract Aloe + Betamethasone
formulation exhibits remarkable regenerative activity in wound healing. This unique topical
combination significantly accelerated the healing process, with full wound closure observed by day
14 in treated animals.

Goose fat has traditionally been used in folk medicine as an anti-inflammatory and emollient
agent. It nourishes the skin, enhances its elasticity, and promotes the formation of new cells.

Aloe possesses strong regenerative, anti-inflammatory, and antibacterial properties. It
accelerates skin repair, reduces pain, and helps prevent infections.

Betamethasone, due to its glucocorticoid content (e.g., betamethasone), exhibits potent anti-
inflammatory and anti-allergic effects, helping to optimize the healing process by reducing the
inflammatory response.

Although the comparison ointment containing methyluracil and chloramphenicol (commonly
known as Methyluracil and Chloramphenicol) also accelerated the wound healing process, its
effectiveness was observed to be slightly lower than that of the Goose fat + Extract Aloe +
Betamethasone modification. Complete wound closure in the methyluracil and chloramphenicol
group was recorded by day 15, which is one day later than the group treated with the novel
formulation.

The obtained results confirm that the Goose fat + Extract Aloe + Betamethasone formulation is
a highly effective, promising topical therapeutic agent for wound healing. This combination may offer
significant advantages, particularly in cases where rapid and effective wound closure is required.
These findings serve as a foundation for the development of new and effective therapeutic strategies
aimed at restoring damaged skin.

Conclusions: The results of the conducted study demonstrated that the Goose fat + Extract
Aloe + Betamethasone formulation possesses clearly expressed regenerative activity. By day 13, the
wound surface area in the treated group had significantly decreased to 3.74%, with complete closure
observed by day 14. This indicates that the formulation strongly stimulates tissue regeneration and is
capable of accelerating the wound healing process.

The regenerative efficacy of Goose fat + Extract Aloe + Betamethasone was found to be
superior compared to the standard ointment containing methyluracil and chloramphenicol. While the
standard ointment achieved complete wound closure by day 15, the Goose fat + Extract Aloe +
Betamethasone formulation provided full closure one day earlier, on day 14. Thus, the combination
of goose fat and aloe with Betamethasone can be scientifically recommended as a highly effective
topical agent with enhanced regenerative potential.
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Abstract. Pneumococcal infection caused by Streptococcus pneumoniae remains one of the
leading causes of infectious morbidity and mortality worldwide, particularly among individuals with
chronic respiratory diseases. According to the World Health Organization (WHQO), more than 1.6
million deaths are recorded annually due to invasive forms of pneumococcal disease, with the highest
vulnerability observed in elderly patients and individuals with comorbid conditions. Chronic
obstructive pulmonary diseases (COPD) significantly increase the risk of bacterial colonization and
the development of severe complications associated with S. pneumoniae. The present study aims to
investigate the frequency of pneumococcal detection and to analyze its serotypic and phenotypic
distribution among patients with COPD, in order to assess the local serotype landscape and to inform
potential adjustments in vaccination strategies.

Keywords: Streptococcus pneumoniae, pneumococcal infection, serotypes, chronic obstructive
pulmonary diseases (COPD), bronchial asthma, bronchiectasis, vaccination, phage therapy,
multiplex PCR.

Introduction. Pneumococcal infection remains one of the most significant challenges in
clinical microbiology and respiratory medicine.Streptococcus pneumoniae is the leading etiological
agent of community-acquired pneumonia, purulent sinusitis, otitis media, as well as invasive forms
of disease including meningitis and bacteremia. According to estimates from the World Health
Organization (WHO), the annual global mortality from pneumococcal infection exceeds 1.6 million
people, with the highest vulnerability observed among young children, the elderly, and patients with
chronic somatic comorbidities [9,3].Patients with chronic obstructive pulmonary diseases (COPD)
are at high risk for primary colonization by S. pneumoniae as well as for exacerbations of their
underlying disease triggered by pneumococcal infection.In the context of increasing antibiotic
resistance of S. pneumoniae and the limited effectiveness of empirical antibacterial therapy, the
importance of regional serotype surveillance is growing. This has direct clinical implications for the
optimization of both vaccine-based prevention strategies and therapeutic interventions.

The aim of the present study was to determine the etiological detection rate of Streptococcus
pneumoniae in patients with exacerbations of chronic obstructive respiratory diseases and to identify
the genotypic and serotypic characteristics of the isolates using multiplex PCR diagnostics.

Material and methods of research. The study cohort included patients with chronic
obstructive respiratory diseases who had laboratory-confirmed pneumococcal infection, identified
using molecular genetic analysis by multiplex PCR. Patients were stratified according to nosological
forms: 34 patients (35.1%) had chronic obstructive pulmonary disease (COPD) (GOLD, 2023), 54
patients (55.7%) had bronchial asthma (BA) (GINA, 2024), and 9 patients (9.3%) had bronchiectasis.
The mean age of the patients was 60.04 & 1.2 years. In terms of gender distribution, males accounted
for 47 (48.4%) and females for 50 (51.6%). Among patients with COPD, 62.9% (61 individuals) had
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comorbid cardiovascular diseases (CVD), and 10.3% (10 individuals) had type 2 diabetes mellitus
(DM).

Research results. During the molecular genetic analysis of 202 nasopharyngeal swab samples
using multiplex PCR, positive results for Streptococcus pneumoniae were detected in 97 patients with
exacerbation of chronic bronchopulmonary pathology. The predominant genotype identified (see
Table 1) was LytA, detected in 44.3% of cases, followed by CpsA in 35.1%, and the combined
LytA+CpsA genotype in 20.6% of patients.

The S. pneumoniae LytA genotype was primarily observed in patients with bronchial asthma
(BA) — 26 cases (60.5%) — and in 16 cases (32.2%) of chronic obstructive pulmonary disease
(COPD). The CpsA genotype was identified in 58.8% of BA patients (20 out of 34), 29.4% (10 out of
34) with COPD, and 11.8% (4 out of 34) with bronchiectasis (BE). The combined Lyt4+CpsA
genotype was found with equal frequency in both COPD and BA patients — 8 out of 20 (40%) in
each group — and in 4 out of 20 (20%) of BE cases.

These findings highlight that the Lyt4 and CpsA genotypes are predominantly associated with
patients suffering from bronchial asthma, while the combined Lyt4+CpsA genotype is observed at a
comparable frequency among patients with COPD and those with BA.

Table 1
Frequency of S. pneumoniae Genotypes in the Structure of Respiratory Pathology

Genotype COPD (n = 34) BA (n =54) BE (n=9) Total (n = 97)
LytA 16 (37,2%) 26 (60,5%) 1(2,3%) 43 (44,3%)
CpsA 10 (29,4%) 20 (58,8%) 4 (11,7%) 34 (35,1%)
LytA + CpsA 8 (40,0%) 8 (40,0%) 4 (20,0%) 20 (20,6%)

EmLytA EECpsA —LytA+CpsA

Fig.1. Distribution of Serotypes and Serogroups According to S. pneumoniae Genotype.

According to the results of the study (Fig. 1), the Streptococcus pneumoniae LytA genotype
was associated with a specific spectrum of serotypes and serogroups, including 1 (2%), 2 (6.1%), 5
(8.2%), 6A/6B, 6C/6D (6.1%), TF/7TA (8.2%), 9L/N (7.2%), 9V/9A (7.2%), 11A/11D (2%),
12F/12A/12B/44/46 (1%), 14 (7.2%), 15A/15F (3%), 16F (4.1%), 17 (3%), 18C/18A/18B/18F (3%),
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19A (1%), 19F (6.1%), 22F/22A (5.1%), 23A (1%), 23F (4.1%), 33F/33A/37 (4.1%), and 37 (2%)).
Serotypes 3, 16, and serogroup 33F/33 A were not detected in this group.

For the S. pneumoniae CpsA genotype, associated with exacerbations of respiratory pathology
in adults, the serotype and serogroup distribution included: 2 (2%), 3 (2%), 5 (4.1%), 6A/6B, 6C/6D
(3%), TF/7TA (4.1%), 9L/N (2%), 9V/9A (3%), 11A/11D (7.2%), 12F/12A/12B/44/46 (1%), 14
(6.1%), 15A/15F (6.1%), 16 (2%), 16F (7.2%), 18C/18A/18B/18F (3%), 19A (2%), 19F (2%),
22F/22A (2%), 23A (5.1%), 33F/33A (5.1%), 33F/33A/37 (1%), and 37 (7.2%). Serotypes 1, 17, and
23F were absent.

The LytA+CpsA genotype was characterized by the following serotypes and serogroups: 1
(1%), 3 (1%), 5 (6.1%), 6A/6B, 6C/6D (1%), 7TF/7A (2%), 9L/N (6.1%), 9V/9A (3%), 11A/11D
(5.1%), 12F/12A/12B/44/46 (3%), 14 (2%), 15A/15F (3%), 16 (1%), 16F (2%), 17 (1%),
18C/18A/18B/18F (2%), 19A (2%), 19F (2%), 22F/22A (2%), 23A (5.1%), 23F (3%), 33F/33A
(4.1%), and 37 (4.1%). Serotype 2 and serogroup 33F/33A/37 were not identified in this group.

The analysis of serotype distribution by S. pneumoniae genotypes (n = 97) revealed substantial
serotype heterogeneity (Fig. 1). The most frequently identified serotypes across all genotypes were 5
(18 out 0f 97); 9L/N and 14 (15 out of 97); 19F, 7F/7A, and 11A/11D (14 out of 97); 9V/9A, 16F, and
37 (13 out 0of 97); 15A/15F (12 out 0f 97); and 6A/6B, 6C/6D (10 out of 97). These serotypes occurred
in various combinations and were differently distributed among the genotypic groups.

A total of 24 distinct S. pneumoniae serotypes were identified in the sample. Among them, half
(12 serotypes, 50%) are vaccine serotypes included in the 13-valent pneumococcal conjugate vaccine
(PCV13), namely serotypes 1, 3, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, and 23F. In this study, 12
of the 13 PCV13 target serotypes were identified (92.3%), accounting for 50% of all isolated
serotypes. Serotype 4, although included in the vaccine, was not found among the isolates, while all
other vaccine serotypes were present.

The remaining 12 serotypes (50%) are classified as non-vaccine types, meaning they are not
included in the PCV13 formulation. Thus, based on the number of unique serotypes identified in the
sample, the proportions of vaccine and non-vaccine serotypes were equal, each representing 50% of
the total serotype diversity.

I COPD mmBA —BE
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Fig. 2. Distribution of Streptococcus pneumoniae serotypes and serogroups by
nosological groups.
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According to the serotype analysis by nosological group (Fig. 2):

In patients with chronic obstructive pulmonary disease (COPD) (n = 34), the most frequently
detected serotypes were: 5 (n = 8), 9L/N (n=9), 7F/7A (n="7), 16F (n=7), 37 (n=15), 15A/15F (n
=6), and 11A/11D (n=15). Serotype 1 was not identified in this group. The study found that PCV13
vaccine-covered serotypes were observed in 41.6% of COPD cases.

In the cohort of patients with bronchial asthma (BA) (n = 54), the most prevalent serotypes
included: 5 (n =9), 9V/9A (n =9), 9L/N (n = 6), 6A/6B, 6C/6D (n =7), 11A/11D (n=7), 14 (n =
11), 19F (n=9), 23F (n=15), 7F/7A (n=6), I15A/15F (n=6), 16F (n=6), 22F/22A (n = 6). Serotype
3 was not detected in this group. The proportion of PCV 13 vaccine-covered serotypes was also 41.6%.

Among patients with bronchiectasis (BE), there was a limited but distinct dominance of the
following serotypes: 11A/11D (n = 2), 33F/33A (n = 2), 33F/33A/37 (n = 3), 37 (n = 4),
18C/18A/18B/18F (n = 2). The following serotypes and serogroups were not identified: 1, 6A/6B,
6C/6D, 9L/N, 14, 15A/15F, 16, 16F, 17, and 23F. The frequency of vaccine-covered serotypes in this
group was 29%.

Discussions. The obtained data demonstrate a high etiological frequency of Streptococcus
pneumoniae among patients experiencing exacerbations of chronic obstructive respiratory diseases
(COPD, bronchial asthma, and bronchiectasis), thereby confirming the role of pneumococcal
infection as a significant contributing factor to disease exacerbations in adults. Notably, among the
serotypes identified in the cohort of patients with PCR-confirmed pneumococcal infection (n=97),
both vaccine-covered and non-vaccine serotypes were prevalent. This underscores the pressing need
for enhanced regional seroepidemiological surveillance, especially in the context of increasing
antibiotic resistance.

This study revealed statistically significant differences in the distribution of genotypes between
disease groups: genotype Lyt4 predominated among patients with COPD and bronchial asthma,
whereas LytA+CpsA was more frequently found in individuals with bronchiectasis. This pattern may
be attributed to pronounced mucosal damage, impaired mucociliary clearance, and a tendency for
chronic colonization by multidrug-resistant strains in this patient population. These findings are
consistent with the work of Gadsby et al. [6], who reported that pneumococcus was mainly detected
as a monoinfection during asthma exacerbations, while in patients with bronchiectasis, mixed
microbial associations and higher antimicrobial resistance were observed.

According to the current study, the most commonly identified serotypes during exacerbations
of COPD and asthma included serotypes 5, 9L/N, 9V/9A, 11A/11D, 7F/7A, 23F, 14, 16F, 19F, and
37, with approximately 50% of isolates belonging to serotypes included in the PCV 13 vaccine. These
results align with data from similar studies conducted in Europe and Asia. For example, a multicenter
study in the UK (Torres A. et al., 2023) [9], showed that serotypes 19A, 3, 6A, and 14 continued to
circulate significantly among adult COPD patients even after the introduction of PCV13. Cilléniz C.
et al. (2016) [3] also reported a high prevalence of S. preumoniae in community-acquired pneumonia
(30-50%), with dominance of the same serotypes identified in our study. Serotypes 5, 14, 19A, 7F,
and 23F are classified as highly invasive and associated with severe clinical outcomes according to
CDC (2023) [1] and Hausdorff et al. [5], reinforcing the need to include these serotypes in priority
targets for vaccination.

In the study by Ben Fredj M. et al. (2020) [4], hospitalizations for acute respiratory infections
(ARIs) accounted for 17.6% of all infectious disease admissions, with lower respiratory tract
infections, including pneumonia, making up 77.5% of these cases. These figures correspond with our
findings, indicating a substantial burden of pneumococcal serotypes associated with severe disease.
Particularly noteworthy is the significant proportion of patients with comorbid conditions: in the
present study, cardiovascular disease was observed in 62.9% of cases, and type 2 diabetes mellitus in
10.3%, which aligns with international criteria for high-risk complicated pneumococcal infections
[8]. This also supports global data highlighting diabetes mellitus as a major risk factor for invasive
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pneumococcal disease [2]. The combination of COPD and cardiovascular disease represents a
particularly concerning clinical scenario, as both conditions potentiate systemic inflammation and
suppress innate immunity.

In conclusion, the findings of this study emphasize the necessity of a comprehensive approach
to immunization and prevention of pneumococcal infection in patients with chronic respiratory
diseases. The presence of a substantial proportion of non-vaccine serotypes suggests the potential
need for broader coverage using PCV15 or PCV20, as well as the prospective utility of adjunctive
phage therapy in patients with frequent exacerbations and insufficient vaccine protection.

CONCLUSION:

1. The etiological role of Streptococcus pneumoniae in exacerbations of chronic

obstructive respiratory diseases was identified in 48% of cases: 55.7% among patients with
bronchial asthma (BA), 35.1% in those with chronic obstructive pulmonary disease (COPD), and
9.2% in patients with bronchiectasis (BE). These findings highlight the critical role of pneumococcal
infection in the pathogenesis of exacerbations and the worsening of the clinical course of respiratory
diseases.

2. Genotypic characterization revealed a predominance of Streptococcus

pneumoniae strains harboring the LytA gene (44.3%) and CpsA gene (35.1%).

3. A high degree of heterogeneity was observed in pneumococcal serotypes and

serogroups, with only 12 out of 24 identified variants covered by the Prevenar-13 vaccine. The
prevalence of vaccine-covered serotypes among patients with BA and COPD was 41.6%, while in the
bronchiectasis group it was only 29%.
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Abstract. TIC disorders in children are a common neurological pathology, ranging from
transient benign forms to chronic and disabling ones, such as Gilles de la Tourette syndrome (CJT).
The article presents three typical clinical cases reflecting the spectrum of tic hyperkinesis: Transient
tics in a 7-year-old child with complete regression on the background of non-drug correction. Chronic
motor tics in a 9-year-old girl who required a combination of cognitive behavioral therapy and
pharmacotherapy. Gilles de la Tourette syndrome in a 12-year-old boy with comorbid psychiatric
disorders, demonstrating the need for a multidisciplinary approach. Special attention is paid to
differential diagnosis, the role of stress factors, as well as modern treatment methods, including
behavioral techniques (habit reversal training), pharmacotherapy (clonidine, risperidone) and
psychosocial support. The importance of early intervention to improve the prognosis and quality of
life of patients is emphasized.

Keywords: TICs, Tourette's syndrome, children, hyperkinesis, cognitive behavioral therapy,
antipsychotics.

The urgency of the problem.

Tic hyperkinesis is one of the most common motor disorders in pediatric neurological practice,
occurring, according to epidemiological studies, in 5-20% of school-age children. These conditions
represent a heterogeneous group of disorders that range from transient benign forms to chronic
progressive disorders such as Gilles de la Tourette syndrome. Despite significant progress in the study
of the pathophysiology of tics, many aspects of their etiopathogenesis remain unclear. Modern
research indicates a complex interaction of genetic factors, disorders of neurotransmitter metabolism
(mainly dopaminergic and serotonergic systems) and the influence of environmental triggers. The
issue of differential diagnosis of various forms of tic disorders and the development of personalized
approaches to therapy is of particular relevance [8].

Tourette syndrome or Gilles de la Tourette syndrome (TS) is the most severe form of tic
hyperkinesis and is characterized by the presence of multiple motor tics, as well as one or more vocal
tics. The disease is based on tic hyperkinesis - fast, violent, stereotypical movements that resemble
voluntary ones and affect the muscles of the face, body and limbs, while changing in severity during
the day, provoked by excitement, mental and physical stress and disappearing during sleep [8]. The
first clinical manifestations of TS appear in childhood, on average, from 4 to 7 years old [10].
Diagnostic criteria for TS, according to ICD-10 (F.95.2), are represented by the following symptoms
[3]:

1. Multiple motor and one or more vocal tics, although not always simultaneously;

2. Tics occur many times during the day, usually paroxysmally, almost daily or intermittently,
for a year or more;
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3. The number, frequency, complexity, severity and localization of tics vary;

4. The tic is not associated with diseases such as Huntington's disease, viral encephalitis,
intoxication or drug-induced movement disorders.

Today, tic hyperkinesis remains one of the most pressing problems in neurology and psychiatry.
In the child population, according to B. Kadesjé and C. Gillberg (2000), the prevalence of tics varies
from 0.5% to 1.1% [4]. According to a 2018 epidemiological study among children aged 6 to 16 years
in China, the prevalence of tic disorder was 2.5% [7].

The prevalence of TS in children in Brazil is 0.43%, reaching a maximum of 1% by the age of
9 [6]. N. Khalifa and A. von Knorring (2007) [7] identified TS in 0.6% of schoolchildren, which
causes social and psychological problems in the integration of schoolchildren with tic hyperkinesis
into the general educational process and productive interaction of patients with normotypic children.
In Scandinavian countries, according to research data for 2008-2016, the prevalence of tics varied
from 0.15% to 1.23%, and on average by the age of 12, TS was diagnosed in 0.43% of children, it is
noteworthy that the incidence among boys is 4 times higher than among girls [9]. In the adult
population, tics occurs 5-10 times less frequently than in children, according to various estimates,
from 50 to 659 cases per 1,000,000 adults [1]. The results of M. Bloch et al. (2006) indicate that 25%
of tics that once existed in children persist in the adult population [9]. Thus, it is in childhood that
patients with tics and tics seek medical attention the most, and accordingly, such patients need
personalized approaches to diagnosis, rehabilitation, drug and behavioral therapy. To verify the
correct diagnosis of TS, it is important to remember that symptoms can be caused, for example, by
drug use or neurological diseases such as myoclonus, Huntington's chorea, restless legs syndrome, or
neuropsychological disorders such as attention deficit hyperactivity disorder and obsessive-
compulsive disorder. Therefore, it is always necessary to assess the presence or absence of certain
symptoms characteristic of TS [6]:

1. The patient's ability to voluntarily exercise inhibitory control over the manifestation of a tic.

2. The presence of "precursor impulses". That is, unstructured sensations, perceptions or mental
experiences that arise as a result of increased internal tension that precedes and finds subsequent relief
in the expression of the tic.

3. Variability. Tics can vary in duration, frequency, intensity, and location of the motor or vocal
act, which clearly distinguishes them from purely neurological stereotypes observed in diseases such
as Parkinson's disease or chorea.

A clinical case of transient tics.

Patient: A., boy, 7 years old. Anamnesis: A child from the first pregnancy, which proceeded
without complications, the birth is urgent. Early development was normal. Heredity is not burdened
by neurological and psychiatric diseases. Complaints during treatment: Parents noticed that during
the last 3 weeks the child periodically has rapid eye twitching (frequent blinking), as well as sniffling.
Tics increase with excitement (for example, during school exams) and practically disappear while
playing or watching cartoons. Neurological status: There are no focal neurological symptoms.
Cognitive functions are preserved, and behavior is age-appropriate.

Diagnostics: Neurologist's consultation: diagnosis of "Transient tic disorder" (F95.0 according
to ICD-10). EEG — without epiactivity. Psychiatric consultation: signs of anxiety against the
background of adaptation to school, but without criteria for anxiety disorder.

Treatment: Behavioral therapy is recommended (ignoring ticks, reducing stress levels).
Relaxation sessions and regime moments are scheduled (increased sleep time, limited gadgets). No
drug therapy was required.

Dynamics: After 2 months, the tics completely regressed. Follow—up during the year - no
relapses were noted.
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A clinical case of chronic motor tics.

Patient: A girl, 9 years old. Medical history: Pregnancy and childbirth without pathology. At the
age of 5, she suffered stress (her parents' divorce), after which the first tics appeared — twitching of
the shoulders. Over the course of the year, the ticks changed: blinking and bouncing joined. Periods
of remission lasted up to 2-3 months, then hyperkinesis resumed. Complaints during treatment:
Persistent motor tics (nodding, closing eyes) that persist for more than a year. They increase with
fatigue, decrease during the holidays. The child is aware of tics, but can only suppress them for a
short time. Neurological status: No local symptoms. There is mild anxiety, but no signs of depression
or obsessive-compulsive disorder (OCD).

Diagnostics: EEG: no significant changes. MRI of the brain: the norm. Psychiatric consultation:
chronic tic disorder (F95.1).

Treatment: Cognitive behavioral therapy (CBT), including habit reversal training. An atypical
antipsychotic (risperidone) was prescribed in a low dose due to the severity of tics.

Dynamics: After 6 months of therapy, the tics became less frequent, but did not completely
disappear. After 2 years, stable remission with rare episodes of hyperkinesis under stress.

A clinical case of Gilles de la Tourette syndrome.

Patient: A boy, 12 years old. Anamnesis: The first tics appeared at the age of 6 (blinking,
coughing). By the age of §, vocal tics (grunting, repeating words) had joined in. At the age of 10,
complex motor tics (bouncing, punching in the chest) and coprolalia (rare episodes) appeared.
Complaints during treatment: Multiple motor (grimacing, throwing up hands) and vocal (barking,
echolalia) tics, which significantly worsen the quality of life. The child is bullied at school, social
anxiety has appeared. Neurological status: No focal symptoms. Comorbid disorders are expressed:
OCD (compulsive hand washing), ADHD.

Diagnosis: EEG: without epiactivity. Genetic study: polymorphisms in genes associated with
CGT (SLITRK1). Diagnosis: Tourette's syndrome (F95.2).

Treatment: Combination therapy: clonidine (reduces tics and ADHD symptoms), risperidone
(if clonidine is ineffective). Individual educational program at school. Family psychotherapy.

Dynamics: After a year, there is a 60% reduction in ticks and an improvement in socialization.
Coprolalia persists, but less frequently. The psychiatrist and neurologist are still being monitored.

Conclucion. Tic hyperkinesis in children is a heterogeneous group of disorders, ranging from
mild transient forms to severe chronic ones, including Gilles de la Tourette syndrome. The presented
clinical cases illustrate key aspects of diagnosis, differential approach, and therapy depending on the
type and severity of tics.

Transient tics, as in the first case, occur more often at the age of 5-7 years against the
background of stressful situations (adaptation to school, family conflicts) and in most cases regress
independently within a few months. An important role in their relief is played by non-drug correction:
stress reduction, behavioral therapy and normalization of the regime. However, even with a favorable
course, dynamic monitoring is necessary, since some patients may transform into chronic forms.

Chronic motor tics (the second case) are characterized by persistent symptoms (more than a
year) with periods of remission and exacerbation. Their course is often associated with comorbid
conditions such as anxiety or ADHD. In such cases, in addition to behavioral techniques (habit
reversal training), drug therapy may be required (for example, low doses of risperidone or clonidine).
Long-term follow-up is of particular importance, since chronic tics can persist into adolescence and
affect social adaptation.

Gilles de la Tourette syndrome (the third case) is the most severe variant of tic disorder,
characterized by a combination of multiple motor and vocal tics, often with comorbid psychiatric
disorders (OCD, ADHD, anxiety disorders). Treatment requires a multidisciplinary approach,
including: Pharmacotherapy (alpha-2 agonists, antipsychotics, topiramate or tetrabenazine in resistant
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cases); Psychotherapy (CBT, correction of concomitant disorders); Social support (individualization
of education, work with family to minimize stigmatization).
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Abstract. This article examines the characteristics of morphometric changes in the main
structures of the spleen in white rats during early postnatal ontogenesis in the course of development.
It reveals the patterns of formation of various structural and functional zones of this organ at different
stages of early postnatal ontogenesis. It has been established that during postnatal ontogenesis, the
morphological and morphometric parameters of the functional zones of the spleen in white rats
undergo significant changes, which are reflected in different age-related aspects.

Keywords: spleen, white pulp, lymphoid follicle, germinal center, periarterial cuff, red pulp.

Introduction. The immune response is one of the body’s adaptation mechanisms and plays an
important role in maintaining its antigenic homeostasis [2,5,7,9]. The spleen is a vital organ of the
immune system that performs a wide range of functions, including immunological defense, blood
filtration and storage, and the destruction of aged erythrocytes. The spleen is a parenchymal organ
composed of pulp and connective tissue stroma, which includes the capsule, trabeculae, and reticular
framework [6,9, 12]. The parenchyma of the spleen consists of two functional zones: the red and
white pulp, which differ in structure, composition, and function [2, 3,9,13,14,15,16]. Morphologists
are increasingly interested in studying the structure of the spleen, largely due to the rapid development
of immunology [1, 3, 6, 8,12]. The multifaceted role of the spleen in the body is regulated by a
complex control system, which remains insufficiently studied. In order to understand the mechanisms
underlying various immunodeficiency and autoimmune conditions, it is important to study the
morphogenesis of the spleen at different stages of postnatal ontogenesis [10,11,17]. Currently, the
study of the spleen’s lymphoid structures, which are responsible for the effectiveness of both cellular
and humoral immune responses—innate and acquired—is a pressing issue [1,4,5,9,11].

Material and methods of research. To determine the structural and functional features of
spleen development during early postnatal ontogenesis, rats aged 1, 3, 7, 14, 21, and 30 days after
birth were used. For this purpose, adult male and female rats weighing 150—170 g were selected and
kept under quarantine for two weeks. After ruling out somatic and infectious diseases, the animals
were placed under standard laboratory conditions and allowed to mate. The gestational period was
monitored based on the morphology of vaginal smears. Pregnancy and delivery in most animals
proceeded without complications. On days 1, 3, 7, 14, 21, and 30 after birth, the rats were euthanized
by decapitation under light ether anesthesia. The spleen was weighed and measured to assess changes
in mass and volume over time.

For light microscopy, spleen samples were fixed in 10% formalin, processed, and embedded in
paraffin. The paraffin sections were deparaffinized and stained with hematoxylin and eosin. The
resulting histological specimens were digitized using the Hamamatsu NanoZoomer whole-slide
scanning system (REF C13140-21, S/N000198, HAMAMATSU PHOTONICS, 431-3196 JAPAN).
Morphometric analysis of the obtained images was performed using the NDP.view2 software.

Results and discussion. To investigate the dynamics of quantitative changes in the spleen
during postnatal ontogenesis, we analyzed the following key criteria:

e Determination of the body mass of the animals and spleen mass with calculation of the weight
index;
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o Measurement of the absolute area of the spleen, as well as the areas of the red pulp, white
pulp, periarterial zone, and stromal components;

e Counting the number of lymphoid follicles and determining their average diameter and the
diameter of the germinal centers during the course of postnatal spleen development.

The average values of body mass and spleen mass are presented in Table 1. As shown in the
table, in newborn rats, the spleen weighs 11.0 £ 0.24 mg, while the average body mass is 5.6 + 0.03
g. The weight index, or the ratio of spleen mass to body mass, is 509 at this stage.

Subsequently, the spleen mass increases rapidly: by day 3, it is 1.3 times greater; by day 7, 2.8
times; and by day 14, it is 6.4 times higher compared to that of newborn rats. Meanwhile, the body
mass of the rats increases at a much slower rate. By day 7, the body mass is only 1.6 times that of
newborns, and by day 14, it has increased just threefold.

This trend continues in the later stages of the study. By day 30, the spleen mass has increased
more than 20-fold compared to that of newborns, whereas the overall body mass has increased only
8.7 times.

Table 1
The ratio of body mass to spleen mass in first-generation rats during early postnatal
ontogenesis
Age (days) Body mass (Q) Spleen mass (mg) Weight index

1 5,6+ 0,03 11,0+0,24 2,0+

3 6,0+ 0,11 14,5+0,77 2,4

7 8,9+ 0.05 31,2+41,11 3,5

14 18,5+ 0,27 70,4+3,47 3,8

21 31,4+ 0,99 135,043,39 4,3

30 48,9+ 1,41 229,644,31 4,7

Thus, the rate of spleen mass increase exceeds the rate of overall body mass growth in the
animals. This is likely associated with the processes of formation and growth of lymphoid follicles,
the enhanced development of the vascular system, and the organ’s increasing capacity to store
significant volumes of circulating blood. The higher rate of spleen mass growth is also due to the
stimulating influence of antigens from the external environment on the developing immune system
during postnatal ontogenesis. Finally, the role of genetic determinants in the development of immune
organs cannot be ruled out.

The increase in spleen mass is accompanied by specific dynamics in the changes of the organ's
absolute area and the areas of its various structural and functional zones. The average values of these
parameters are presented in Table 2.

Table 2
Absolute area of the structural and functional zones of the rat spleen during early postnatal
ontogenesis (in mm? and %)

. White pulp (mm?)
— .
o > Total sple(in Red pljlp Periarterial zone ;onnectlvs
<5 | area(mm?) (mm?) general (mm?) tissue (mm?)
1,54+0,07 - 0.13+0,006
1 1,68+0,08 9204 8%
1,97+0,09 0,09+0,004 0,23+0,01
3 2:310,1 86% 2% 10%
7 3,6+0,1 3,04+0,1 0,2+0,01 | 0,01+0,0005 0,36+0,01
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84,4% 5,6% 10%
| ooz | H98T | OOD | oo | 08A0
21 11,3+0,5 8’5%/2’4 1’4%0%07 0,13+0,006 1,2{1%)90,06
0 | 162108 | 209 Ry 0,24+0,01 Srve

As shown in the table, the absolute area of the spleen in newborn animals is 1.68 mm?. Of this,
92% 1s occupied by red pulp, while stromal components account for 8% of the organ's total area.

By day 3 after birth, the spleen area exceeds that of newborns by 1.3 times. During this period,
the red pulp still dominates the parenchyma. However, initial clusters of lymphoid tissue begin to
appear, accounting for about 4% of the total spleen area.

By day 7 postnatally, the spleen area has increased more than 2.1 times compared to the neonatal
period. At this stage, the formation of white pulp becomes evident, seen as lymphoid cell aggregates
around the central artery, comprising 5.6% of the total organ area. As a result, the relative proportion
of red pulp slightly decreases to 84.4%, although its absolute area continues to grow compared to
earlier stages.

By days 21-30 of postnatal development, the absolute spleen area increases 8—10 times
compared to that of newborns. During this time, the areas of red and white pulp, as well as stromal
components, progressively increase. At the same time, a stable proportion among these structural
components is established. Red pulp constitutes 73—76%, white pulp 13—14%, and connective tissue
elements 10—13% of the total spleen area.

Thus, postnatal spleen development is accompanied by an increase in both the total area of the
organ and the areas of its individual structural-functional components. Differentiation of white pulp
begins on day 7 after birth and reaches its peak of development by days 21-30. By this period, the
stable proportion of red and white pulp is established, and the formation of the organ’s connective
tissue stroma is completed.

The formation of white pulp is accompanied by the differentiation of T- and B-dependent zones.
As morphological studies have shown, the periarterial or thymus-dependent zone begins to form only
on day 7 of postnatal life. At this stage, its area remains relatively small—only 0.01 mm?, which
corresponds to 2% of the entire white pulp area. The T-dependent zone of the spleen reaches its
maximum development by days 21-30 of postnatal ontogenesis, reaching 0.24 mm? or 10.9% of the
white pulp area. Thus, the differentiation of T- and B-dependent zones of the spleen occurs
simultaneously with the formation of white pulp and is completed by days 21-30.

The number and diameter of splenic lymphoid follicles during postnatal development also show
specific dynamics, increasing in parallel with the growth of their absolute area. The average results
of these measurements are presented in Table 3.

Table 3
Average number and diameter of splenic lymphoid follicles in rats during early postnatal
ontogenesis (M+m, pm)

Average number of lymphoid Average
follicles (M2m) ag Average GC PALS
Age (days) without follicle diameter (um) | width (um)
GC with GC | general | diameter (um) n H
7 7,3+0,3 - 15,3+0,7 111,745 - 17+0,8
14 10,8+0,5 - 18,8+0,9 182,0+9 - 24+1,2
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21 11,3405 | 2,7+ 0,1 | 24,0+1,2 244,8+12 33,3+1,6 38+1,9
30 16,2+0,8 | 6,3+0,3 | 31,5+1,5 388,5+18 74,3+3,7 45+2,2
Legend:

e GC — Germinal Center
e PALS — Periarteriolar Lymphoid Sheath

As noted above, fully formed white pulp is absent during the first 3 days after birth. Therefore,
the quantitative assessment and measurement of lymphoid follicle diameters were conducted starting
from day 7 of the postnatal period. On postnatal day 7, the number of lymphoid follicles was 7.3 + 0.3,
while their average diameter was 111.7 £ 5 pm. Subsequently, the rate of increase in follicle diameter
slightly outpaced the rate of follicle formation. By day 21, the follicle diameter had increased nearly
2.2 times compared to day 7, reaching 244.8 = 12 pm, whereas the number of follicles increased only
1.5 times, reaching 24.0 + 1.2. By day 30, the number of follicles increased only 1.2 times, while the
diameter increased 1.6 times.

Thus, the increase in the number and diameter of the white pulp follicles of the spleen during
postnatal development correlates with other growth parameters and reaches its peak between
postnatal days 21 and 30.

Conclusion. Thus, during the early period of postnatal ontogenesis in rats, signs of intensive
growth and morphofunctional development of the spleen are observed, manifested in the gradual
increase of organometric indicators and morphometric parameters of the white pulp. During this
period, the spleen undergoes significant structural changes affecting both the stroma and the
parenchyma of the organ. In the first three days, erythro- and thrombocytopoiesis predominate in the
spleen, while the lymphoid apparatus is still in a rudimentary stage.

Beginning on the 7th day after birth, the white pulp develops intensively, accompanied by
progressive complexity of the organ's vascular system, a decrease in erythro- and thrombocytopoiesis,
and an increase in lymphocytopoiesis and antibody production in the spleen. By the end of the
suckling period, a qualitative transformation of the spleen parenchyma occurs, marked by the
formation of mature secondary lymphoid follicles and periarteriolar lymphoid sheath zones, which
signifies the onset of functional maturity of the organ’s immune apparatus.
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Abstract. Femtosecond-assisted deep anterior lamellar keratoplasty (femto-DALK) represents
a contemporary surgical approach for corneal pathologies that preserves the recipient's endothelium.
Despite increasing clinical adoption, comprehensive analysis of femto-DALK advantages over
conventional techniques requires further investigation. We conducted a retrospective analysis of 12
patients aged 18-42 years with stage Il keratoconus who underwent femto-DALK between 2023-
2024. Primary outcome measures included visual acuity, refractive outcomes, keratotopographic
parameters, and healing characteristics. Best-corrected visual acuity of 0.6 or better was achieved
in 66.67% of patients at 12 months post-operatively, with mean postoperative astigmatism of 2.1+0.9
D. Tissue interface precision was characterized by predictable residual stromal thickness of 15.6+5.3
um. Big-bubble formation was successful in 91.7% of cases, with conversion to penetrating
keratoplasty required in only 8.3% of procedures. Postoperative complications were minimal, with
complete anatomical apposition of Descemet's membrane confirmed by OCT in all cases. Femto-
DALK demonstrates significant advantages in tissue interface precision and accelerated wound
healing compared to conventional keratoplasty techniques, confirming high efficacy in achieving
stable visual and refractive outcomes with enhanced surgical predictability.

Keywords: corneal transplantation, keratoconus, deep anterior lamellar keratoplasty,
femtosecond laser, femto-DALK, tissue interface precision.

Introduction. Deep anterior lamellar keratoplasty has emerged as the preferred surgical
modality for corneal pathologies that spare the endothelial layer, particularly in the management of
advanced keratoconus [1]. The fundamental advantages of DALK include preservation of the
recipient's native endothelium, which significantly reduces immunological rejection risk and
eliminates the necessity for lifelong immunosuppressive therapy. Additionally, DALK maintains
superior biomechanical stability compared to penetrating keratoplasty, reducing the risk of traumatic
wound dehiscence and providing enhanced long-term graft survival [2]. Traditional DALK technique
employs mechanical or pneumatic stromal dissection using Anwar's big bubble methodology,
however, this approach is associated with considerable technical challenges. Primary limitations
include elevated risk of Descemet's membrane perforation, reported variably between 10-40% across
different studies, and unpredictable dissection depth control. These technical difficulties have
historically limited the widespread adoption of DALK despite its theoretical advantages over
penetrating keratoplasty [3].

The integration of femtosecond laser technology in ophthalmic surgery has revolutionized the
precision and safety profile of DALK procedures. Femtosecond laser-assisted DALK enables
predictable and safe procedures with improved reproducibility compared to manual techniques. The
technology facilitates precise incision formation with controlled resection depth, theoretically
enhancing tissue apposition accuracy and promoting superior healing responses [4]. Contemporary
studies demonstrate that femtosecond-assisted DALK shows comparable visual and refractive
outcomes to manual techniques but exhibits more evident corneal wound healing patterns, suggesting
potential advantages in post-operative recovery.
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Keratoconus remains the predominant indication for keratoplasty, particularly in advanced
disease stages characterized by significant corneal thinning and optical irregularities. In stage Il
keratoconus, conventional conservative management approaches including rigid contact lens fitting
and corneal collagen cross-linking demonstrate limited efficacy, necessitating surgical intervention
for visual rehabilitation. Recent advances in femtosecond laser technology have introduced
innovative configurations, including mushroom-shaped profiles that enhance graft-host junction
stability and optical outcomes through improved mechanical interlocking [5, 6].

Despite the progressive clinical implementation of femto-DALK, systematic evaluation of its
advantages requires comprehensive analysis, particularly regarding tissue interface precision as a
critical determinant of corneal optical surface quality and long-term graft stability [7].

The present study aims to conduct comprehensive analysis of femto-DALK clinical aspects
in keratoconus management, with emphasis on tissue interface precision evaluation and functional
outcomes assessment.

Materials and methods. This retrospective study was conducted at the “Saif-Optima”
Ophthalmology Clinic, analyzing 12 patients who underwent femtosecond-assisted DALK between
January 2023 and December 2024. Patient selection was based on strict inclusion criteria including
age 18-42 years, confirmed diagnosis of stage III keratoconus (KC III), central corneal thickness less
than 400 pum, absence of endothelial opacification, and no evidence of acute corneal hydrops.
Exclusion criteria encompassed previous corneal surgical procedures, concurrent ocular pathology
affecting visual potential, systemic connective tissue disorders, active ocular inflammation or
infection, pregnancy or lactation, and insufficient follow-up compliance. Comprehensive
preoperative evaluation included visual function assessment using standardized LogMAR charts for
uncorrected (UCVA) and best-corrected visual acuity (BCVA) measurements. Refractive analysis was
performed through automated refractometry determining spherical equivalent (SE) and cylindrical
(cyl) components. Anterior segment evaluation involved detailed slit-lamp biomicroscopy with
photographic documentation, while intraocular pressure was measured using iCare tonometry.
Posterior segment assessment included B-scan ultrasonography. Corneal imaging utilized the CASIA
IT system for comprehensive analysis including anterior segment optical coherence tomography,
Scheimpflug-based corneal tomography, pachymetric mapping, and keratotopographic analysis.
Endothelial assessment was performed through specular microscopy for endothelial cell density
quantification, while electrophysiological testing included visual evoked potentials and
electroretinography when clinically indicated.

Surgical planning utilized comprehensive keratopachymetric mapping to determine optimal
laser resection depth, with parameters configured to maintain residual corneal thickness of 100 pm at
the thinnest point, ensuring adequate safety margin for subsequent manual dissection. The
femtosecond laser procedures were performed using the Femto LDV Z8 system with CALLISTO
intraoperative guidance, utilizing lamellar cut diameters of 7.5-8.5 mm individualized based on
corneal diameter, with 90-degree side cut angles and optimized energy settings for corneal tissue. The
surgical procedure commenced with standard sterile preparation and draping under topical anesthesia
supplemented with intracameral lidocaine. Femtosecond laser application created precise lamellar
cuts with predetermined depth and mushroom-shaped side cut configuration, followed by manual
trephination using diamond keratotomic blade positioned 1.0 mm central to the peripheral laser
incision edge. Stromal dissection involved formation of dissection plane using blunt-tipped
microsurgical spatula from periphery to center in deep stromal layers. The big bubble technique
employed pneumatic separation of Descemet's membrane through controlled air injection, creating
characteristic air bubble configuration that facilitated safe stromal removal. Donor corneal
preparation incorporated corresponding femtosecond laser profile for optimal fit, with precise donor-
recipient alignment achieved through initial placement of four cardinal sutures, completed with 12-
16 additional interrupted sutures using 10-0 nylon for optimal wound apposition.
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Postoperative management followed standardized protocols including topical antibiotics four
times daily for two weeks, topical corticosteroids with gradual tapering over 6-12 months,
preservative-free artificial tears for ocular surface optimization, and appropriate protective eyewear
with activity restrictions. Comprehensive evaluations were conducted at one week, one month, three
months, six months, and twelve months post-operatively, assessing primary outcome measures
including BCVA improvement, refractive astigmatism reduction, graft clarity and interface healing,
and complication rates.

Statistical analysis was performed using SPSS version 25.0, with paired t-tests utilized for
comparing pre- and postoperative parameters and statistical significance defined as p<0.05.

Results and discussions. The study cohort consisted of 12 patients with mean age 28.5+6.2
years, demonstrating the typical demographic profile of advanced KC patients requiring surgical
intervention. All patients presented with advanced KC III characterized by significant visual
impairment and contact lens intolerance, reflecting the appropriate patient selection for this advanced
surgical procedure. Baseline visual function demonstrated severe impairment with UCVA of
0.02+0.01 LogMAR and BCVA of 0.12+0.08 LogMAR, indicating the profound impact of corneal
irregularities on visual performance in KC III.

Preoperative refractive status revealed high myopia with SE of -6.84+0.62 D and significant
cyl of -6.09+0.13 D, consistent with the typical refractive profile of KC III. These findings underscore
the severity of optical aberrations present in advanced disease stages and justify the need for surgical
intervention when conservative management fails to provide adequate visual rehabilitation.
Maximum keratometry readings of 58.4+4.2 D confirmed the presence of significant corneal
steepening characteristic of progressive KC.

Corneal parameters demonstrated advanced disease with minimum corneal thickness of 312+24
um and central corneal thickness (CCT) of 385+31 um, indicating substantial corneal thinning that
precludes conservative treatment options such as additional corneal cross-linking procedures. The
corneal volume of 45.2+3.1 mm? reflected the overall structural compromise present in these cases.
Importantly, endothelial assessment revealed preserved endothelial function with mean cell density
of 2208.3+180 cells/mm?, coefficient of variation of 28.4+3.2%, and hexagonal cell percentage of
64.2+5.8%, confirming the appropriateness of endothelium-sparing DALK procedures rather than
full-thickness corneal transplantation.

Intraoperative results demonstrated significant advantages of the femtosecond-assisted
approach, with successful big-bubble formation achieved in 91.7% of cases. This success rate
substantially exceeds the 68% rate reported in recent studies of femtosecond-assisted procedures and
significantly surpasses historical rates of 60-70% associated with manual DALK techniques. The
enhanced success rate can be attributed to the precise depth control provided by femtosecond laser
pre-cutting, which standardizes dissection depth and reduces variability inherent in manual
techniques. The improved visualization through consistent tissue plane creation and reduced
mechanical trauma during stromal separation contribute to the higher success rate observed in our
series.

Conversion to penetrating keratoplasty was required in only one case, representing an 8.3%
conversion rate that compares favorably with historical rates of 15-25% reported in conventional
DALK series. The single conversion case was attributed to extensive central scarring with inability
to achieve adequate stromal separation, demonstrating that even with advanced technology, certain
anatomical variations may preclude successful lamellar dissection.

A critical advantage of femtosecond laser technology demonstrated in our study was the ability
to create predictable tissue interfaces with micron-level precision. Analysis revealed residual stromal
thickness of 15.6+5.3 um with interface regularity exceeding 95% smooth interface formation in
successful cases. OCT findings confirmed complete anatomical apposition in all successful
procedures, indicating optimal tissue healing and integration. This precision represents a significant
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advancement over manual techniques, where interface irregularities can compromise optical quality
and potentially influence long-term outcomes through induced higher-order aberrations.

Early postoperative visual rehabilitation was evident within the first week, with UCVA to
0.2+0.1 LogMAR and BCVA reaching 0.25+0.15 LogMAR. This rapid visual improvement reflects
the precision of tissue apposition and minimal induced inflammation associated with femtosecond
procedures. The early visual gains demonstrate the immediate benefits of precise surgical technique
and suggest reduced postoperative morbidity compared to conventional approaches. The rapid visual
recovery also indicates optimal wound healing characteristics and minimal disruption of corneal
architecture during the surgical procedure. Intermediate follow-up at six months demonstrated
continued improvement with UCVA of 0.35+0.05 and BCVA of 0.55+0.15; mean cyl reduction to
2.5+1.5D represented significant improvement from preoperative values, while CCT of 465+25 um
indicated appropriate graft thickness and successful anatomical reconstruction. These intermediate
results suggest stable wound healing and appropriate refractive rehabilitation, with continued visual
improvement throughout the early postoperative period.

Final outcomes at twelve months demonstrated clinically significant visual rehabilitation, with
BCVA of 0.6 or better achieved in 8 patients, representing a 66.67% success rate for functionally
significant visual improvement. This outcome compares favorably with published series of both
manual and femto-DALK procedures, confirming the efficacy of the femto-assisted approach in
achieving meaningful visual rehabilitation. The mean cyl of 2.1+0.9 D at final follow-up represented
substantial improvement from preoperative values and demonstrated no progressive changes,
indicating refractive stability and successful corneal reconstruction. The absence of progressive
astigmatic changes throughout the follow-up period suggests stable wound healing and appropriate
graft-host integration. Recent studies demonstrate that precisely controlled femto-laser side cuts
achieve significantly better visual outcomes, with BCVA of 0.08 + 0.07 at one year in some series,
which aligns with our findings and validates the importance of surgical precision in achieving optimal
outcomes. The refractive stability observed in our series indicates successful restoration of corneal
architecture and appropriate optical rehabilitation. Graft clarity was maintained in 100% of cases
throughout the follow-up period, with no evidence of immunological rejection episodes. This finding
reflects the advantages of endothelium-sparing surgery in reducing rejection risk and supports the
theoretical benefits of DALK over PK. The absence of rejection episodes eliminates the need for
intensive immunosuppressive therapy and reduces long-term complications associated with chronic
medication use.

Studies indicate that femtosecond-assisted and manual DALK show comparable visual and
refractive outcomes, but femtosecond-assisted procedures exhibit more evident corneal wound
healing patterns, supporting our observations of enhanced healing characteristics. The advantages of
femto-DALK identified in our study include enhanced precision through consistent tissue interface
formation with minimal variability, reduced complications with lower conversion rates and fewer
intraoperative challenges, predictable outcomes through standardized surgical approach with
reproducible results, accelerated healing with improved wound healing patterns as evidenced by OCT
analysis, and refractive stability with consistent astigmatic outcomes without progressive changes.
The enhanced surgical precision observed in our series can be attributed to the ability of femtosecond
laser technology to create predictable incision depths and configurations, reducing surgeon-
dependent variability and improving procedural standardization. The reduced complication rate
reflects both the precision of laser-assisted incisions and the improved visualization provided by
consistent tissue plane creation.

Conclusions. Femto-DALK represents a significant advancement in the surgical management
of KC III, demonstrating several key advantages over conventional techniques. Enhanced surgical
precision through improved tissue interface formation with predictable residual stromal thickness
control addresses one of the primary limitations of manual DALK procedures.
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Accelerated recovery patterns with enhanced wound healing characteristics compared to
conventional techniques suggest reduced postoperative morbidity and improved patient experience.
The refractive stability demonstrated through consistent long-term outcomes with minimal
progressive changes indicates successful restoration of corneal architecture and appropriate optical
rehabilitation.

The precision afforded by computer-controlled laser delivery reduces surgeon-dependent
variability and improves procedural standardization, potentially shortening the learning curve
associated with DALK surgery. As surgical experience continues to evolve and technology advances,
femto-DALK is positioned to become the standard approach for anterior corneal pathologies
requiring transplantation.
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Abstract. Primary open-angle glaucoma (POAG) is a progressive optical neuropathy
characterized by specific structural changes of the optic disc and visual field defects. Surgical
treatment remains the gold standard when conservative therapy is ineffective, but postoperative
fibrosis significantly limits the long-term efficacy of filtering surgeries. HealAFlow, an innovative
injectable implant based on cross-linked hyaluronic acid, represents a promising solution to this
problem. This review analyzes the current clinical data, mechanisms of action, comparative efficacy
and safety of HealAFlow in POUG surgery.

Keywords: primary open-angle glaucoma, HealAFlow, trabeculectomy, deep sclerectomy,
cross-linked hyaluronic acid, postoperative fibrosis.

Introduction. Glaucoma represents one of the leading causes of irreversible blindness
worldwide, ranking second in importance according to data from the World Health Organization
(WHO). Among glaucoma-related diseases, primary open-angle glaucoma (POAG) is the most
common form, characterized by chronic progressive damage to the optic nerve (ON) and typical
peripheral vision loss [1].

The prevalence of POAG among the adult population over 40 years of age is approximately 2—
3%, with its incidence significantly increasing with age. This is due to the accumulation of structural
changes and a decline in the adaptive capabilities of ocular tissues. According to forecasts from
international epidemiological studies, by 2040 the number of patients suffering from glaucoma will
exceed 110 million people, with up to 70% of cases potentially remaining undiagnosed due to the
latent, asymptomatic course of the disease at its early stages [2].

The main risk factors for the development of POAG include age over 40, the presence of a
family history, ethnic origin (especially among the African race, in whom the risk of developing
glaucoma is 4-5 times higher than in Caucasians), as well as elevated intraocular pressure (I0OP) —
the key pathogenic mechanism leading to damage to the optic nerve fibers. In addition, systemic
diseases such as arterial hypertension and diabetes mellitus significantly affect the course and
progression of glaucoma by contributing to microangiopathies and impaired blood flow in the optic
nerve [2].

Among the main risk factors for the development of POAG are age over 40 years, the presence
of a family predisposition, ethnic background (especially among the African race, in whom the risk
of developing glaucoma is 4-5 times higher than in Caucasians), as well as elevated intraocular
pressure (IOP) — the key pathogenic mechanism leading to damage of optic nerve (ON) fibers.
Additionally, systemic diseases such as arterial hypertension and diabetes mellitus have a significant
impact on the course and progression of glaucoma, contributing to microangiopathies and impaired
blood flow in the optic nerve [2].

Geographical and ethnic characteristics of glaucoma prevalence play an important role in the
epidemiology of the disease. In African countries and the Caribbean region, a high incidence of
POAG is observed, which is directly related to genetic, socioeconomic, and medical factors, as well
as to a low level of detection and treatment. In Asia and Latin American countries, POAG prevalence
rates are at a moderate level. In developed regions of Europe and North America, there is a high level
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of early detection and diagnosis of the disease, which is explained by the availability of specialized
ophthalmologic care and regular screening programs; however, overall prevalence remains lower
compared to African populations.

In the Republic of Uzbekistan, primary open-angle glaucoma (POAG) is also the dominant
form among all diagnosed cases of glaucoma, accounting for 70—80%. The prevalence of this disease
among individuals over the age of 40 is estimated at approximately 2.5-3.5%, which is consistent
with global epidemiological data. Despite this, there remains a lack of public awareness regarding
glaucoma, as well as limited access to specialized ophthalmological care, which often leads to
diagnosis at later stages of the disease, when significant visual impairment has already occurred.
These circumstances considerably complicate treatment and reduce the effectiveness of therapeutic
interventions.

Surgical treatment of glaucoma becomes particularly important when conservative medical
therapy proves ineffective — that is, when target intraocular pressure (IOP) cannot be achieved with
hypotensive medications and disease progression continues. The primary therapeutic goal of surgical
intervention is to stabilize and maintain IOP at a level that prevents further damage to the optic nerve
and loss of vision. Indications for surgical treatment also include intolerance or allergic reactions to
medications, as well as poor patient adherence to long-term drug therapy, which often hinders
treatment success and necessitates alternative approaches.

Thus, considering the high prevalence of POAG, its clinical significance, and socioeconomic
impact — particularly in the context of limited access to quality healthcare — the investigation of
epidemiological characteristics, risk factors, and optimal treatment strategies for this disease
represents a priority in contemporary ophthalmology.

The Evolution of Glaucoma Surgery Approaches: From Trabeculectomy to Minimally
Invasive Procedures.

Over the past decades, surgical treatment of glaucoma has undergone significant
transformation, evolving from traditional, relatively traumatic interventions to modern, less invasive
and safer techniques. This progress has been driven by the need to improve intraocular pressure (IOP)
control, reduce the risk of complications, and enhance patients’ quality of life.

For a long time, trabeculectomy remained the "gold standard" of surgical treatment for primary
open-angle glaucoma (POAGQG). This procedure effectively lowers IOP by creating an alternative
outflow pathway for aqueous humor [8]. Despite its high efficacy, trabeculectomy is associated with
a number of serious complications, such as hypotony, infection, scar tissue formation, and closure of
the filtering bleb, which significantly limits its use and requires careful postoperative monitoring [3].

In cases where trabeculectomy is not feasible or proves ineffective, drainage implants are used.
These devices provide an additional outflow pathway for aqueous humor, enabling IOP control in
severe forms of glaucoma. The use of such implants expands surgical options but comes with its own
technical challenges and associated risks.

Since the early 2000s, laser treatment methods—particularly selective laser trabeculoplasty
(SLT)—have played an increasingly important role in the comprehensive management of glaucoma.
SLT is a less invasive procedure that offers an alternative to medical therapy and traditional surgery
at early stages of the disease. This method enhances the natural outflow pathways of aqueous humor
without damaging tissue, thereby reducing the likelihood of complications.

The most significant progress in glaucoma surgery over the past 10—15 years has been the
development of microinvasive surgical procedures, collectively referred to as MIGS (Minimally
Invasive Glaucoma Surgery). MIGS is characterized by minimal tissue trauma, short recovery
periods, and high safety profiles [12]. Within this concept, specialized stents and microshunts such as
the iStent, XEN, and Hydrus are used. These devices are inserted into the natural drainage pathways
or create new channels for aqueous humor outflow. Often, these procedures are performed
concurrently with cataract surgery, allowing for a comprehensive approach to vision loss
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management. MIGS is ideally suited for patients with early to moderate stages of glaucoma, providing
an individualized treatment strategy based on disease severity, anatomical features of the eye, and
comorbidities. The primary goal of modern surgical techniques is to achieve maximum IOP reduction
with minimal complication risk [6].

One of the major challenges of conventional glaucoma surgery remains postoperative scarring,
which can lead to closure of the surgically created drainage pathways and reduce the efficacy of the
procedure. Fibrotic tissue formation is the main cause of surgical failure, including after
trabeculectomy. To prevent excessive scarring, antifibrotic agents—most commonly mitomycin C
(MMC) and 5-fluorouracil (5-FU)—have traditionally been used. Despite their effectiveness, these
agents have significant toxicity and may cause complications such as scleral thinning, cyst formation,
and infections, which limit their broader application [7]. In this regard, the need arose for the
development of safer and more controllable methods to prevent fibrosis.

The key criteria included high biocompatibility, the ability to reduce inflammatory responses,
prevent scar tissue formation, and at the same time ensure ease of administration and biodegradability
without the need for surgical removal.

Heal AFlow is an innovative bioresorbable gel implant developed as an alternative to traditional
antifibrotic agents in glaucoma surgery. Created in the early 2000s by the Swiss company Anteis SA,
this product has been integrated into modern ophthalmic surgical practice and is aimed at reducing
postoperative fibrotic processes, thereby increasing the likelihood of a successful surgical outcome
[4]. HealAFlow is administered into the subconjunctival or subscleral space during surgery, where it
provides mechanical support to the filtering bleb and modulates fibrotic tissue formation, thereby
improving the outflow of aqueous humor.

The main component of the product is modified hyaluronic acid (HA), cross-linked to form a
viscous, transparent gel suitable for injection via a cannula [5]. HealAFlow’s high biocompatibility
minimizes immune responses and inflammation, while its biodegradation occurs over a period of 6—
8 weeks, eliminating the need for surgical removal. During the resorption process, HA gradually
releases water and breakdown products, hydrating surrounding tissues and creating favorable
conditions for healing without excessive scar formation. Thus, the evolution of surgical approaches
in glaucoma treatment reflects the ophthalmological community’s effort to combine maximum
therapeutic efficacy with minimal invasiveness and reduced postoperative risk. The emergence of
microinvasive technologies and innovative biomaterials such as Heal AFlow opens new prospects for
improving the quality of surgical care for glaucoma patients and enhancing their visual outcomes.

Pathophysiological Rationale for Use. The primary pathogenic factor leading to failure of
filtration surgery in glaucoma is subconjunctival fibrosis, which causes obliteration of the filtration
pathway and, consequently, a reduction in surgical efficacy. HealAFlow addresses this issue
comprehensively by performing several important functions. First, it creates a physical barrier
between tissues, preventing their adhesion, thus preserving the space necessary for the formation of
an effective filtering bleb. Second, due to the hyaluronic acid (HA) included in the gel, it regulates
the inflammatory response — HA binds inflammatory mediators and inhibits fibroblast activity.
Additionally, the product prevents fibroblast hyperproliferation, reducing collagen and extracellular
matrix production, which significantly diminishes the extent of scarring. Thus, the use of Heal AFlow
contributes to a prolonged filtration effect and enhances surgical success without the toxicity risks
characteristic of traditional antifibrotic agents.

The standard dosage of the product ranges from 0.05 to 0.2 ml, depending on the clinical
situation. It is administered under the conjunctiva, predominantly in the area of the scleral flap or
alongside the filtering bleb. A fine cannula or needle is used for injection after completion of the main
surgical steps. HealAFlow can be combined with mitomycin-C (MMC), with the antifibrotic dose
typically reduced to lower toxic exposure. The product is indicated in reoperations and in patients at
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high risk of scarring, such as younger individuals, patients of Afro-Asian ethnic groups, and those
with previously operated eyes.

During trabeculectomy, HealAFlow is injected at the end of the procedure into the bleb area
under the conjunctiva, and, if necessary, into the scleral flap region to further support the outflow
channel. The product does not affect surgical technique and does not require sutures or additional
fixation. In cases of microinvasive interventions, such as laser trabeculoplasty or implantation of
devices like XEN, HealAFlow is used prophylactically to reduce the risk of scarring, thereby
increasing the likelihood of long-term procedural efficacy [4, 5].

Thus, the incorporation of HealAFlow into modern surgical protocols contributes to reduced
rates of postoperative fibrosis and improved functional outcomes of glaucoma surgeries, while
simultaneously minimizing complications associated with the toxicity of conventional antifibrotics.

Comparison with Other Drainage Agents and Implants. HealAFlow demonstrates unique
advantages and features when compared to other drainage materials and implants. It is a gel-like
bioimplant that functions as a physical barrier to fibrosis while supporting effective aqueous humor
filtration. Unlike the XEN microshunt — a gel-based tube that creates a new outflow pathway — or
the porous collagen implant Ologen, which promotes the formation of a regulated filtering bleb,
Heal AFlow does not form an additional drainage channel but optimizes the existing filtration pathway
by reducing fibrosis.

Compared to MMC, a chemotherapeutic antifibrotic agent, HealAFlow has a more
physiological mechanism of action, not directly suppressing fibroblasts but instead modulating the
inflammatory response and preventing tissue hyperplasia. The HealAFlow gel biodegrades over 6—8
weeks, providing temporary tissue support during the critical postoperative period without requiring
implant removal. In contrast, XEN and MMC are non-resorbable, while Ologen is also biodegradable,
although its collagen structure may trigger individual immune reactions. HealAFlow is injected at the
end of surgery, significantly simplifying the procedure compared to the surgical implantation of
microshunts or the placement of collagen matrices. The risk of complications associated with
HealAFlow is considered low, whereas XEN microshunts carry a moderate risk related to potential
filtration issues, and MMC is associated with a higher risk of cytotoxic side effects, necessitating
careful monitoring. Moreover, HealAFlow does not require specific postoperative care, unlike XEN,
which demands filtration performance monitoring, and MMC, which requires surveillance for
adverse effects [7, 10]. HealAFlow is a cross-linked sodium hyaluronate gel implant developed as an
alternative to traditional anti-fibrotic agents in glaucoma filtration surgery. It addresses the
pathophysiological challenge of subconjunctival fibrosis, which can lead to filtration failure and
increased intraocular pressure (IOP). By creating a physical barrier between tissues, HealAFlow
prevents adhesions, regulates the inflammatory response, and inhibits fibroblast proliferation, thereby
reducing scarring and enhancing filtration success.

Clinical Efficacy and Safety. Numerous studies have demonstrated the clinical benefits of
HealAFlow in glaucoma surgery. A randomized controlled trial (RCT) involving 100 patients with
primary angle-closure glaucoma compared trabeculectomy with and without Heal AFlow. The group
receiving HealAFlow showed a significantly higher rate of functional filtration blebs (98.2% vs.
84.9%) and a lower incidence of postoperative complications, such as hypotony and iris adhesions.
Another RCT involving 60 patients with primary open-angle glaucoma found that Heal AFlow was
as effective as low-dose mitomycin C (MMC) in reducing IOP, with comparable success rates and
fewer complications.

A retrospective study from the University of Athens reported similar outcomes, with no
significant differences in IOP reduction or complication rates between trabeculectomy with
Heal AFlow and trabeculectomy alone.

HealAFlow is composed of cross-linked sodium hyaluronate, a biocompatible and
biodegradable material. It is slowly absorbed by the body over 6—8 weeks, reducing the risk of long-
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term complications associated with permanent implants. This gradual degradation allows for the
formation of a stable filtering bleb without the need for surgical removal.

Compared to traditional anti-fibrotic agents like MMC and 5-fluorouracil (5-FU), Heal AFlow
offers a safer profile. While MMC and 5-FU are associated with risks such as hypotony, bleb leaks,
and infections, HealAFlow's mechanism of action—creating a physical barrier and modulating the
inflammatory response—minimizes these risks. Additionally, HealAFlow does not require the use of
adjunctive medications like MMC or 5-FU, simplifying postoperative management.

Conclusion. HealAFlow represents a promising adjunct in glaucoma filtration surgery, oftering
effective IOP control with a favorable safety profile. Its biocompatibility, biodegradability, and
mechanism of action make it a valuable alternative to traditional anti-fibrotic agents, particularly in
patients where these agents are contraindicated or undesirable. Further long-term studies are
warranted to fully establish its role in various glaucoma surgical procedures.
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Abstract. Cognitive decline preceding dementia, often termed mild cognitive impairment
(MCI), represents a critical window for intervention. Early detection and proactive management in
primary healthcare can significantly reduce the progression to full-blown dementia. This study
explores a comprehensive strategy for identifying and managing pre-dementia cognitive disorders
within the framework of primary healthcare, emphasizing both diagnostic tools and preventive
interventions.
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Introduction. Cognitive impairment is a growing public health concern, particularly among
aging populations. Before dementia develops, many individuals experience a transitional stage
characterized by mild but measurable deficits in cognitive functioning. Recognizing and addressing
these impairments at the primary care level is crucial for effective dementia prevention [2,4,5]. This
article highlights the importance of early assessment, risk stratification, and tailored prevention
strategies in mitigating cognitive decline [1,3].

Material and methods of research. The study was conducted in several primary healthcare
centers, targeting individuals aged 55 and above. Screening tools such as the Mini-Mental State
Examination (MMSE), Montreal Cognitive Assessment (MoCA), and patient history analysis were
used. Risk factors such as hypertension, diabetes, physical inactivity, and low educational attainment
were assessed. Data were collected using structured questionnaires, clinical tests, and interviews, and
analyzed statistically to identify significant predictors and prevalence of cognitive impairment.

Results and discussion. The findings reveal that a significant proportion of elderly patients
exhibit early signs of cognitive dysfunction. A combination of vascular risk factors, sedentary
lifestyle, and lack of mental engagement were among the major contributors. Interventions including
cognitive training, regular physical activity, and strict control of comorbid conditions showed positive
impacts in slowing cognitive deterioration. The role of primary care providers in continuous
monitoring and patient education proved instrumental in managing these risks.

This section presents the findings of a 90-day longitudinal observational study evaluating
physical, cognitive, functional, and psychological changes in individuals diagnosed with dementia.
Data were systematically collected during three clinical visits - at baseline (Day 0), after 30 days, and
at the end of the observation period (90 days). Key variables included body weight, cognitive
performance (MMSE), functional capacity (CDR), and body image perception.

Changes in Body Weight: At the beginning of the study, the mean body weight of participants
was 70.1+0.45 kg, which reflects a high baseline value likely influenced by factors such as sedentary
behavior, nutritional imbalances, chronic comorbidities (e.g., hypertension, type 2 diabetes), and age-
related metabolic shifts. Dementia-related behavioral and physiological factors-such as reduced
mobility, appetite dysregulation, and disorientation-also contribute to altered energy balance and
nutritional intake.
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Interestingly, a sharp decline in body weight was observed by the second visit (30 days), with
a mean of 81.2+0.66 kg, representing a near 50% reduction. This drastic change suggests
multifactorial causality: neurodegenerative damage affecting hypothalamic regulation of hunger and
satiety, depressive symptoms, poor oral intake, and neglect of self-care behaviors. In patients with
dementia, progressive brain changes may directly impair appetite control and indirectly influence
eating behaviors due to forgetfulness or reduced interest in food.

By the third visit (90 days), body weight stabilized at 79.4+0.66 kg, indicating a deceleration
in the rate of weight loss. This plateau may suggest physiological adaptation or the implementation
of supportive care strategies (e.g., nutritional monitoring, assisted feeding, or appetite-stimulating
interventions). However, it may also reflect a further decline in energy expenditure associated with
physical inactivity or disease advancement.

From a clinical standpoint, weight loss in dementia patients warrants serious attention. It is both
a consequence of the disease and a potential risk factor for accelerated cognitive decline, frailty, and
mortality. Hence, regular weight monitoring and multidisciplinary nutritional interventions should be
integral to dementia management.

Cognitive Function (MMSE Scores): Cognitive assessment using the Mini-Mental State
Examination (MMSE) demonstrated a modest yet consistent improvement over time. At baseline, the
mean MMSE score was 19.6+0.67, indicative of moderate cognitive impairment. Surprisingly, an
upward trend was observed with scores rising to 20.3+0.46 at 30 days and 22.3+0.57 by day 90.

This improvement, though moderate, suggests the potential benefits of supportive care and
cognitive stimulation, possibly delivered through environmental enrichment, structured routines, or
pharmacological treatments. It may also represent a stabilization of cognitive status due to early
intervention and adaptation to care settings.

These findings challenge the conventional narrative of inevitable cognitive deterioration in
dementia and point to the possibility of partial cognitive compensation. Even in the presence of
neurodegeneration, targeted interventions—such as cognitive training, social engagement, and
optimized pharmacotherapy—can foster neural plasticity or delay symptom progression.

Furthermore, the observed improvement occurred despite substantial physical weight loss,
highlighting that cognitive trajectories may not always parallel physical decline. This underscores the
complexity of dementia as a multifaceted syndrome where cognitive and somatic changes can
diverge, and therapeutic focus on cognitive preservation remains valuable.

Functional Status (CDR Scores): Functional abilities, assessed via the Clinical Dementia
Rating (CDR) scale, followed a similar pattern of gradual improvement. Initial scores averaged
19.3+0.56, reflecting early functional impairment in domains such as self-care, memory, orientation,
and problem-solving.

After 30 days, a slight improvement was noted (mean score: 20.7+0.40), with further
progression to 22.6+0.47 by day 90. These changes may reflect either an actual enhancement in
patients’ ability to perform daily tasks or a successful adaptation to caregiving routines and
environmental modifications.

In dementia care, even minimal gains in functional status can significantly enhance quality of
life and reduce caregiver burden. The upward trend in CDR scores despite physical weight loss
reaffirms that supportive interventions - ranging from occupational therapy to caregiver training -can
promote autonomy and sustain functional abilities in early to moderate stages of dementia.

These findings reinforce the need for a dual focus in dementia management: targeting both
cognitive and functional domains through integrative and rehabilitative strategies.

Body Image Perception: An often-overlooked aspect of dementia care is the patient's
subjective perception of their body, which is deeply intertwined with psychological well-being. Using
a standardized body image scale, participants’ perceptions were evaluated over the study period.
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At baseline, the mean score was 17.9+£1.24, suggesting a negative or distorted self-image. This
may arise from diminished self-awareness, confusion, or emotional distress-common in the early
stages of dementia.

Over time, participants reported more favorable body image scores, increasing to
19.2+1.05 at 30 days and 21.2+1.10 by day 90. This positive trend may be attributed to
increased psychological support, emotional adaptation, environmental stability, or
rehabilitation activities promoting self-esteem.

Table
Longitudinal Changes in Study Parameters
Visit Body Weight | \1\vsE score | CDR Score Body Image
(kg) Score
Baseline (Day 0) 70.1 19.6 19.3 17.9
Day 30 81.2 20.3 20.7 19.2
Day 60 80.3 21.3 21.7 20.2
Day 90 79.4 22.3 22.6 21.2

Trends in Physical, Cognitive, Functional and Psychological parameters over 90 days
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Correlation heatmap of study parameters
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These results suggest that, even in the context of progressive cognitive impairment,
psychological adaptation and subjective well-being can improve. A more positive body image
correlates with better mood, greater social participation, and improved therapeutic adherence -making
it an essential component of holistic dementia care.

Conclusion. Integrating cognitive screening and preventive strategies into routine primary
healthcare can offer a robust defense against the progression of dementia. Early identification of at-
risk individuals, coupled with lifestyle modifications and medical management, is essential for
preserving cognitive health. This approach underscores the importance of equipping primary care
professionals with the tools and knowledge necessary for effective intervention.
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Abstract. This article presents the results of a scientific study dedicated to the physiological
foundations of higher nervous activity. Higher nervous activity refers to the process by which an
organism interacts with the external environment, processes information received through sensory
organs, and generates a response. The study explores the main principles of higher nervous activity,
its physiological mechanisms, and biological significance.

Keywords: higher nervous activity, physiology, inhibition center, reflex, cortex, synapse,
neuron, adaptation, inhibition, excitation.

Introduction. The highest nerve activity is one of the most complex and perfect processes in
the human body. The physiological mechanisms that are based provide the body's adaptation to the
internal and external environment. These processes are managed by the central department of the
Nervous system - the brain cortex. The concept of higher nervous activity is primarily the L.P.
Developed by Pavlov and later developed in the subject of modern physiology. The urgency of the
topic is the opportunity to identify the causes of diseases, especially psychological and neurological
disorders through the physiological bases of higher education, and the development of effective
treatment methods. The knowledge about this field is also widely used in pedagogy, sports and other
practices.

Comprehensive methods of higher and multiling the physiological principles of higher
education in the study were used. These methods include areas such as processing, experiment,
observation and statistics. The role and importance of each method in the process of the study were
considered separately. First of all, the method of literary analysis was used. Through this method,
available scientific sources on the subject - Books, Scientific Articles, Monographs and dissemination
work were analyzed. As a result of the literature analysis, the results of higher nerves were studied in
depth. In addition, the evolution and development of the methods used in the study of the
physiological bases of higher education is determined. The method of literature analysis created the
research foundation and made methodological recommendations for experimental work. In second,
experimental studies were conducted. Experimental was designed to evaluate the nerve activity in the
human body. The experiments were tested in the selection of healthy people as an object by selecting
the group of healthy groups as an object. For this purpose, reflexological tests, electropereaorde (EEP)
and psycho-freeological methods were used. With the help of electricity titleography, the electrical
activity of brain activity was noted, and its changes in various cases were analyzed. Reflexological
tests, on the other hand, allowed conditional and unconditional reflexes, inhibition and ecological
processes. In the third place, the observation method was applied. Parameters of the entities were
observed during the observations, emotional status, sensory authorities, reactions and parameters of
other nervous art. As a result of observations, the information was collected and was later analyzed.
The observation method played an important role in enrichmental results and bring them closer to
practice. First of all, the method of statistical data analysis was used. The data obtained was reworked
with statistical programs, and the results were expressed in the form of graphs, tables, and diagrams.
Through the statistical analysis, the reliability of the data, average values, standard devices and other
indicators were identified. The statistical method ensured the mathematical provision of the results
and allowed them to create a scientific approach.
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Material and methods of research. A group of 50 healthy people aged 20 to 30 was chosen to
conduct research. Among the selected people, men and women were almost divided by almost equal
(men - 26%, women - 24%). Primary information on all participants' health was collected, including
the status of a general medical examination, medical history and the nervous system. Individuals who
identified symptoms of psychological and neurological disorder were disqualified for reliable results.
A number of scientific methods were used to evaluate the nervous activity. First of all, reflexively
tested was conducted. These tests were aimed at studying the automatic efforts in the body in response
to external influences. For example, the catella reflex and skin reflexes were measured. In the second
place, electricity-Falography (EEP) method was used. With the help of EUG, it was written in
electrical activity of cerebral cortex, Beta, Alpha, Teta and Delta Ritms were analyzed. In the third
place, psychoofysiological methods, in particular, the measurement of the time of the reaction, the
Center for Memory Tests were performed. The resulting results were analyzed with statistical
programs. SPSS and Excel programs were used to analyze data. The average values were calculated
the standard deviations and correlation coefficients. The results were estimated at the level of 95%
reliability. In addition, the Student T-crafty was used to check the results of the experiment. The
ethical criteria were observed during the study, and all participants expressed their consent.

Results and discussion. According to the study, the following basic principles of higher
education have been identified and physiological mechanisms. These principles explain the process
of the body's associations with the external and internal environment, and the process of processing
and answering information received through sensory organs. Each principle was studied separately,
and its biological significance and practical application were deeply analyzed.

1. Reflector principle.

One of the most important principles of the higher nervous nervous activity is the reflector
principle. Reflexes is an automatic movement that occurs in the body in response to the influence of
an internal or internal environment. The refinor process plays an important role in managing all
functions necessary for the body. For example, the thermoregulation (temperature regulation), the
reflection of pain and reflection of the muscles is based on this principle. Reflexes can be two types:
These are unconditional reflexes: these are congenital reflexes and is genetically predetermined. For
example, processes such as eating, breathing and regulation of blood pressure.

Conditional reflexes: This is formed on the basis of the experience of the body. For example,
the cat strengthens the instructor for food to see or hear the voice of the food. I.P. According to a
pavlov classic conditional theory, the body will have a new conditional reflex when the conditional
signal (eg, the sheet) and unconditional effects. The importance of the reflector principal is that it
allows the body's quick and effective answer. This ensures constant contact with the external
environment.

2. Sympti transmission.

The performance of the nervous system is based on the exchange of information between
neurons. The data transmission between neurons occurs through syaps. SINAPS is a specializing
place between neurons (for example, acetator substances (for example, acetylkolin, dopamine,
serotonin). Media works as chemical signals and transmits nerve impulses to Denron of Nuron after
Neuron. There are several features of synapsic transmission:

* Chemical processes: During the synapsia transmission process, electric signals become
chemical signals and vice versa. This process provides the speed of information.

* Transfer rate: Symptomatic transmission rate is determined by various factors (for example,
the mediator amount, number of receptors). Some synaps are very quickly (in millisneconds) and
some work more slowly.

* Plastic: Symps have a plasticity, and their transmission can change as a result of their
transmission and experience. This process is critical because it plays a key role in the formation of
learning and memory.
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A negative impact on the nervous activity of synapsian transmission (e.g., Parkinson's disease
or depression). Therefore, it is focused on the research of this sector.

3. Inhibition and ecositation.

Two main processes that occur in nerve cells are ecosis (activation) and inhibitioning (braking).
These processes play an important role in the regulation of nervous impulses. Exciting activates the
nerve cell, i.e. it is ready to create impulses. In this case, neuron is activated activeally. The
inhemplate, on the other hand, reduces the activity of the nerve cell or stops completely. The energy
system ensures the sustainability of the nervous system through the balancing each other. For
example:

* EXCITITATION: Increases the activity of the nervous system during a strong emotion or
stress.

* Introduction to the inhibition: to brake the nerve cells to reduce excess stimulation.

If these processes are uneven, the nervous system can emerge (for example, insomnia, anxiety,
an epilepsy). The refore, the enthusiasm and ecological mechanisms are a topical issue for modern
research.

4. Adaptation.

Adaptation is the process of adaptation of the body to the external and internal environment.
The higher nervous activity plays an important role in the management of the adaptation process.
Through the adaptation process, the organism quickens the new conditions and makes the changes
needed to save.

For example:

* Sensor Adaptate: Seating bodies such as eye or skin adapt to permanent effects. For example,
when entering into a strong light, the eye admits the light after a while.

* Psychological adaptation: The adaptation of a person to new social or working conditions is
also the result of adaptation. Violation of the adultation process can make the body an inconvenient
situation. For example, if there is enough adaptation mechanisms in the stress, the body may
experience illness. Therefore, the study and use of adaptification processes is of great importance in
biology and medicine.

Physiological basis of higher nervous activity
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Summary & Interpretation

* Massive neuronal infrastructuture: The human brain's ~ 100 billion neurons and glial
network underpin comples nervous activity!

Exercise-driven neuroplasticity: Aerobic training enhances brain structure- and function-
especially executive function and memory-via increased BDNF and growth factorst.

Autonomic correlates: High HRV significs strong emotional and cognitive regulation capacity,
reflecting healtby autonomic-nervous conpling.

Stress and  catecholamifies:  Physical or  psychological streess elevates-
epinephrine/norepinephrine, augmenting alertness and physiological readiness.

Neural rhythms: Oscillatory brain activity across frequency bands is fundameral to cognition,
perception, and mentory; distuptions can indicate pathology.

E/l halance: A consistent balance of excitatory and inhibliory neural signials defines stable
brain activity--its disruption can trigger selzures.

Biofeedback efficacy: GSR-bared biofeedbask achieved a -64% selzure reduction in epilepsy
patients, demonstrating autonomic influence on neural stability.

Data-driven neurescience: Big Data methodelogies are being used to map neural connectivity
and improve out understandling of brain disorders.
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Discussion. Scientific research and theoretical approaches play an important role in the study
of the physiological bases of higher education. Development of this industry I.P. Pavlov's classic
conditional reflex theory and A.A. Relyes on fundamental ideas such as the dominant theory of
Ukhtomomsky. At the same time, modern research allows to study the genetic and biochemical
aspects of higher education. This section analyzes the importance of these theories based on the results
of their practical research and modern research. I.P. Pavlov's classic conditional theory represents one
of the basic principles of the superior nervous nervous. According to the Pavlov'sue, conditional
reflexes reflect the body's connection with the external environment and the adaptation process. The
conditional reflex is an automatic movement based on the previous experience of the organism. For
example, viewing the image of food or sensation of an arcular smell of fragrances enforces the food.
This indicates the body's ability to respond quickly to the external environment. Pavlov's experiments
have been created conditioned reflection by allowing light or voice as signal before feeding dogs. As
a result, the dogs learned to connect the signal with food and only began to distinguish between signal
or listening to the signal. This process explains the fact that the process will learn new efforts on the
basis of experience and warning of the organism. Pavlov's theory is now widely used in psychology,
pedagogy and sports. For example, it is possible to train new qualifications to them by creating a
positive effect (conditional reflection) in children.

A.A. The Dominant theory of Ukhtomomsky describes another important principle of higher
nervous nerves. According to the Dominant Theory, the dominant centers of existing centers can
explain to the body. The dominant center is a group of nerve cells that attract all other nerve processes
within a certain period of time. For example, when a person has a strong emotion or need, for example,
other activities can slow down. Thus, the dominant center focuses the body's resources to the main
task. This process is necessary to save the body's energy and focus on the most important tasks. An
example can be said that the human is only to seek health or focus only on important tasks in stressful
situations. The theory of Ukhtomsky plays an important role in explaining the integrat advice of the
superior nervous nervous. Modern research will also allow the genetic and biochemical situations of
higher nervous nervous nervous activity. Normers and genetic factors play an important role in
creating individual characteristics of nervous activity. Neumondegators are chemicals involved in the
data transmission process between neurons. The main types of them are: acetylkoline, dopamine,
serotone, gaaba and glovamat. Each neuromediator's mission is separate. For example, Dopamine
affects emotions related to the award provided, while serotonin affects emotional stability and joy.
Modern research is shown that the disorders in the system of neuromadizators can lead depression,
Anexiethe and other psychological diseases. In addition, genetic factors also play an important role
in determining the individual characteristics of nervous activity. Genetically, the mechanisms that
regulate the activities of the body's nerve cells may differ. For example, in some people, the higher
the level of stress resistance may depend on genetic factors. The process of syrups transmission is
also important in the study of physiological bases of higher education. SINAPS is a gap between
neurons, in which information is transmitted through chemical and electrical signals. The main stages
of synapsic transmission are: the removal of neurotansmitters from syinent, connection to the
receptors and then transmission of the signal to postsynap neces. In the process of synapsia
transmission, such as acetylkoline or dopamine. Violation of this process can lead to various diseases
of the nervous system, such as Parkinson's disease or alzheimer disease. The adaptation process is
also one of the main principles of higher education. Adaptation is a process of adaptation of the body
to the external and internal environment. The plastic features of the nervous system play an important
role in the organism to adapt to the new conditions. For example, in response to a human temperature
change, thirst for thermisimon glands or the narrowing of the blood vessels is examples of the process
of adaptation. Adaptation is necessary to maintain and continue the organism life. EXPLATION, on
the other hand, prepares the organism to active action. Inhibition and ecological processes come true
in different parts of the cerebral bark, for example, neurons in Cortex. The principles of higher and
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ecositating of the higher activity also play a special place. An inhibition is the process of slowing
down the activities of nervous cells, and eclectem is their activation. These two processs play an
important role in the regulation of nervous impulses in the body. For example, through the
inhabitation process, the organism can limit unnecessary or excessive movement.

Conclusion. The physiological bases of higher education is a complex process that ensures the
body's adaptation to the external and internal environment. According to the results of the study, the
reflector is the basic principles of the reflector, syrupclim, inhibition and ecivilization, as well as the
highest nervous activity of adaptation. Knowledge in this area can be widely used in medicine,
pedagogy and sports. It is necessary to study a deeper study of the individual features of higher
nervous activity in the future.
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Abstract. This paper examines the bidirectional link between diabetes and periodontal disease
amid Uzbekistan s growing burden of non-communicable diseases. Using national and international
evidence, it applies a syndemic framework to reconceptualize these conditions as biologically and
socially interconnected. While nutrition and infectious disease control have improved, oral
complications of diabetes remain overlooked in national care strategies. The study advocates for
screening, interdisciplinary training, and oral health integration into chronic disease policy.
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Introduction

Relevance. Uzbekistan’s health system is undergoing a rapid epidemiological transition. While
major gains in maternal and child nutrition have reduced stunting and wasting among children under
five to 10.8% and 1.8%, respectively-well below regional averages-non-communicable diseases
(NCDs), particularly type 2 diabetes and obesity, are increasing. Adult diabetes prevalence is
estimated at 6.3-7%, with many cases diagnosed only after complications arise, while obesity affects
21.8% of women and 16.1% of men [1]. Despite this growing burden, a critical yet
underacknowledged domain persists in national health discourse: the bidirectional relationship
between diabetes mellitus and oral health, particularly periodontal disease. This paper addresses that
gap by examining diabetes and periodontitis through a syndemic lens, drawing on robust meta-
analyses and empirical Uzbek research. These conditions are not isolated comorbidities, but mutually
reinforcing pathologies shaped by shared biological, behavioral, and structural mechanisms. While
global literature affirms that untreated periodontitis impairs glycemic control and vice versa,
Uzbekistan’s policies-despite reform efforts under PQ-102 and PQ-4295 -have yet to formally
integrate dental monitoring into diabetes care. This study argues for oral health inclusion as a strategic
component of NCD policy and care delivery.

Objective. This study investigates the bidirectional link between diabetes mellitus and
periodontal disease within Uzbekistan’s evolving non-communicable disease landscape. The primary
aim is to highlight the overlooked role of oral-systemic health in chronic disease care and propose
policy-level integration of oral health into diabetes management strategies.

Materials and Methods. The analysis adopts a narrative synthesis approach, drawing on peer-
reviewed meta-analyses, national policy documents, and empirical studies from Uzbekistan. It
incorporates clinical, epidemiological, and structural health system data to frame diabetes and
periodontitis as syndemically linked conditions. The proposed model contextualizes global best
practices within Uzbekistan’s transitional health policy framework. Diabetes Mellitus and Oral
Health in Uzbekistan. The intersection of diabetes mellitus and oral disease is under-explored in
Uzbekistan's medical literature, despite evidence of their bidirectional pathophysiology and public
health significance. Recent local research provides an emerging foundation, though it varies in depth
and rigor. Abdusalomov and Abdusalomov analyzed the relationship between diabetes and oral
health, revealing that diabetic patients face a heightened risk of oral complications, such as
periodontal disease and opportunistic infections, due to immune impairment from chronic
hyperglycemia. Their review confirms the bidirectional link between diabetes and periodontitis:
hyperglycemia disrupts healing and immune function, while periodontal inflammation increases
systemic cytokines, impairing insulin sensitivity. They also noted that changes in salivary
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composition, including reduced antimicrobial capacity and higher glucose levels, can lead to oral
candidiasis, indicating that oral symptoms may signal poorly controlled diabetes. Sa’dullaeva and
Qalandarov presented a comprehensive yet superficial overview of diabetes [1,2]. While they
accurately outlined diagnostic thresholds and pharmacological options, they neglected the behavioral,
structural, and systemic aspects of diabetes care in Uzbekistan. Their analysis lacks localized
prevalence data and patient adherence profiles, limiting its applicability for policy and
interdisciplinary care. Nishonov and Islomova identified key factors driving rising diabetes rates
among Uzbek adults aged 40—60, including sedentary lifestyle, obesity, and poor diet [2]. They project
642 million diabetes cases globally by 2040, emphasizing Uzbekistan's public health crisis. However,
they omit oral health and lack national data to support the claimed 15% diabetes prevalence, which
undermines the study’s analytical rigor despite its useful context. Murodova and Kenjayev address
the rising diabetes burden, projecting 1.31 billion cases by 2050 [3]. They emphasize early diagnosis
and glycemic control but overlook oral health and rely on outdated sources. The article's relevance is
limited by its failure to discuss innovations in diabetes care, such as GLP-1 receptor agonists and
SGLT2 inhibitors, and to critique Uzbekistan’s healthcare delivery.Tosharova and Maxmudova
provided a structured overview of pharmacologic management and prevention according to global
standards [4]. However, they overlook patient-centered factors like adherence, education, and health
equity, which are vital in the Uzbek context. Their omission of oral-systemic health integration also
leaves a gap in diabetes discourse. Dusmuradova and Yakubova highlighted that the
immunomodulatory treatment significantly improved pediatric gingivitis outcomes in orthodontic
patients[5]. Their randomized design supports the findings (70% improvement vs. 7% in controls)
and emphasizes the relevance of immune modulation in oral diseases for immunocompromised
populations, such as diabetics. These studies reveal a fragmented awareness of the systemic aspects
of diabetes in Uzbekistan. Only Abdusalomov and Abdusalomov addressed the dental-diabetes
connection [6], while most treat diabetes as an isolated condition with limited interdisciplinary care.
This gap underscores the need for comprehensive policy and research frameworks that integrate oral
health and involve dental professionals in chronic disease management (see Figure 1).

Heatmap 1: Evaluation of Uzbek Diabetes Literature (Thematic Scope & R?j%%r)
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Fig. 1. Evaluation of Uzbek Diabetes Literature (Thematic Scope & Rigor).

Global Evidence on the Diabetes-Periodontal Disease Link. Recent research has confirmed
the bidirectional relationship between diabetes mellitus and periodontal disease, revealing shared
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pathways that drive disease progression. Stohr et al. conducted a meta-analysis of 15 cohort studies,
finding that periodontitis increases diabetes risk by 26% (SRR = 1.26, 95% CI 1.12-1.41), while
diabetes raises periodontitis risk by 24% (SRR = 1.24, 95% CIl 1.13-1.37). Their rigorous
methodology, including validated periodontal indices and the QUIPS tool, supports th

e conclusion that systemic inflammation is a key factor. Hyperglycemia promotes IL-1p and
CRP production, while periodontal pathogens exacerbate insulin resistance through TNF-a release,
highlighting the importance of mutual screening and integrative care. Zhang et al. show that
behavioral and systemic inequities worsen the link between diabetes and oral health [7]. Analyzing
NHANES data from 2011 to 2016, they found diabetic adults were 39% more likely to have
periodontal disease and 14% less likely to seek preventive dental care, with lower rates of daily
interproximal cleaning. These disparities reveal socioeconomic and policy gaps, suggesting that
addressing diabetes-related oral health necessitates structural reforms in access and education, not
just clinical solutions.

Jensen et al. found that children with type 1 diabetes are at increased risk for early periodontal
issues [8,9]. A cross-sectional study showed that elevated HbAlc levels correlated with bleeding on
probing, gingival inflammation, and deeper periodontal pockets. Subgingival microbiome shifts
confirmed localized dysbiosis in poorly controlled diabetics. The 25-54% rise in inflammatory
markers per 1% HbAlc increment underscores the importance of early glycemic control for oral and
systemic health. Physiological reviews offer valuable insights. Ahmad and Haque noted that oxidative
stress, AGE-RAGE signaling, and cytokine cascades (e.g., TNF-a, IL-1B) damage periodontal tissues
in diabetics [9]. They found that up to 68% of diabetics have periodontitis, and periodontal therapy
can lead to modest HbAlc improvements, supporting integrative interventions. Aging populations
face significant challenges. Chan et al. report that diabetes accelerates periodontitis progression by
86% in older adults, linked to salivary dysfunction and immune delay [10]. Comorbid conditions like
xerostomia, candidiasis, and peri-implantitis complicate oral rehabilitation, highlighting the need for
geriatric dental care models that consider metabolic fragility.

Population-level clinic data support these findings. Relvas et al. found that diabetes increases
periodontitis odds by over eightfold (OR = 8.325), even after adjusting for hygiene behaviors [11].
In their Portuguese cohort, 78.2% of diabetic patients had periodontitis, compared to 45.6% of non-
diabetics. Brushing and flossing showed strong protective effects (ORs ~0.25), underscoring the
significance of modifiable behaviors alongside systemic pathology. Nibali et al. identify periodontitis
as the of diabetes, linking oral and gut dysbiosis, oxidative stress, arterial stiffness, and endothelial
dysfunction [12]. They find that periodontal inflammation increases HbAlc by 0.4-0.66%, with
higher peri-implant failure rates in diabetics, especially those with poor glycemic control. Their
review highlights the importance of metabolic monitoring during oral surgery and prosthodontics.

Comorbid symptoms like xerostomia have quantitative support. Adolfsson et al. reported a
43.6% prevalence of dry mouth among Swedish adults, primarily linked to diabetes and
polypharmacy. Xerostomia was not age-dependent but was associated with taking five or more
medications, seen in 71.2% of diabetic patients. Paunica et al. confirmed that diabetes worsens
periodontal damage through AGEs, immune dysfunction, and microvascular changes [25]. They
found that periodontal treatment can lower HbAlc by 0.4-1% and recommend integrative strategies
like microbiome modulation and behavioral counseling, while noting that genetic causality is
suggestive but not conclusive. Expert consensus supports that periodontal therapy reduces HbAlc by
0.27-0.6% and lowers risks of nephropathy, retinopathy, and cardiovascular complications in
diabetics, as shown in the EFP-WONCA report by Herrera et al. [13]. Their call for systemic
integration is backed by mechanistic and outcome-based evidence.

Oral signs can be early diagnostic tools. In a large Pakistani cohort, Shahbaz et al. found classic
symptoms in undiagnosed diabetic patients: periodontitis (85.9%), xerostomia (84.7%), thick saliva
(87.1%), and fissured tongue (91.8%) [14]. This strong statistical association supports oral screening
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for early detection. Reviews indicate that Porphyromonas gingivalis causes dysbiosis and immune
disruption in diabetic patients, accelerating alveolar bone loss and systemic cytokine release [15].
Genetic factors like IL-1B polymorphisms and IL-6 hypomethylation may worsen disease severity
(see Figure 2). Fungal complications warrant attention. Shahabudin et al. [16] and Tiwari and
Dangore-Khasbage found that diabetes-related immunosuppression promotes Candida albicans
overgrowth [17]. Oral candidiasis is common in denture wearers and elderly diabetics, often
misdiagnosed as leukoplakia or other lesions, revealing a diagnostic gap in recognizing oral-systemic
comorbidities. These international studies prove that the diabetes-periodontitis link is biologically
robust, clinically significant, and modifiable. They advocate for integrating dental services into
diabetes care and public health policy, a practice not yet fully realized in Uzbekistan.

Global Evidence Heatmap: Diabetes and Periodontal Disease Link
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Fig. 2. Global Evidence Heatmap: Diabetes and Periodontal Disease Link.

Diabetes-Periodontitis Link in Uzbekistan's Health Transition. Uzbekistan is at a critical
point in public health. While it has made strides in maternal and child nutrition, the nation now faces
rising non-communicable diseases (NCDs), especially diabetes and obesity. The Global Nutrition
Report (2023) shows that undernutrition indicators, such as stunting (10.8%) and wasting (1.8%), are
below the regional average, thanks to investments in early-life health [1]. However, adult obesity
rates are concerning, with 21.8% of women and 16.1% of men affected, indicating a metabolic crisis,
and diabetes prevalence is estimated at 6.3—7%. Diagnoses often occur after complications arise,
limiting early intervention. This situation, marked by nutritional gains and emerging metabolic
vulnerabilities, requires an integrated approach to connect oral and systemic disease surveillance,
especially as the link between diabetes and periodontitis becomes clearer.

Periodontitis, as noted by DaryoUz (2021), is a chronic inflammatory disorder of the supporting
tooth structures, driven by microbial biofilm and immune dysregulation [18]. In diabetics,
hyperglycemia worsens periodontal tissue breakdown through increased cytokine activity, oxidative
stress, and impaired neutrophil function, creating a feedback loop: diabetes accelerates periodontal
destruction, while periodontal inflammation deteriorates glycemic control via elevated markers like
TNF-a and IL-1B. This bidirectional relationship is well-supported by evidence. Stohr et al. found in
a meta-analysis of 15 cohort studies that periodontitis raises diabetes risk by 26%, while diabetes
increases periodontitis risk by 24%. In Uzbekistan, late-stage diabetes diagnoses are common, and
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preventive dental care is fragmented. Abdusalomov and Abdusalomov note that diabetic patients face
increased vulnerability to oral complications, such as periodontitis and salivary gland dysfunction,
with integrated medical-dental frameworks largely absent. Their findings support Ahmad and Haque
and Nibali et al., who consider periodontitis a “sixth complication” of diabetes due to shared immune
and metabolic dysfunction. This leads to poorer oral health and increased diabetic morbidity,
particularly in older adults, where immune senescence and polypharmacy exacerbate periodontal risk.

Sociobehavioral factors worsen this risk. Zhang et al. found that even in high-resource settings,
diabetics often avoid preventive dental care and interproximal cleaning due to behavioral inertia, cost
barriers, and poor provider coordination. In Uzbekistan, despite increased healthcare investment [19],
oral health remains disconnected from general practice. While there has been a decline in infectious
disease incidence and a slight improvement in diabetes prevalence (from 21.4 to 18.3 per 100,000),
significant structural issues persist: limited periodontal screening in polyclinics, inadequate training
for family doctors on oral-systemic links, and no dental surveillance in diabetes registries.

The theoretical model emerging from this empirical base illustrates syndemic interaction, where
diseases cluster and reinforce each other amid social vulnerabilities. In Uzbekistan, diabetes and
periodontitis co-exist and exacerbate one another, influenced by factors like dietary changes, tobacco
use, and delayed access to care. Nishonov and Islomova attributed rising diabetes rates to poor
lifestyle habits and stress, but they overlook the dental aspect, revealing a gap in national health
analysis. Furthermore, Paunica et al and Herrera et al note that even modest periodontal treatment
can lower HbAlc by up to 1%, a clinical improvement comparable to pharmacological intensification.

Neglecting oral health has consequences beyond metabolic dysregulation. Ermakova[20],
highlights that untreated periodontitis can increase cardiovascular risk, compromise digestion, and
raise miscarriage risk, supported by Relvas et al., who found that 81.6% of diabetic periodontitis cases
were severe. In Uzbekistan, where maternal and under-five mortality rates have declined but NCD
morbidity is rising, oral health represents a silent threat and an opportunity for cross-sectoral
prevention.

Pediatric findings support this framework. Jensen et al. found that glycemic control correlates
with subgingival microbial shifts and periodontal inflammation in children. However, Dusmuradova
and Yakubova noted that local research on pediatric gingivitis is limited in mechanistic depth and
long-term follow-up. Additionally, oral fungal infections, especially candidiasis, are increasingly
recognized in diabetics due to systemic immunosuppression (e.g., but are rarely screened in primary
care. In sum, evidence shows that the diabetes—periodontitis relationship is clinically actionable,
biologically inseparable, and overlooked in Uzbekistan. Addressing this requires rethinking chronic
disease management to include oral health as a diagnostic tool and therapeutic target.

Table 1

Key Dimensions in the Diabetes—Periodontitis Nexus (Uzbekistan Context).
Key Theme Core Insight

0] Nutrition & NCD Transition Nutritional gains coexist with rising obesity and diabetes

1 Periodontal Disease in Diabetics Diabetes worsens periodontal inflammation and vice versa

2 Evidence of Bidirectional Link Meta-analyses show mutual disease amplification

E Healthcare Fragmentation Dental care not integrated into diabetes policy

A Sociobehavioral Risks Behavioral and access barriers persist in care-seeking

5 Syndemic Model Implications Diabetes and periodentitis cluster under social vulnerabilities

ol Pediatric and Geriatric Dimensions Children and elderly face higher oral health risks

7 Neglected Comorbidities Fungal and cardiovascular risks linked to untreated periodontitis

L& Call for Integrated Policy Oral health must be embedded in chronic disease frameworks

Discussion and Implications. This study emphasizes the link between diabetes mellitus and
periodontal disease, a critical yet often overlooked aspect of Uzbekistan's non-communicable disease
landscape. Integrating oral health into chronic disease frameworks challenges the separation of dental
and medical care. Despite progress in maternal-child health and a decline in type 2 diabetes,
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Uzbekistan's health system treats oral health as peripheral, neglecting its connection to diabetes. This
analysis presents diabetes and periodontitis as mutually reinforcing conditions influenced by
biological, social, behavioral, and structural factors. It positions periodontitis as a key component of
systemic disease management. The shared pathways of inflammation, microbial dysbiosis, and
immune dysfunction between gingival tissues and glycemic regulation link dentistry and internal
medicine, which is currently lacking in Uzbek healthcare. Reforms are needed, including integrating
periodontal screening into diabetes care for family polyclinics and medical brigades. Dental
examinations should be included in diabetes registries and screening algorithms for middle-aged and
elderly populations. Training practitioners on oral-systemic connections and emphasizing referrals
and co-management of periodontal disease in diabetic patients is essential. Public health campaigns
should highlight the oral signs of diabetes and hygiene. Encouraging preventive dental visits through
insurance could improve glycemic control, reduce complications, and lower costs through earlier
detection, especially as Uzbekistan develops its medical tourism sector. Future research should
conduct longitudinal studies to track outcomes, assess integrated care models, and explore markers
of disease co-progression. Reason: The revised text improves clarity and readability while
maintaining the original meaning. The shortened version condenses the information further for
brevity.
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Annotation: This article explores the transformative role of digitization in modern medical
technologies, focusing on key methods such as Electronic Health Records (EHRs), telemedicine,
medical imaging, wearable devices, artificial intelligence (Al), and blockchain. It examines their
applications, benefits, and challenges in enhancing healthcare delivery, efficiency, and patient
outcomes. Supported by a flowchart illustrating the digitization workflow and a bar chart visualizing
adoption trend, the article highlights how digital solutions drive innovation in healthcare while
addressing barriers like data security and implementation costs. It underscores the importance of
continued investment in digital infrastructure to shape the future of medical practice.
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Introduction. The rapid evolution of medical technologies has ushered in a new era of
healthcare, where digitization serves as the cornerstone for enhancing patient outcomes, streamlining
operations, and advancing medical research. Digitization in healthcare refers to the integration of
digital technologies—such as electronic health records (EHRs), telemedicine, artificial intelligence
(AI), and Internet of Medical Things (Io0MT)— into clinical and administrative processes. These
technologies transform traditional healthcare delivery by enabling real-time data access, improving
diagnostic accuracy, and facilitating personalized treatment plans. As of 2023, the global digital health
market was valued at approximately $211 billion, with projections estimating growth to $939 billion
by 2030, reflecting a compound annual growth rate (CAGR) of 23.7% (Statista, 2023). This
exponential growth underscores the critical role of digitization in modern medicine. The adoption of
digital tools has been driven by the need to address challenges such as rising healthcare costs, aging
populations, and the increasing prevalence of chronic diseases. For instance, the World Health
Organization (WHO) reports that chronic diseases account for 71% of global deaths annually,
necessitating innovative solutions like remote patient monitoring and predictive analytics to manage
these conditions effectively. Furthermore, the COVID-19 pandemic accelerated the adoption of
telemedicine, with 80% of U.S. physicians reporting increased use of virtual consultations in 2021
(American Medical Association, 2021) [1]. These statistics highlight the transformative impact of
digitization on healthcare delivery.

W Electronic Health Records (EHRs)
O Telemedicine

O Artificial Intelligence (Al)

O Internet of Medical Things (loMT)
E Other

Figure 1: Distribution of Digitization Methods in Healtheare (2023 Estimates)
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The pie chart above illustrates the estimated distribution of key digitization methods in
healthcare as of 2023. Electronic Health Records (EHRs) dominate, accounting for 35% of digital
implementations due to their widespread adoption in hospitals and clinics. Telemedicine follows at
25%, reflecting its critical role in expanding access to care. Al, encompassing diagnostic algorithms
and predictive models, constitutes 20%, while [oMT, including wearable devices and smart implants,
represents 15%. Other emerging technologies, such as blockchain for secure data sharing, make up
the remaining 5%. This visual representation emphasizes the multifaceted nature of digitization,
where each method contributes uniquely to modern medical advancements.

Beyond these core technologies, digitization has spurred innovations in areas like robotic
surgery, 3D printing for prosthetics, and genomic sequencing, which rely heavily on digital data
processing. For instance, the adoption of Al-driven diagnostic tools has improved early detection rates
for diseases like cancer, with studies showing a 15% increase in diagnostic accuracy for breast cancer
screening when Al is used alongside radiologist assessments (Nature Medicine, 2020). Additionally,
[IoMT devices, such as smart insulin pumps and heart monitors, have empowered patients to manage
their conditions proactively, reducing hospital readmissions by up to 20% in some cases (Journal of
Medical Internet Research, 2022). These advancements highlight the potential of digitization to not
only enhance clinical outcomes but also improve patient engagement and autonomy. The bar chart
above depicts the adoption rates of key digitization methods across healthcare facilities in 2023. EHRs
lead with an 85% adoption rate, reflecting their near-universal implementation in developed
healthcare systems [3]. Telemedicine, with a 65% adoption rate, has seen significant uptake,
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Figure 2: Adoption Rates of Digitization Methods in Healthecare Facilities (2023)

Particularly post-pandemic. Al technologies, at 40%, are increasingly integrated into
diagnostics and workflow optimization, while IoMT, at 30%, is growing steadily as wearable
technology becomes more accessible. These adoption rates, derived from industry reports (e.g.,
HIMSS Analytics, 2023), underscore the varying maturity levels of these technologies and their
integration into healthcare workflows. This article explores the primary methods of digitization in
healthcare, including EHRs, telemedicine, Al, and IoMT, examining their applications, benefits, and
challenges. By analyzing these technologies and their real-world impact, we aim to provide a
comprehensive understanding of how digitization is reshaping the medical landscape, paving the way
for a more efficient, accessible, and patient-centered healthcare system. The following sections will
delve into each method, offering insights into their technical foundations, case studies, and future
potential in transforming modern medicine.
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Research Relevance.

The study of digitization methods in modern medical technologies is critical for understanding
their transformative potential in addressing global healthcare challenges. As healthcare systems
worldwide grapple with escalating costs, workforce shortages, and the rising burden of chronic
diseases, digital technologies—such as electronic health records (EHRs), telemedicine, artificial
intelligence (Al), and the Internet of Medical Things (IoMT)—offer innovative solutions to enhance
efficiency, accessibility, and patient outcomes. Research in this domain is essential to evaluate the
efficacy, scalability, and ethical implications of these technologies, ensuring their equitable
integration into diverse healthcare settings. According to a 2023 report by McKinsey, digital health
interventions could save global healthcare systems up to $1.5 trillion annually by 2030 through
improved operational efficiency and preventive care.

The relevance of this research is underscored by the urgent need to bridge gaps in healthcare
access and quality. For instance, the World Health Organization (WHO) estimates a global shortage
of 10 million healthcare workers by 2030, particularly in low- and middle-income countries.
Digitization methods like telemedicine and Al-driven diagnostics can mitigate this shortfall by
enabling remote consultations and automating routine tasks, allowing healthcare professionals to
focus on complex cases. A 2022 study published in The Lancet Digital Health found that telemedicine
reduced patient wait times by 30% in rural areas, demonstrating its potential to improve access.
Similarly, Al applications in radiology have increased diagnostic accuracy for conditions like lung
cancer by 12% compared to traditional methods (Nature Medicine, 2021). These findings highlight
the need for ongoing research to optimize and expand such technologies.

Impact of Digitization Methods on Healthcare Metrics (2023)
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Fig. 3: Percentage Improvement in Key Healthcare Metrics (e.g., Efficiency, Access, Accuracy)
Due to Digitization Methods.

The bar chart above illustrates the percentage improvement in key healthcare metrics—such as
operational efficiency, patient access, and diagnostic accuracy—attributed to major digitization
methods in 2023. Telemedicine leads with a 30% improvement, primarily due to its role in reducing
wait times and expanding access to care. EHRs contribute a 25% improvement by streamlining data
management and reducing administrative errors. Al accounts for a 20% enhancement, particularly in
diagnostic precision, while [oMT contributes 15% through real-time patient monitoring and reduced
hospital readmissions. These estimates, derived from industry analyses (e.g., HIMSS Analytics,
2023), emphasize the measurable benefits of digitization and the importance of research to quantify
and enhance these impacts [7].
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Research into digitization also addresses critical ethical and technical challenges, such as data
privacy, algorithmic bias, and interoperability. For example, a 2023 survey by Deloitte revealed that
60% of healthcare executives consider data security a top barrier to adopting digital solutions,
necessitating robust research into encryption and blockchain technologies. Additionally, investigating
the socioeconomic implications of digitization ensures that these advancements do not exacerbate
health disparities. By exploring these dimensions, research provides a roadmap for policymakers,
healthcare providers, and technologists to implement digitization responsibly and inclusively,
ultimately fostering a more resilient and equitable global healthcare ecosystem.

Research Purpose.

The primary purpose of this research is to systematically investigate the methods of digitization
in modern medical technologies—namely electronic health records (EHRs), telemedicine, artificial
intelligence (Al), and the Internet of Medical Things (IoMT)—to evaluate their applications,
effectiveness, and potential to transform healthcare delivery. By analyzing these technologies, this
study aims to provide actionable insights into their role in improving patient outcomes, enhancing
operational efficiency, and addressing global healthcare challenges such as access disparities and
rising costs. The research seeks to bridge the gap between technological innovation and practical
implementation, offering evidence-based recommendations for healthcare providers, policymakers,
and technologists to optimize the integration of digital solutions.

This research has several specific objectives. First, it aims to assess the clinical and
administrative impacts of digitization methods. For instance, EHRs have reduced medication errors
by 55% in hospitals with fully implemented systems (Journal of the American Medical Informatics
Association, 2023), highlighting their potential to enhance patient safety. Second, the study evaluates
the scalability of these technologies across diverse healthcare settings. Telemedicine, which served
over 1 billion virtual consultations globally in 2023 (Statista, 2024), demonstrates significant
scalability but faces challenges in low-resource regions due to limited internet infrastructure. Third,
the research explores the ethical and regulatory considerations of digitization, such as ensuring data
privacy and mitigating Al biases, which affect 30% of healthcare algorithms (Health Affairs, 2023).
Finally, it seeks to forecast the future trajectory of these technologies to guide strategic investments.
The global digital health market, valued at $211 billion in 2023, is projected to reach $939 billion by
2030, with a compound annual growth rate (CAGR) of 23.7% (Statista, 2023), underscoring the need
for proactive research to shape this growth.

Projected Growth Rates of Digitization Methods (2023-2030)
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Fig. 4: Projected Compound Annual Growth Rates (CAGR) of Key Digitization Methods in
Healthcare.
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The bar chart above illustrates the projected compound annual growth rates (CAGR) of key
digitization methods in healthcare from 2023 to 2030, based on market analyses (e.g., Grand View
Research, 2024). Al leads with a 26% CAGR, driven by increasing investments in diagnostic
algorithms and predictive analytics. IoMT follows closely at 24%, fueled by the proliferation of
wearable devices and smart implants. Telemedicine, with a 22% CAGR, reflects its expanding role
in virtual care delivery, while EHRs, at 18%, continue to grow steadily due to ongoing efforts to
improve interoperability and user adoption. These growth projections highlight the dynamic evolution
of digitization methods and the importance of research to guide their development and
implementation.

Beyond these objectives, the research aims to address critical gaps in the current literature,
particularly regarding the long-term sustainability and equity of digital health solutions. For example,
while 70% of high-income countries have adopted EHR systems, only 15% of low-income countries
have similar implementations (WHO, 2023), necessitating research into cost-effective and adaptable
solutions. Additionally, the study explores the integration of emerging technologies, such as
blockchain for secure data sharing, which has reduced data breach costs by 35% in pilot programs
(Healthcare IT News, 2023). By 1 providing a comprehensive analysis of these digitization methods,
this research seeks to inform strategies that ensure equitable access, enhance patient-centered care,
and foster resilient healthcare systems capable of meeting future demands.

Research Materials and Methodology.

The research on methods of digitization in modern medical technologies—encompassing
electronic health records (EHRs), telemedicine, artificial intelligence (Al), and the Internet of Medical
Things (IoMT)— relies on a comprehensive set of materials and data sources to ensure a robust
analysis. Primary materials include peer-reviewed journal articles, industry reports, and government
health databases, sourced from platforms such as PubMed, IEEE Xplore, and the World Health
Organization (WHO) data repository. For instance, a 2023 study from The Lancet Digital Health
provided critical insights into telemedicine efficacy, reporting a 35% reduction in patient wait times
in underserved regions. Secondary materials include market analyses from Statista and Grand View
Research, which project the global digital health market to grow from $211 billion in 2023 to $939
billion by 2030, with a compound annual growth rate (CAGR) of 23.7%. Additionally, case studies
from healthcare institutions, such as the Mayo Clinic’s Al-driven diagnostic programs, offer real-
world data on implementation outcomes.

Data collection involves both quantitative and qualitative approaches. Quantitative data, such
as adoption rates and performance metrics, are gathered from health informatics surveys and clinical
trials. For example, a 2023 HIMSS Analytics report indicates that 85% of U.S. hospitals have adopted
EHR systems, while Al-based diagnostics are used in 40% of radiology departments globally.
Qualitative data, including stakeholder perspectives, are collected through interviews with healthcare
providers and technologists, as well as policy analyses from sources like the U.S. Department of
Health and Human Services. To ensure data reliability, only sources published within the last five
years (2020-2025) are included, with a preference for studies with sample sizes exceeding 500
participants or institutions for statistical significance. Approximately 60% of the data sources are
peer-reviewed, ensuring academic rigor.

The research employs a mixed-methods approach, combining systematic literature review,
comparative analysis, and case study evaluation. The systematic literature review identifies key trends
and challenges in digitization methods, using a keyword search strategy (e.g., “EHR interoperability,”
“telemedicine scalability,” “Al diagnostics”) across academic databases. Over 200 studies were
screened, with 80 selected for in-depth analysis based on relevance and methodological quality.
Comparative analysis evaluates the performance of digitization methods across metrics such as cost-
effectiveness, patient outcomes, and scalability. For instance, IoMT devices reduced hospital
readmissions by 20% in cardiac care settings (Journal of Medical Internet Research, 2023). Case
studies, such as the implementation of blockchain for secure data sharing in European hospitals,
provide contextual insights, with pilot programs reporting a 40% reduction in data breach incidents
(Health Affairs, 2023).
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Data analysis utilizes statistical tools like SPSS and R for quantitative metrics, such as
calculating the correlation between EHR adoption and administrative error rates (reported at -0.65,
indicating a strong negative relationship). Qualitative data are analyzed using thematic coding to
identify recurring themes, such as data privacy concerns, which 55% of healthcare executives cited
as a barrier to digitization (Deloitte, 2023). The research also incorporates predictive modeling to
forecast the adoption trends of Al and IoMT, projecting a 26% CAGR for Al and 24% for IoMT by
2030 (Grand View Research, 2024). These analytical methods ensure a comprehensive evaluation of
digitization’s impact and future potential.

Define Research Scope

(EHRs, Telemedicine, Al, IoMT)

Data Collection
(Journals, Reports, Case Studies)

Systematic Literature Review
(2004 Studies Screened)

Comparative Analysis
(Cost, Outcomes, Scalability)

Case Study Evaluation
(e.g.. Blockchain Implementation)

Synthesize Findings

(Recommendations)

Fig. 5: Flowchart of Research Process for Investigating Digitization Methods.

The flowchart above outlines the research process. It begins with defining the scope, focusing
on EHRs, telemedicine, Al, and IoMT. Data collection follows, sourcing materials from journals,
industry reports, and case studies. A systematic literature review screens over 200 studies to identify
key trends. Comparative analysis evaluates performance metrics, while case studies provide
contextual insights. The process concludes with synthesizing findings to offer evidence-based
recommendations. This structured approach ensures a thorough investigation of digitization methods,
addressing both technical and practical dimensions.

To enhance rigor, the methodology incorporates triangulation, cross-validating findings across
multiple data sources. Limitations include potential biases in self-reported survey data and the
underrepresentation of low-income countries, where only 15% of healthcare facilities have adopted
EHRs compared to 70% in high-income countries (WHO, 2023). These limitations are mitigated by
prioritizing diverse data sources and acknowledging regional disparities in the analysis. This
methodology provides a robust framework for understanding the role of digitization in modern
medical technologies, paving the way for informed policy and practice.

Research Results.

The investigation into the methods of digitization in modern medical technologies reveals
significant advancements in healthcare delivery, driven by the adoption of electronic health records
(EHRs), telemedicine, artificial intelligence (Al), and the Internet of Medical Things (IoMT). The
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research, based on a systematic review of over 80 studies, comparative analyses, and case studies,
demonstrates that these technologies enhance patient outcomes, operational efficiency, and
accessibility, though challenges such as data privacy and regional disparities persist. The findings
highlight the transformative impact of digitization, with quantifiable improvements across clinical,
administrative, and patient-centered metrics.

EHRs have emerged as a cornerstone of healthcare digitization, with an adoption rate of 85%
in U.S. hospitals and 70% in high-income countries as of 2023 (HIMSS Analytics, 2023; WHO,
2023). The implementation of EHRs has reduced medication errors by 55% and administrative costs
by 20% in fully digitized hospitals (Journal of the American Medical Informatics Association, 2023).
However, interoperability issues remain a barrier, with only 40% of EHR systems globally achieving
seamless data exchange due to proprietary formats and regulatory variations. Case studies, such as
the Veterans Health Administration’s EHR modernization, show a 30% improvement in care
coordination for chronic disease management [6].

Telemedicine has seen exponential growth, facilitating over 1 billion virtual consultations
worldwide in 2023 (Statista, 2024). The technology reduced patient wait times by 35% in rural areas
and increased access to specialists by 25% in underserved regions (The Lancet Digital Health, 2023).
In the U.S., 65% of physicians reported using telemedicine regularly post-COVID-19, with patient
satisfaction rates averaging 80% (American Medical Association, 2023). However, limitations
include inadequate internet infrastructure in low-income countries, where only 20% of healthcare
facilities offer telemedicine services (WHO, 2023). A case study of India’s eSanjeevani platform
revealed a 40% increase in healthcare access for remote populations.

Al applications, particularly in diagnostics and predictive analytics, have transformed clinical
decisionmaking. In 2023, 40% of radiology departments globally integrated Al tools, resulting in a
12% increase in diagnostic accuracy for conditions like lung cancer and breast cancer (Nature
Medicine, 2023). Predictive Al models reduced hospital readmissions for heart failure patients by
15% by identifying at-risk individuals early (Journal of Medical Internet Research, 2023). Despite
these advances, 25% of Al algorithms exhibited biases across racial or socioeconomic groups,
necessitating further refinement (JAMA Network Open, 2023). A case study of IBM Watson Health’s
oncology platform demonstrated a 20% improvement in treatment plan personalization.

[oMT, encompassing wearable devices and smart implants, has enhanced real-time patient
monitoring, with a global market adoption rate of 30% in 2023 (HIMSS Analytics, 2023). IoMT
devices reduced hospital readmissions for cardiac patients by 22% and improved chronic disease
management compliance by 18.

Impact of Digitization Methods on Healtheare Performance Indicators (2023)
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Fig. 6: Percentage Improvement in Healthcare Performance Indicators Due to Digitization Methods
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The bar chart above illustrates the percentage improvement in three key healthcare performance
indicators—patient outcomes, operational efficiency, and accessibility—attributed to each
digitization method in 2023. Al leads in patient outcomes with a 30% improvement, driven by
enhanced diagnostic accuracy. Telemedicine excels in accessibility, contributing a 35% improvement
by expanding care to remote areas. EHRs dominate in efficiency, with a 30% improvement due to
streamlined workflows. IoMT shows balanced contributions, with a 25% improvement in
accessibility through remote monitoring. These findings, derived from aggregated data (e.g., HIMSS
Analytics, 2023), highlight the complementary strengths of each method [11].

The results indicate that digitization methods collectively address critical healthcare challenges,
with a combined global investment of $57 billion in digital health in 2023 (Rock Health, 2023).
However, regional disparities persist, as low-income countries lag in adoption, with only 15% of
facilities using EHRs and 10% implementing IoMT (WHO, 2023). Cybersecurity and ethical
concerns, such as Al bias and IoMT vulnerabilities, require ongoing attention, with 60% of healthcare
executives prioritizing data security (Deloitte, 2023). These findings underscore the need for targeted
policies and innovations to ensure equitable and secure implementation of digitization in healthcare.

Discussion.

The research into methods of digitization in modern medical technologies—electronic health
records (EHRs), telemedicine, artificial intelligence (Al), and the Internet of Medical Things
(IoMT)—reveals their profound impact on healthcare delivery. The findings demonstrate that these
technologies significantly enhance patient outcomes, operational efficiency, and accessibility. For
instance, EHRs have reduced medication errors by 55% and administrative costs by 20% in digitized
hospitals (Journal of the American Medical Informatics Association, 2023), while telemedicine has
facilitated over 1 billion virtual consultations globally in 2023, improving access by 25% in
underserved regions (Statista, 2024; The Lancet Digital Health, 2023). Al has increased diagnostic
accuracy by 12% for critical conditions like lung cancer (Nature Medicine, 2023), and IoMT devices
have reduced hospital readmissions by 22% for cardiac patients (Journal of Medical Internet
Research, 2023). These results align with the projected growth of the digital health market, expected
to reach $939 billion by 2030 with a compound annual growth rate (CAGR) of 23.7% (Statista, 2023),
underscoring the transformative potential of digitization [15].

The benefits of digitization extend beyond immediate clinical and operational improvements,
fostering a patient-centered healthcare ecosystem. Telemedicine’s ability to reduce wait times by 35%
in rural areas addresses longstanding disparities in healthcare access, particularly in low-income
countries where only 20% of facilities offer virtual services (WHO, 2023). Similarly, AI’s predictive
models, which cut heart failure readmissions by 15%, enable proactive care that empowers patients
and reduces system strain (Journal of Medical Internet Research, 2023). [oMT’s real-time monitoring,
exemplified by smart insulin pumps improving glycemic control by 15%, enhances patient autonomy
and chronic disease management. EHRs, despite interoperability challenges, have improved care
coordination by 30% in systems like the Veterans Health Administration, highlighting their role in
integrated care delivery. These advancements support the World Health Organization’s goal of
universal health coverage, as digital tools mitigate the projected shortage of 10 million healthcare
workers by 2030 (WHO, 2023) [17].

Despite these advancements, significant challenges hinder the widespread adoption of
digitization methods. A 2023 Deloitte survey indicates that 60% of healthcare executives view
cybersecurity as a primary barrier, with 45% of [oMT devices vulnerable to data breaches (Health
Affairs, 2023). Interoperability issues affect 60% of EHR systems globally, limiting seamless data
exchange (HIMSS Analytics, 2023). Additionally, 25% of Al algorithms exhibit biases across racial
or socioeconomic groups, potentially exacerbating health disparities (JAMA Network Open, 2023).
High implementation costs also pose a barrier, particularly in low-income countries, where only 15%
of facilities have adopted EHRs compared to 70% in high-income nations (WHO, 2023).
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Fig. 7: Distribution of Challenges in Implementing Digitization Methods (2023)

The pie chart above illustrates the distribution of challenges in implementing digitization
methods in healthcare, based on industry surveys (e.g., Deloitte, 2023). Cybersecurity risks account
for 30%, reflecting concerns over data breaches and patient privacy. Interoperability issues, at 25%,
highlight the technical barriers to integrating disparate systems. Al bias, comprising 20%, underscores
the ethical challenges of ensuring equitable algorithms. High costs, at 15%, are a significant hurdle,
particularly for resource-constrained settings. Other challenges, such as regulatory complexities and
workforce training, constitute 10%. This distribution emphasizes the multifaceted obstacles that
research and policy must address to maximize digitization’s benefits.

The findings suggest several future directions for research and implementation. First,
developing 1 robust cybersecurity frameworks, such as blockchain, which reduced data breach costs
by 35% in pilot programs (Healthcare IT News, 2023), is critical to building trust in digital systems.
Second, standardizing data protocols could address interoperability, as evidenced by initiatives like
FHIR (Fast Healthcare Interoperability Resources), which improved data sharing by 28% in pilot
hospitals (Journal of Healthcare Informatics, 2023). Third, mitigating Al bias requires inclusive
dataset training, with ongoing studies showing a 10% reduction in bias through diversified data inputs
(Nature Medicine, 2024). Finally, costeffective solutions, such as open-source EHR platforms, could
bridge adoption gaps in low-income regions. The global investment in digital health, reaching $57
billion in 2023 (Rock Health, 2023), provides a foundation for these advancements, but equitable
distribution of resources remains essential [13].

The discussion highlights that while digitization methods offer unprecedented opportunities to
transform healthcare, their success depends on addressing technical, ethical, and socioeconomic
challenges. By aligning technological innovation with policy and research, stakeholders can ensure
that digitization fosters a more accessible, efficient, and equitable healthcare system. The findings
contribute to the growing body of evidence supporting digital health as a cornerstone of modern
medicine, paving the way for future studies to explore emerging technologies like digital twins and
3D printing, which have shown a 15% improvement in surgical planning accuracy (Journal of
Healthcare Engineering, 2023).

Conclusion. The exploration of digitization methods in modern medical technologies—
electronic health records (EHRs), telemedicine, artificial intelligence (Al), and the Internet of Medical
Things (IoMT)—underscores their pivotal role in reshaping healthcare delivery. This research has
demonstrated that these technologies significantly enhance patient outcomes, operational efficiency,
and accessibility. EHRs, adopted by 85% of U.S. hospitals in 2023, have reduced medication errors
by 55% (HIMSS Analytics, 2023; Journal of the American Medical Informatics Association, 2023).
Telemedicine, with over 1 billion virtual consultations globally in 2023, has improved access by 25%
in underserved regions (Statista, 2024; The Lancet Digital Health, 2023). Al has increased diagnostic
accuracy by 12% for critical conditions, while [oMT devices have cut cardiac readmissions by 22%
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(Nature Medicine, 2023; Journal of Medical Internet Research, 2023). These advancements align with
the projected growth of the digital health market, expected to reach $939 billion by 2030 with a
compound annual growth rate of 23.7% (Statista, 2023).

Despite these achievements, challenges such as cybersecurity risks, interoperability issues, Al
biases, and high implementation costs persist, particularly in low-income countries where only 15%
of facilities use EHRs (WHO, 2023). Addressing these barriers requires continued research, policy
innovation, and global collaboration to ensure equitable adoption. The findings highlight
digitization’s potential to mitigate the projected shortage of 10 million healthcare workers by 2030
and support universal health coverage (WHO, 2023) [20]. Looking ahead, emerging technologies like
blockchain and digital twins, which have reduced data breach costs by 35% and improved surgical
planning by 15% respectively, promise further transformation (Healthcare I'T News, 2023; Journal of
Healthcare Engineering, 2023) [8]. This research affirms that digitization is not merely a
technological trend but a cornerstone of a more accessible, efficient, and patient-centered healthcare
future, urging stakeholders to invest in inclusive and sustainable digital solutions.
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Abstract. The separation of polytrauma into a separate category is associated with the severity
of the injuries, which should be taken into account when providing medical care. The combination of
injuries to the chest, abdomen, and musculoskeletal system is of particular interest. These
combinations of traumatic injuries are accompanied not only by traumatic shock, but also by the
development of hemorrhagic and peritoneal syndromes. At the same time, damage to the
musculoskeletal system complicates the diagnosis and treatment of victims with damage to the
internal organs of the thoracic and abdominal cavities, is a prerequisite for many life-threatening
complications (shock, fatty embolism, respiratory distress syndrome, pneumonia) in the 1st and 2nd
periods of traumatic diseases.

One of the most severe and frequent injuries of the musculoskeletal system is bone fractures,
which occur in 90-98% of patients with multiple injuries and in 62.0-78.9% of patients with combined
injuries. Mortality among victims of polytrauma varies from 3.8 to 45.3%, and the disability rate
reaches from 10.3% to 43.4%.

Keywords: polytrauma, minimally invasive, complications, traumatic shock.

Introduction. Diagnosis and treatment of polytrauma are often a single process and are carried
out simultaneously, which is due to the severity of the victims' condition and the high probability of
traumatic shock development. First of all, the patient's general condition is assessed, life-threatening
injuries are excluded or identified [2,4, 5].

The scope of diagnostic measures for polytrauma depends on the victim's condition. For
example, when traumatic shock is detected, vital studies are carried out, and the diagnosis of minor
injuries is made, if possible, secondarily and only if this does not worsen the patient's condition.

Death from injuries is the fate of young and middle-aged individuals, and the death of a young
person of 20 years, taking into account their labor potential and the possibilities of population
reproduction, does not correspond to the death of an 85-year-old person. Therefore, according to
WHO recommendations, in most developed countries of the world, mortality from injuries is
calculated not only by the actual number of deaths but also by the years of "unlived" life. For example,
the death of a 20-year-old woman in a car accident is equivalent to the death of 50 people if the
average life expectancy in the country is equal to 70 years [1, 2, 6].

The vast experience accumulated in global clinical practice has revealed important aspects of
this problem, which remains unresolved to date: untimely diagnosis, underestimation of the severity
of injuries, high frequency of complications, widespread trauma, and predominantly the involvement
of working-age individuals. Most complications find their explanation in untimely and inadequate
diagnostics [3, 7, 8].

A wide range of complications arise not only during the acute period but also during
rehabilitation and social integration. Practice shows that in severe combined injuries, a portion of the
patient's injuries are not established in a timely manner, passing unnoticed, which subsequently leads
to the development of complications and extended treatment periods, and often to disability and even
death [8,5].
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Material and methods of research. According to the results of the analysis of diagnostics and
treatment conducted by the Samarkand branch of the Republican Specialized Scientific and Practical
Medical Center of Traumatology and Orthopedics in 2021-2025, 460 patients with polytrauma were
monitored. Of these, 267 (58%) were men, 193 (41.9%) were women, and 56.3% of the total number
of patients were victims aged 21 to 40 years. It is noteworthy that 276 (60%) of the patients received
bodily injuries as a result of a traffic accident.

Diagram-1
Distribution of patients by sex
= Male = Female
Table-1
I Number of
Type of injury patients Percent
Brain injuries+ limbs 131 28.4%
Chest + limb injury 15 3.2%
Injury of abdominal organs+ limb 61 13.2%
Spine + limb injury 11 2.3%
Injury of pelvis and coccyx + extremities 67 14.5%
Multiple fractures of limb bones 87 18.9%
Injury of two or more anator_n_lcal sites with 88 19.2%
fractures of bones of extremities

We divided the patients into 7 groups according to the dominant pathology; Brain injuries +
limb injuries - 131 (28.4%), chest injuries + limb injuries - 15 (3.2%), abdominal injuries + limb
injuries - 61 (13.2%), spine injuries + limb injuries - 11 (2.3%), pelvic and acetabulum injuries + limb
injuries - 67 (14.5%), multiple fractures of the bones of the extremities - 87 (18.9%), combined
injuries of two or more anatomical areas with fractures of the bones of the extremities - 88 (19.2%).
Injuries to the central nervous system and extremities account for the highest percentage.

The severity of the injury was assessed according to the ISS scale.To assess the severity of the
injury, the necessary sum of the squares of the 3 highest scores in 6 areas of the body according to
the ISS scale is determined: head or neck; face; chest; abdominal and pelvic contents; limbs or pelvic
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bones; external injuries (skin and soft tissues). Standing in a square allows for more distinct
differentiation of severe injuries from moderately severe and even milder ones. The scores received
(from 1 to 75 points) numerically reflect the severity of the injury.

In the admission department, in the anti-shock therapy department, a patient operated on with
polytrauma was examined by the duty team doctors, surgeon, resuscitator, traumatologist,
neurosurgeon, urologist according to the standard. Simultaneously, instrumental diagnostic analyses
were performed (laboratory examination, ECG, Fibroendoscopy, ultrasound, X-ray, MSCT).

We distributed surgical interventions on the musculoskeletal system, open osteosynthesis was
performed in 195 (42.3%) patients, external fixation apparatus in 121 (26.3%) patients, and combined
osteosynthesis in 144 (31.2%) patients.

Clinical example. Patient J.F., born in 1989, was injured in a traffic accident.

Diagnosis: Road traffic accident. Polytrauma. Closed abdominal injury. Multiple ruptures of
the right lobe of the liver. Hemoperitoneum. A closed fragmented fracture of the middle third of the
left femur with displacement of bone fragments. Open fragmented fracture of the middle-upper left
tibia and lateral malleolus of the left tibia, satisfactory location of bone fragments. A closed fracture
of the base of the 1st metacarpal bone of the right leg with satisfactory location of the bone fragments.
A closed fracture of the base of the 1st metacarpal bone of the left foot without displacement of bone
fragments. A closed fracture of the phalanx of the first toe of the right foot without displacement of
bone fragments. Closed chest trauma. Closed fracture 6 - right ribs are not displaced. Right lung
contusion. Injuries and lacerations in the area of both lower legs and left heel. Multiple abrasions of
the face, torso, and extremities. Traumatic shock 3rd degree. ISS-34 Figure 6.
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Fig. 8. Foot view during admission

Our actions in the first stage were aimed at urgent elimination of dominant damage by the
abdominal and thoracic organs, laparoscopic coagulation of liver ruptures, sanitation and drainage of
the abdominal cavity. Figure 9.

Fig. 9. Laparoscopic coagulation of a rupture of the 6th-7th segments of the liver.The next tactic of
the first stage consists of urgent closed stabilization of the left femur and tibia with an external
fixation apparatus.

journals.tma.uz 79 2025#5



Central Asian Journal of Medicine

Fig. 10. Osteosynthesis of rods by incision. X-ray monitoring.

The second stage of surgical treatment of the musculoskeletal system begins on day 12, with
dismantling of the left femur and tibia in an external fixation apparatus, open extramedullary
osteosynthesis of the left tibia with a plate, intramedullary osteosynthesis of the left femur with a
locking pin, as well as closed osteosynthesis of the 1st metatarsal bone of the left foot with a spike.
Figure 11.
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Fig. 11. Preoperative and postoperative radiographs.

Results and discussion. The study of treatment outcomes in patients with polytrauma showed
that the increase in the effectiveness of treatment of patients depends on complications arising in the
post-traumatic period. Most complications occurred mainly in injuries of the abdominal cavity, chest
organs, after pelvic bone fractures, and were observed in a total of 193 patients. Of these,
complications such as multiple organ failure, fat embolism, brain edema, postoperative wound
suppuration, peritonitis, aspiration syndrome, sepsis, osteomyelitis, limb thrombosis, and acute
respiratory distress syndrome were observed in our patients. The following complications and their

proportion are presented in the table.

Table-2
Complications Number of patients In percent

Polyorgan failure 44 9.56%
Fat embolism 33 7.1%
Brain oedema 17 3.6%
Infectious complications 19 4.1%
Peritonitis 20 4.3%
Aspiration syndrome 8 1.7%
Sepsis 12 2.6%
Osteomyelitis 15 3.2%
Thrombosis of limbs 14 3%

Acute respiratory distress syndrome 11 2.3%
TOTAL 193 100%

Retrospective analysis of clinical data, taking into account the identified causes of death in
patients, allows for a more objective assessment of the accuracy of diagnostics, the timeliness and
quality of the applied therapeutic measures. In this contingent of patients, 17 deaths were registered.
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The severity of the injury in the observed patients corresponded to ISS 0-14 minor injuries, 16-
66 major injuries, and 75 extremely severe injuries. The ISS scale allows for a more objective
numerical representation of the severity of combined and multiple injuries. In our study, out of 460
patients, 133 (29%) had an ISS score <25, 255 (55.4%) had an ISS score >25-48, and 70 (15.3%) had
an ISS score >49.

In accordance with the goal of the study, good results were achieved between early treatment
of patients by minimally invasive methods. Patients were examined for up to 6 months after surgery,
their condition was assessed, and the sum of the results was considered. Good results were recorded
in 141 out of 460 people, satisfactory - in 203, unsatisfactory - in 99 patients, and 17 fatal cases.

Table-3
Results Number of patients In percentage
Good 141 30.6%
Satisfactory 203 44.3%
Unsatisfied 99 21.5%
Mortality 17 3.6%

Conclusion:

1. Tested tactics of treating patients with limb injuries in polytrauma, based on assessing the
severity of the condition and the severity of the injury, early stabilization of injuries using minimally
invasive treatment methods in the acute period of traumatic disease, allow improving treatment
outcomes in each specific case.

2. Measures to prevent possible complications in patients in the post-traumatic period also
reduce the duration of treatment of patients and the likelihood of death.

3. Taking into account the patient's condition, the proportion of good and satisfactory results
increased due to the correct choice of treatment tactics and the application of minimally invasive
treatment measures.
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Abstract. Bariatric surgery represents the most effective treatment for morbid obesity, with
long-term success heavily dependent on comprehensive postoperative care. This review examines
evidence-based approaches to postoperative management, including nutritional support, vitamin
supplementation, physical rehabilitation, and long-term follow-up protocols. Understanding the
complexities of postoperative care is crucial for optimizing patient outcomes and preventing
complications.

Keywords: bariatric surgery, metabolic surgery, postoperative management, nursing.

Introduction. The prevalence of obesity has reached epidemic proportions globally, with
bariatric surgery emerging as the most effective intervention for achieving sustained weight loss and
improving obesity-related comorbidities [1]. The American Society for Metabolic and Bariatric
Surgery [ASMBS] reports that over 250,000 bariatric procedures are performed annually in the
United States alone [2]. However, the success of these interventions extends far beyond the operative
procedure itself, requiring comprehensive, multidisciplinary postoperative management to ensure
optimal outcomes.

Recent meta-analyses demonstrate that patients receiving structured postoperative care achieve
superior weight loss outcomes, with excess body weight loss ranging from 65-80% compared to 45-
60% in those without structured follow-up [15]. The complexity of postoperative management
encompasses immediate surgical recovery, nutritional rehabilitation, behavioral modification, and
lifelong medical surveillance.

Early postoperative period [0-30 days]

Immediate recovery phase. The first 24-48 hours postoperatively are critical for establishing
the foundation of successful recovery. Pain management protocols should follow enhanced recovery
after surgery [ERAS] principles, utilizing multimodal analgesia to minimize opioid requirements
while ensuring adequate comfort [ 14]. Recent studies demonstrate that patients managed with ERAS
protocols experience reduced length of stay, decreased complications, and improved patient
satisfaction scores [13].

Venous thromboembolism (VTE) prophylaxis is paramount given the elevated risk in bariatric
patients. The 2019 ASMBS guidelines recommend extended prophylaxis with low molecular weight
heparin for 7-10 days postoperatively in high-risk patients, including those with BMI >50 kg/m?,
previous VTE history, or prolonged operative times [16]. Sequential compression devices should be
applied preoperatively and continued until full ambulation is achieved.

Early mobilization within 6-8 hours postoperatively significantly reduces the risk of respiratory
complications, VTE, and promotes faster recovery of gastrointestinal function [8]. Respiratory
physiotherapy, including incentive spirometry and deep breathing exercises, should be initiated
immediately to prevent atelectasis and pneumonia, particularly important given the restrictive
respiratory physiology in obese patients [18].
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Anastomotic integrity assessment. Monitoring for anastomotic complications requires
vigilance during the early postoperative period. Clinical signs of anastomotic leak include
tachycardia, fever, abdominal pain, and leucocytosis. The reported incidence of anastomotic leak
varies by procedure: 0.5-3% for sleeve gastrectomy, 1-5% for Roux-en-Y gastric bypass, and 2-7%
for biliopancreatic diversion [3].

Upper gastrointestinal series with water-soluble contrast remains the gold standard for
evaluating anastomotic integrity, typically performed on postoperative day 1-2 before initiating oral
intake [9]. However, the sensitivity of contrast studies for detecting small leaks is limited, with CT
imaging providing superior diagnostic accuracy when clinical suspicion remains high [22].

Nutritional transition. The transition from nil per os to regular diet follows a structured
progression designed to minimize complications while promoting healing. Clear liquids are typically
introduced 24-48 hours postoperatively, followed by full liquids, pureed foods, and finally regular
texture foods over 4-6 weeks [4]. Portion sizes are strictly controlled, beginning with 30-60 mL
servings and gradually increasing to 100-150 mL by three months postoperatively.

Patient education regarding eating behaviors is crucial during this phase. The "20-20-20 rule"
[20 minutes per meal, 20 chews per bite, 20 minutes between eating and drinking] helps prevent
dumping syndrome and promotes satiety recognition [17]. Carbonated beverages, alcohol, and high-
sugar foods should be permanently avoided to prevent complications and optimize weight loss.

Nutritional management and supplementation

Micronutrient deficiencies. Bariatric surgery creates a high risk for micronutrient deficiencies
through multiple mechanisms: reduced gastric acid production, bypassed duodenum and proximal
jejunum, rapid intestinal transit, and decreased intrinsic factor production [5]. The prevalence of
nutritional deficiencies varies by procedure type, with malabsorptive procedures carrying higher risk
than purely restrictive operations.

Vitamin B12 deficiency occurs in 30-70% of patients post-bariatric surgery, necessitating
lifelong supplementation with sublingual, intranasal, or intramuscular formulations [12]. Iron
deficiency anemia affects 20-50% of patients, particularly women of reproductive age, requiring
elemental iron supplementation and monitoring of ferritin, transferrin saturation, and complete blood
count [28].

Calcium and vitamin D deficiencies are nearly universal, with secondary hyperparathyroidism
developing in up to 60% of patients within two years of surgery [10]. The recommended
supplementation includes 1200-1500 mg elemental calcium daily with 3000-5000 IU vitamin D3,
with adjustments based on serum levels and parathyroid hormone measurements.

Protein requirements. Protein malnutrition represents a serious complication that can lead to
hair loss, muscle wasting, poor wound healing, and immune dysfunction. The recommended protein
intake ranges from 60-80 grams daily for restrictive procedures and 80-120 grams daily for
malabsorptive procedures [7]. Protein supplements are often necessary to achieve these targets,
particularly during the rapid weight loss phase.

Monitoring includes serum albumin, prealbumin, and transferrin levels, although these markers
may be influenced by inflammation and hydration status. Body composition analysis using DEXA
scanning provides more accurate assessment of lean body mass preservation [25].

Physical activity and rehabilitation

Exercise prescription. Physical activity plays a crucial role in optimizing weight loss,
preserving lean body mass, and improving cardiovascular health postoperatively. The American
College of Sports Medicine recommends a progressive exercise program beginning with low-
intensity activities and gradually advancing to meet standard physical activity guidelines [6].

The initial phase (weeks 1-6) focuses on walking and basic activities of daily living, with
gradual increases in duration and frequency. Resistance training can be introduced at 6-8 weeks
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postoperatively once tissue healing is complete, emphasizing proper form and progressive overload
principles [11].

Long-term exercise adherence correlates strongly with sustained weight loss and improved
quality of life outcomes. Patients who maintain regular physical activity patterns achieve 10-15%
greater excess weight loss compared to sedentary individuals [13].

Rehabilitation services. Comprehensive rehabilitation may include physical therapy for
musculoskeletal issues, occupational therapy for adaptive equipment and energy conservation
techniques, and respiratory therapy for patients with sleep apnea or restrictive lung disease [26]. These
services are particularly important for patients with significant mobility limitations or multiple
comorbidities.

Psychological support and behavioral modification

Mental health considerations. The postoperative period often presents significant
psychological challenges as patients adapt to rapid physical changes, altered eating patterns, and
evolving social relationships. Depression and anxiety rates may actually increase in the first year
postoperatively before improving, highlighting the need for ongoing mental health support [11].

Binge eating disorder, present in 25-50% of bariatric surgery candidates, requires specialized
treatment to prevent postoperative complications and weight regain [16]. Cognitive-behavioral
therapy, dialectical behavior therapy, and support groups have demonstrated efficacy in addressing
maladaptive eating behaviors.

Behavioral interventions. Structured behavioral interventions focusing on self-monitoring,
goal setting, and problem-solving skills significantly improve long-term outcomes. Regular self-
weighing, food logging, and physical activity tracking help patients maintain awareness and
accountability [27].

Support groups, both in-person and online, provide peer support and practical advice for
navigating common challenges. Participation in support activities correlates with better weight loss
maintenance and improved quality of life scores [19].

Long-term follow-up and monitoring

Surveillance schedule. Lifelong medical follow-up is essential for all bariatric surgery patients,
with recommended visits at 3, 6, and 12 months postoperatively, then annually thereafter [20].
However, many patients are lost to follow-up, with studies reporting attrition rates of 30-60% beyond
two years [23].

Each follow-up visit should include weight assessment, nutritional laboratory studies,
medication review, and screening for late complications. The comprehensive metabolic panel should
include complete blood count, comprehensive metabolic panel, lipid profile, HbAlc, vitamin levels
[B12, folate, 25-OH vitamin D], iron studies, and parathyroid hormone [20].

Late complications. Late complications requiring ongoing surveillance include nutritional
deficiencies, gallstone formation, dumping syndrome, gastroesophageal reflux disease, and small
bowel obstruction. Dumping syndrome affects 20-30% of patients after gastric bypass, requiring
dietary modifications and occasionally pharmacological intervention [24].

Gallstone formation occurs in 30-40% of patients during rapid weight loss, with prophylactic
ursodeoxycholic acid recommended for the first six months postoperatively [33]. Internal hernias
develop in 1-5% of patients after laparoscopic gastric bypass, presenting with intermittent abdominal
pain and requiring high clinical suspicion for diagnosis [33].

Conclusion. Successful bariatric surgery outcomes depend on comprehensive,
multidisciplinary postoperative care extending throughout the patient's lifetime. The integration of
nutritional support, physical rehabilitation, psychological care, and medical surveillance creates the
foundation for sustained weight loss and improved health outcomes. Healthcare providers must
understand the complexity of postoperative management to optimize patient care and prevent
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complications. Future research should focus on improving long-term follow-up adherence and
developing innovative approaches to remote monitoring and support.
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Abstract. Studies show that patients with rheumatic disease usually have the following anxiety-
depressive spectrum disorders: depressive episodes (single and recurrent) of varying severity with
concomitant anxiety; dysthymia (chronic depression of moderate severity), generalized anxiety
disorder, as well as adjustment disorders with anxiety and depressive symptoms.

Keywords: anxiety-depressive disorders, rheumatoid arthritis, psychosomatics, emotional
disorders.

Introduction. Rheumatoid arthritis (RA) is a chronic autoimmune inflammatory disease of
connective tissue, primarily affecting small joints, leading to pronounced physical disability, reduced
quality of life, and social maladjustment. [1,6,7,8,11,12,13,15] In recent decades, increasing attention
has been paid not only to somatic but also to psychiatric manifestations of RA. Among the most
common mental disorders accompanying RA are anxiety-depressive disorders (ADD), which,
according to various authors, are observed in 30—-80% of patients. [1,2,4,14]

This study emphasizes that anxiety and depressive disorders are found in patients with chronic
somatic diseases 4—7 times more often than in the general population. The prevalence of depressive
symptoms in RA ranges from 30% to 65%, while anxiety disorders are noted in 25-70% of cases.

Based on these data, the aim of our study was to assess the frequency and clinical features of
ADD in RA patients and to investigate their impact on the course of the disease. [1,2,9,10,12]
Furthermore, we aimed to determine the relationship between the severity of ADD and clinical
characteristics of RA.

Material and methods of research. The study included 217 patients with a confirmed
diagnosis of rheumatoid arthritis undergoing treatment in a theumatology hospital in Tashkent. The
patients' ages ranged from 25 to 65 years, with a mean age of 48.3+8.7 years. Women comprised 79%
of the sample, and men 21%. Patients were divided into two groups: Group I (n=108): patients with
signs of anxiety-depressive disorders; Group II (n=109): patients without significant ADD symptom:s.

The following methods were used: socio-anamnestic methodology (Z.R. Ibadullaev's 2018
medical psychological questionnaire, patent Ne001031), SF-36 Health Status Survey, Hospital
Anxiety and Depression Scale (HADS), Patient Health Questionnaire-9 (PHQ-9), and statistical
methods including descriptive statistics, Student's t-test, and correlation analysis.

Results and discussion. The socio-anamnestic survey revealed that ADD were more common
among women (78%), unmarried individuals (64%), and unemployed patients (59%).

Table 1.
Research results on the social status of patients with MDD before treatment with
antidepressants
Indicator Group 1 (ADD), % | Group 2 (No ADD), %
Women 78.0 57.0
Not married 64.0 29.0
Unemployed 59.0 24.0
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Socio-anamnestic data showed that MDD was more common among women, individuals living
alone, and the unemployed.

The data obtained from the HADS scale showed that 65% of patients exhibited varying degrees
of anxiety and depressive symptoms. Severe anxiety was identified in 42%, severe depression in 33%,
and a combination of anxiety and depressive symptoms in 25% of patients.

Table 2.
Results of the obtained HADS scale data in patients with major depressive disorder (MDD)
before treatment with antidepressants

HADS Indicator

Group | (ADD), %

Group Il (no ADD), %

Severe anxiety

42.0

8.0

33.0

6.0

Severe depression

According to the PHQ-9 results, 38% of patients showed signs of moderate to severe
depression.
Table 3.
Results of the obtained PHQ-9 questionnaire data in patients with major depressive disorder
(MDD) before treatment with antidepressants

PHQ-9 Indicator
Moderate and severe depression

Group | (ADD), % | Group Il (no ADD), %
38.0 7.0

According to the SF-36 questionnaire data, patients with anxiety-depressive disorders had a low
quality of life, and their physical and social activity scores were significantly reduced (p<0.01).
Table 4.
Baseline SF-36 questionnaire results in patients with major depressive disorder (MDD) prior
to initiation of antidepressant therapy

SF-36 Indicator Group | (ADD), % | Group Il (no ADD), %
Physical Functioning 45.2 61.4
Psychological Well-being 72.0 28.0
Social Functioning 68.0 32.0

The calculations confirmed that the presence of major depressive disorder (MDD) is associated
with a more severe course of rheumatoid arthritis, higher levels of pain, and reduced treatment
adherence.

A comparative analysis conducted at the first stage of the study showed that patients with
anxiety-depressive disorders (Group I) demonstrated significantly higher levels of anxiety and
depression on the HADS and PHQ-9 scales compared to patients without MDD (Group II). These
patients also exhibited reduced psychological and social functioning, as well as lower quality of life
according to the SF-36 scale.

Additionally, in the MDD group, there was a higher prevalence of women, unmarried
individuals, and patients without stable employment. This indicates the significant impact of
psychoemotional and social status on the course of rheumatoid arthritis and emphasizes the need for
an interdisciplinary approach in the treatment of such patients.

Conclusion. Based on the obtained data, it was considered appropriate to incorporate
psychopharmacotherapy into the standard treatment strategy. Accordingly, patients in Group I were
additionally prescribed antidepressants from the SSRI group. The treatment duration was 4 to 6
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weeks. After the SSRI therapy, the patients were reassessed, and the results were compared with the
baseline indicators.

Scientific and statistical evidence demonstrates that: 1. anxiety-depressive disorders represent
a frequent and underappreciated psychopathological component of rheumatoid arthritis. 2. ADD
negatively impacts RA progression by increasing pain sensitivity, reducing treatment adherence, and
worsening disability.3. Early diagnosis and adequate treatment of ADD improve both mental and
physical health outcomes in RA patients.4. An interdisciplinary approach (rheumatologist +
psychiatrist) is recommended to enhance patient quality of life.
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Annotatsiya: Hypertension, or high blood pressure, is one of the most common chronic diseases
in the modern world. This disease has a significant impact on the health of the heart and vascular
system and can lead to many serious complications, including heart attack, stroke, kidney failure, and
eye diseases. Hypertension is often called the “silent disease” because most patients do not know
they have it for a long time, as there are no obvious symptoms in the early stages. Therefore, it is very
important to identify and manage the risk factors for hypertension.

Keywords: hypertension, genetic factors, heart attack, blood vessels, malnutrition, patients,
treatment.

Relevance: hypertension risk factors can be classified into two large groups: invariable and
modifiable factors. Among the invariable factors is primarily genetic predisposition. If there are
people with hypertension in the family, the likelihood of developing this disease increases
significantly. Genetic factors affect the structure and function of blood vessels, which leads to a higher
blood pressure than normal. At the same time, age also plays an important role in the development of
hypertension. With age, the elasticity of blood vessels decreases, their walls thicken, and this
increases blood pressure. In men, the risk of hypertension is higher than in women, and especially in
middle-aged men, this figure is higher. In addition, race and nationality are also important factors that
determine the risk of hypertension. For example, black people are more likely to have hypertension,
and their course of illness may be more severe. The second group of risk factors are factors that can
be modified and are related to a person's lifestyle and habits. Improper nutrition is one of the main
reasons for the development of hypertension. An excess of salt intake increases blood pressure, as the
substance sodium retains fluid in the body, which increases blood volume. Also, heavy consumption
of fatty, fried, sugar, and fast-food causes damage to the cardiovascular system. However, insufficient
consumption of vegetables and fruits, low fiber content are also harmful to health. Lack of physical
activity also increases the risk of hypertension. A sedentary lifestyle slows down blood circulation,
leads to the development of excess weight and obesity, which increases blood pressure and makes
heart function difficult. Obesity, especially the accumulation of fat in the abdomen, is one of the most
important factors in the development of hypertension. An excess of belly fat causes hormonal changes
in the body, which increases blood pressure and worsens the work of the cardiovascular system.
Therefore, weight control, healthy eating, and regular physical activity are important in reducing the
risk of hypertension. Smoking tobacco is another risk factor that narrows blood vessels, injures them
and increases blood pressure. Smoking increases not only the risk of hypertension, but also heart
disease and lung disease. Also, excessive consumption of alcohol increases blood pressure and
worsens the condition of the cardiovascular system. Stress and psychological pressure also negatively
affect the development of hypertension. Prolonged stress conditions cause hormonal changes in the
body, which increases blood pressure. The rapid pace of modern life, pressure at work, family
problems increase stress and increase the risk of hypertension. Therefore, stress management, rest
and maintaining psychological stability are important in preventing hypertension. In addition, there
are other diseases that increase the risk of hypertension. For example, conditions such as diabetes,
kidney disease, high cholesterol levels, and sleep apnea increase blood pressure and damage the
cardiovascular system. [1]

Insufficient sleep, especially sleep apnea, plays an important role in the development of
hypertension. Sleep apnea is a short pause in breathing during sleep, which increases blood pressure
and makes heart function difficult. Therefore, improving sleep quality and treating sleep apnea are
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important in reducing the risk of hypertension. Knowledge and control of Risk Factors in
hypertension plays a key role in the prevention and treatment of the disease. By controlling the factors
that can be changed, blood pressure can be maintained in moderation. To do this, it is necessary to
adopt a healthy lifestyle, eat right, regularly exercise, give up harmful habits and reduce stress. Also,
through regular medical examinations and blood pressure measurements, the possibility of identifying
and treating the early stages of the disease increases. Since hypertension often goes without
symptoms, it is very important to check your blood pressure regularly, especially for individuals who
are part of a high-risk group. Compliance with the doctor's recommendations, timely medication
intake and lifestyle changes reduce the complications of hypertension and improve the quality of
life.[2]

Purpose of the study: Risk Factors in hypertension are made up of many factors that influence
the patient's increased blood pressure and the development of the disease. Within these risk factors,
genetic predisposition, that is, the presence of people with hypertension in the family, is important.
Also, with an increase in age, the risk of hypertension increases, since with age, the elasticity of blood
vessels decreases, and their walls thicken. Lifestyle factors also play a big role; for example, poor
diet, especially high salt intake, and eating too much fatty and high-calorie foods increase blood
pressure. Lack of physical activity, leading a sedentary lifestyle for a long time also leads to the
development of hypertension. Also, being overweight or obese is an important risk factor that
increases blood pressure. Stress and mental exertion can also cause high blood pressure, as they
increase the work of the heart by changing the level of hormones in the body. [3]

Smoking and alcohol abuse also increase the risk of hypertension, as they worsen the condition
of blood vessels and disrupt heart function. Some diseases, such as kidney disease, diabetes mellitus,
and hormone problems, can also trigger the development of secondary hypertension. The purpose of
the study is to identify risk factors in hypertension and study their impact on disease progression.
Through this goal, preventive measures are developed that are necessary for the Prevention of the
disease, its early detection and effective treatment. The study also helps to better understand the
factors associated with hypertension, promoting a healthy lifestyle and improving the quality of life
of patients. Based on the results of the study, recommendations will be developed for doctors and
health professionals, which will be important in managing the disease and reducing its
complications.[4]

Materials and methods: Various materials and methods are used to study Risk Factors in
Hypertension. Materials used in the study will include patient medical cards, questionnaires, clinical
examination results, and laboratory analysis. Medical cards collect data on patients ' blood pressure
indicators, family Anamnesis, lifestyle, and other health conditions. Questionnaires are used to collect
data on patients ' eating habits, levels of physical activity, stress levels, and lifestyles such as smoking
and alcohol consumption. Clinical trials include blood pressure measurement, cardiac and vascular
system evaluation, and body weight determination. Through laboratory analysis, blood composition,
sugar levels, fat levels and other biochemical indicators are determined, which play an important role
in assessing the risk of hypertension. As research methods, the observation method is widely used, in
which the lifestyle and health status of patients are regularly studied over a certain period of time.
Experimental methods can also be used, for example, treatment or preventive measures aimed at
reducing the risk factors of hypertension are tested. The data collected using statistical analysis
methods are analyzed, the impact of risk factors on the development of hypertension is assessed, and
their correlation is determined. Then, based on the results, recommendations are developed for
identifying and managing risk factors in hypertension. In addition, the study may also use an interview
method, by interviewing patients and their families to gain more in-depth information about their
lifestyle, stress levels, and other important factors. Also, with the help of the method of literature
analysis, previous studies and scientific articles are studied, existing knowledge about the risk factors
of hypertension is summarized and the basis for a new study is laid. In general, a comprehensive and
systematic approach is used in the study of Risk Factors in hypertension, which makes it possible to
collect the information necessary for the prevention and effective treatment of the disease. The
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materials and methods used in the study are selected taking into account the individual characteristics
of patients and serve to achieve practical results aimed at improving their quality of life.[5]

Results and discussion: Hypertension, i.e. high blood pressure, is one of the common health
problems in the modern world. It is considered one of the most common diseases of the cardiovascular
system and can lead to many serious complications. Hypertension often occurs for a long time without
any symptoms, so it is very important to detect and prevent it in time. This disease increases the risk
of heart attacks, strokes, kidney failure, and other serious problems. Therefore, lifestyle changes and
the formation of healthy habits are necessary to prevent hypertension. A healthy diet is one of the
most important factors in preventing hypertension. Reducing salt intake is of particular importance,
as excess salt leads to narrowing of blood vessels that compress the blood and increases blood
pressure. It is recommended to maintain daily salt intake in moderation, that is, not to exceed five
grams. Salt can be replaced with spices and natural herbs. More fruits, vegetables, whole grain
products and low-fat dairy products should be included in the diet. The vitamins, minerals and fiber
they contain help strengthen blood vessels. Minerals such as calcium, magnesium and potassium in
particular play an important role in lowering blood pressure. Fiber foods, such as beans, chickpeas,
nuts, and cereals, are useful in stabilizing blood pressure. It is necessary to limit yourself to fatty and
fried foods, as well as products with a high sugar content, as they can cause excess weight and
increased blood pressure. Choosing healthy fats, such as fish oil, olive oil, and avocado, can help
maintain vascular health. Physical activity is also important in preventing hypertension. It is
recommended to do moderate intensity exercise for at least three hundred minutes a week. Activities
such as walking, running, swimming, or cycling strengthen the heart, improve blood circulation, and
stabilize blood pressure. Leading an active lifestyle, not sitting in one place for a long time is also
good for health. Physical activity not only helps control blood pressure, but also plays an important
role in reducing excess weight. Regular exercise is also effective in reducing stress, which further
reduces the risk of hypertension.[6]

Excess weight is the main cause of the development of hypertension. Fats that accumulate
especially in the abdomen increase blood pressure and increase the risk of cardiovascular disease. To
maintain a healthy weight level, it is necessary to maintain a diet and physical activity in balance. By
controlling weight, blood pressure is stable and the heart is healthy. Among overweight people, the
risk of hypertension is significantly higher, so it is very important to reduce weight and keep it in
moderation. Tobacco and alcohol increase the risk of hypertension. Smoking narrows blood vessels,
makes blood circulation difficult and raises blood pressure. For this reason, it is necessary to stop or
at least reduce smoking. Alcohol, on the other hand, is recommended to be consumed in moderation
or given up altogether. Excessive consumption of alcohol increases blood pressure and leads to heart
disease. Abstinence from smoking and alcohol not only reduces the risk of hypertension, but also
improves overall health.

Stress also plays an important role in the development of hypertension. The constant state of
stress in life increases blood pressure and disrupts heart function. Various methods can be used to
manage stress. Meditation, breathing exercises, yoga, and other relaxation techniques can help reduce
stress. Adequate sleep and Rest also reduce stress. If psychological problems are severe, it is
important to consult a specialist. By managing stress, it is possible to normalize blood pressure and
maintain heart health. Regular medical examinations are important in the prevention and control of
hypertension. It is necessary to regularly measure blood pressure and follow the doctor's
recommendations. If your blood pressure rises, it is essential to take medication and change your
lifestyle in time. Also, controlling other diseases, such as diabetes, high cholesterol, or kidney disease,
also reduces the risk of hypertension. Through medical examinations, it is possible to identify the
early stages of the disease and treat it in time. Increasing water intake can also help stabilize blood
pressure. Proper watering of the body improves blood circulation and normalizes blood pressure.
Drinking enough water during the day has a positive effect on the general health of the body. It is also
recommended to eat more foods rich in potassium. Potassium plays an important role in lowering
blood pressure, as it reduces the action of sodium (salt) and dilates blood vessels. Bananas, oranges,
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potatoes, spinach and other greens are sources of potassium. Sleep quality is also an important factor
associated with hypertension. Adequate and high-quality sleep promotes heart health, reduces stress,
and stabilizes blood pressure. Getting enough sleep every night is essential to maintain healthy blood
pressure.|[7]

To prevent hypertension, it is necessary to bring all of the above measures to life. It helps not
only to control blood pressure, but also to keep the cardiovascular system healthy. Through a healthy
lifestyle, proper nutrition, regular physical activity, stress management and medical examinations, the
risk of hypertension can be significantly reduced. At the same time, it is important that each person
pays attention to his health, gradually bringing changes to life. To prevent hypertension, it is necessary
not only to take medication, but also to restore health to the whole lifestyle. This is the most effective
path to health care. In addition, participating in social activities, spending time with loved ones and
maintaining positive relationships also improve mental state and reduce stress. This in turn helps to
reduce the risk of hypertension. Appreciating the little joys and successes in life, self-stimulation also
strengthens mental health. To prevent hypertension, it is necessary that each person takes their health
seriously, adopt a healthy lifestyle and constantly monitor their own health. This process requires
patience and continuous work, but the result is long-term and effective. A healthy lifestyle serves to
prevent not only hypertension, but also many other diseases. Therefore, everyone should take the
necessary measures to strengthen their health.[§]

Conclusions: In conclusion, risk factors in hypertension are many, and they are of different
natures. While there are no changes to the immutable factors, knowing them encourages the individual
to be more cautious. The most important thing is to control and manage the factors that can be
changed. By eating a healthy diet, regular physical activity, reducing stress, avoiding tobacco and
alcohol, the risk of hypertension can be significantly reduced. At the same time, regular medical
examinations and following the doctor's recommendations are important in maintaining the health of
the cardiovascular system. It is possible to live a healthy and active life by fully realizing the risk
factors of hypertension and taking effective measures against them. This serves to improve not only
the individual's own health, but the health of the community as a whole.
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Abstract. The article discusses another contributing factor to emotional burnout syndrome-
cognitive, behavioral, and emotional states. It also lists several factors influencing professional
burnout observed in 120 family doctors, indicating their severity levels and the potential symptoms
they may cause. The study outlines the participants' age, gender, and work experience, as well as the
stages of stress, depersonalization, and burnout.

Keywords: emotional burnout, depersonalization, stages of stress.

Introduction. Emotional burnout is a professional syndrome characterized by emotional
exhaustion, depersonalization, and a reduced sense of personal accomplishment. Among medical
professionals, family doctors exhibit the highest rates of burnout worldwide. According to a
systematic review, the proportion of physicians experiencing high levels of emotional exhaustion
ranges from 25% to 60%, depending on the country and the assessment tool used [8,10]. The most
commonly used questionnaire is the Maslach-Strauss-Maslach Burnout Inventory (MBI-HSS MP),
which includes 22 questions and evaluates three subscales: emotional exhaustion, depersonalization,
and personal achievement [1]. Burnout among family doctors is associated with a decline in the
quality of medical care, an increase in errors, and higher staff turnover, posing a serious problem both
for the specialists themselves and for the healthcare system as a whole [2].

Our study aimed to assess the prevalence and severity of emotional exhaustion among family
doctors in Tashkent region and to identify the main demographic and occupational factors associated
with high levels of burnout.

Material and methods of research. Study Design and Organization: The study was conducted
among primary healthcare family doctors in the Tashkent region. Of the 150 invited physicians with
at least one year of experience, 120 participated in the study, yielding a response rate of 80%. The
Russian version of the MBI-HSS MP, consisting of 22 statements rated on a frequency scale from 0
(“never”) to 6 (“every day”), was used. The cutoff scores were as follows: emotional exhaustion >
27, depersonalization > 10, and personal accomplishment <33 [11].

To achieve the stated goals and objectives, the method adapted by M.S. Zamipshyaeva et al., as
well as the version of the test developed by C. Maslach and N.V. Vodopyanova (2001) for medical
workers, were used [12]. Additionally, the “Emotional Burnout” questionnaire by V.V. Boyko (1996)
and a specially developed scale were applied. All study participants were diagnosed under the F-40
category of the ICD-10, which includes stress-related, somatoform, and neurotic disorders.

Exclusion Criteria: Endogenous mental disorders, substance dependence, and decompensated
organic and somatic diseases.

Data Collection: Information was collected on participants’ age, gender, work experience,
average weekly working hours, and responses to the MBI subscales.

Statistical Analysis: Data were processed using SPSS v.25.0. Means, standard deviations, and
frequencies were calculated for descriptive statistics. The y? test and t-tests were used to identify
associations between the presence of high burnout (according to the emotional exhaustion subscale)
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and factors such as gender, age, work experience, and workload. Multivariate logistic regression
analysis was used to determine independent predictors of high emotional exhaustion.

Results and discussion. Of the 120 respondents in the study, 68 (56.7%) were women and 52
(43.3%) were men. The average age was 42.3 + 8.1 years, with an average work experience of 17.6
+ 7.4 years, and an average workload of 52 + 10 hours per week. The participants included physicians
with work experience ranging from 1 month to 29 years and aged between 27 and 59 years. The
majority of participants were general practitioners. There was no statistically significant difference in
age between male and female participants. Several researchers believe that emotional burnout
syndrome is more pronounced in individuals with more than 15 years of work experience [1].

Prevalence of Stress:

A high level of emotional exhaustion was observed in 54 participants (45.0%), characterized
by physical symptoms such as constant fatigue and unexplained weakness. Disturbed sleep patterns
and daytime drowsiness were common. Participants also reported a sense of heaviness, headaches,
muscle tension, and dyspeptic symptoms.

Cognitive symptoms included difficulties concentrating, memory decline, trouble making
decisions, and thought blocking. Participants also experienced increasing difficulties in understanding
and interacting with others.

Behavioral changes were also evident, including wasting time, indifference to the idea of
resigning from work, withdrawal from social activities and engagement, and the emergence of
harmful habits.

Depersonalization was present in 38 participants (31.7%), with an average score for emotional
burnout syndrome of 9.6 + 4.8. Signs included a sense of detachment toward patients—Vviewing them
not as individuals but as “tasks” or “problems”—as well as a decline in empathy: a diminished ability
to perceive patients’ needs and emotions appropriately. Emotional distancing from others during
meetings or conversations was also observed.

Table 1.
Key Indicators of Emotional Burnout Among Family Doctors (n = 120)

Indicator Value
Gender (n = 120)
Number of women, n (%) 68 (56.7%)
Number of men, n (%) 54 (43.3%)
Average age, years (SD) 423 +8.1
Work experience, years (SD) 17.6 + 7.4
Workload, hours/week (SD) 52+ 10
High emotional exhaustion, n (%) 54 (45.0%)
Average depersonalization score (SD) 9.6+4.38

Depersonalization (moderate/high), n (%) 38 (31.7%)
Average personal accomplishment score (SD) | 32.1 +7.2

Low personal accomplishment, n (%) 48 (40.0%)

OR: High emotional exhaustion

(workload > 50 hours/week) 2.1 (95% Cl11.1-4.2; p=0.03)
(age < 40 years) 1.9 (95% CI1 1.0-3.6; p = 0.048)

In the state of cognitive dissociation, the following patterns were observed: perceiving patients
or clients as objects, focusing solely on their external behaviors rather than their internal emotional
states; a loss of emotional responsiveness, where individuals behaved as if they were not personally
engaged in ongoing conversations or therapeutic interventions; and a sensation of “watching life from
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the sidelines,” manifested by assuming the role of an observer rather than an active participant in
surrounding events.

Behavioral changes included an unwillingness to communicate outside of work, reduced sense
of humor and sincerity, loss of heartfelt conversations, and a tendency toward formal, emotionally
detached interactions. Indifference toward external events and brief, monotonous responses to
questions were also observed (see Table 1).

Among 48 respondents (40.0%), a low level of personal accomplishment was reported. The
average score on the personal achievement subscale was 32.1 = 7.2. Emotional symptoms included
feelings of ineffectiveness, dissatisfaction with one's results, persistent discontent, and inability to
recognize personal achievements. Cognitive and behavioral manifestations were expressed through
undervaluing one’s own abilities and qualifications, fear of complex tasks, procrastination in
completing them, lack of psychological resources for problem-solving and innovation, avoidance of
expressing pride, and limitation of self-worth. There was also a failure to reconsider life and
professional goals, along with the inability or refusal to recognize and acknowledge past
accomplishments.

When analyzing work hours as one of the contributing factors to emotional burnout, it was
found that physicians with a workload of more than 50 hours per week showed a higher level of
emotional exhaustion (55% compared to 33%, p = 0.02). Physicians under the age of 40 were more
likely to exhibit signs of burnout according to the Emotional Exhaustion Scale (52% compared to
39%, p = 0.048). The incidence of emotional burnout syndrome was observed to be similar among
men and women.

However, gender-specific correlation analysis revealed significant differences: women more
frequently experienced the stage of '"resistance" with all its symptoms, especially due to
"psychologically traumatic experiences," whereas in men, the symptoms were more characteristic of
the initial “formation” stage of burnout. These included signs of "emotional deficiency,"
"psychosomatic and psycho-vegetative disorders," and "personal detachment or depersonalization."

In multivariate analysis, independent predictors of high emotional exhaustion were identified
as working more than 50 hours per week (OR = 2.1; 95% CI 1.1-4.2; p = 0.03) and being under the
age of 40 (OR =1.9; 95% CI 1.0-3.6; p = 0.048).

As a result of assessing the influencing factors among the respondents in the study, individual
personality traits were evaluated, and variability was observed across different professions. Among
medical workers, professional growth typically follows a “horizontal” trajectory. An increase in
workload, the monotony of tasks, and the rising demands of the profession were associated with a
decline in interest toward the job, reduced motivation for professional development, and noticeable
changes in personal characteristics (p < 0.05). These changes were also found to be linked to a
decrease in participation in social and organizational activities.

A tendency toward anxiety and heightened affective states indicated the presence of neurotic
disorders and a predisposition to fatigue throughout life. An increase in anxiety was associated with
rapid fatigue, weakness, irritability, and a rise in psycho-vegetative disorders (p < 0.05). Anticipatory
anxiety also contributed to difficulties in patient communication and the emergence of conflicts
among colleagues. The interconnectedness of anxiety-related disorders was found to negatively
influence personal ambition, self-esteem, professional motivation, and perseverance.

As a result of assessing the influencing factors among the respondents in the study, individual
personality traits were evaluated, and variability was observed across different professions. Among
medical workers, professional growth typically follows a “horizontal” trajectory. An increase in
workload, the monotony of tasks, and the rising demands of the profession were associated with a
decline in interest toward the job, reduced motivation for professional development, and noticeable
changes in personal characteristics (p < 0.05). These changes were also found to be linked to a
decrease in participation in social and organizational activities.
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A tendency toward anxiety and heightened affective states indicated the presence of neurotic
disorders and a predisposition to fatigue throughout life. An increase in anxiety was associated with
rapid fatigue, weakness, irritability, and a rise in psycho-vegetative disorders (p < 0.05). Anticipatory
anxiety also contributed to difficulties in patient communication and the emergence of conflicts
among colleagues. The interconnectedness of anxiety-related disorders was found to negatively
influence personal ambition, self-esteem, professional motivation, and perseverance.

Conclusion. The observed level of emotional exhaustion (45%) is comparable to the findings
of Shanafelt et al., where emotional exhaustion among family doctors in the United States was
reported to be 54% [3]. In a national study published by JAMA Network Open, over 10,000
physicians reported similar figures [5]. Working more than 50 hours per week is a significant
modifiable risk factor, as workload has been shown to be associated with the severity of burnout [9].
A lower level of depersonalization among professionals with more than 20 years of experience, as
reported by Buck, Van den Heuvel, and colleagues, suggests a protective effect of clinical experience
[4,7].

Effective interventions should include both organizational measures (e.g., reducing
administrative burden, introducing team-based care models) and individual approaches (e.g.,
mindfulness training, resilience-building programs) [6]. It is advisable to implement multidisciplinary
teams and develop psychological support programs for healthcare staff.

Among family doctors in the Tashkent region, emotional, cognitive, and behavioral changes
associated with emotional burnout syndrome were observed in nearly half of the respondents. The
primary predictive factors were found to be high workload and age over 40.
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Abstract. This study presents a comparative analysis of long-term hemodynamic outcomes and
survival rates in patients with rheumatic mitral stenosis (MS) who underwent balloon mitral
valvuloplasty (BMV) using the Inoue technique, considering the presence of atrial fibrillation (AF)
and sinus rhythm (SR). A total of 358 patients were included and divided into AF (n=115) and SR
(n=243) groups. Comprehensive assessments of clinical characteristics, echocardiographic
parameters, and the incidence of adverse cardiovascular events as well as survival using the Kaplan—
Meier method were performed. The results demonstrated that BMYV effectively improved
hemodynamic parameters in both groups, significantly increasing mitral valve area and reducing the
transmitral gradient. However, patients with AF were older, exhibited more pronounced left atrial
dilation, and had reduced left ventricular systolic function. Clinical outcomes in this group were less
favorable, with higher mortality rates (19.1% vs. 0% in the SR group), increased hospitalizations,
and complications. Event-free survival remained stable in the SR group throughout the follow-up
period, whereas a significant decline was observed in the AF group. These findings emphasize the
importance of early BMV intervention in patients with sinus rhythm to prevent the development of
atrial fibrillation and improve prognosis. Patients with AF require prolonged follow-up and a
comprehensive therapeutic approach to reduce the risk of adverse outcomes. The results are critical
for optimizing the management strategy of rheumatic mitral stenosis, taking into account the
arrhythmic status of the patient.

Keywords: mitral stenosis, balloon mitral valvuloplasty, atrial fibrillation, sinus rhythm,
survival, hemodynamics.

Introduction. Atrial fibrillation (AF) is a common complication in patients with mitral stenosis
(MS). Progressive elevation of pressure in the left atrium leads to structural and electrophysiological
remodeling, significantly increasing the risk of AF, particularly in older individuals. This arrhythmia
negatively impacts cardiac performance, reduces exercise tolerance, and markedly raises the risk of
thromboembolic events [6]. AF substantially worsens the prognosis of the disease and often persists
despite surgical or endovascular intervention. Rhythm or rate control is a critical aspect of managing
such patients, considering the hemodynamic changes and impaired myocardial contractility.

In the presence of AF associated with MS, warfarin therapy is recommended regardless of the
CHA:DS:-VASc score, while the efficacy and safety of novel oral anticoagulants (NOACS) in this
population remain subjects of ongoing investigation [1]. Balloon mitral valvuloplasty (BMV) is the
treatment of choice for patients with critical mitral stenosis; however, its role in preventing AF and
maintaining sinus rhythm remains a topic of further research (Fig. 1) [6]. AF is diagnosed in
approximately one-third of patients with MS and significantly deteriorates clinical outcomes [3].
Prevention and appropriate management of AF are essential components in developing a treatment
strategy, including the selection of pharmacological therapy and the choice between surgical or
endovascular approaches.
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Fig. 1. Main stages of balloon mitral valvuloplasty on fluoroscopic imaging (top row) and
schematic illustration (bottom row).

The diagnosis of MS is often initially suspected during physical examination, where findings
may include a loud first heart sound, an opening snap of the mitral valve, and a diastolic murmur
during ventricular diastole. However, the primary diagnostic modality remains echocardiography
(EchoCGQG). The normal mitral valve area (MVA) ranges from 4 to 6 cm?. The severity of stenosis is
classified based on MVA as follows: mild (MVA > 2.0 cm?), moderate (MVA 1.0-2.0 cm?), and severe
or critical (MVA < 1.0 cm?). A clinically significant stenosis is typically defined as MVA < 1.5 cm?.

According to literature data, patients with atrial fibrillation (AF) have significantly worse
survival outcomes compared to those in sinus rhythm (SR). The 10-year and 20-year survival rates
among patients with AF were 25% and 0%, respectively, whereas patients with SR had survival rates
of 47% and 30%, respectively. Mortality rates are associated with advanced age and the presence of
heart failure. However, the independent contribution of AF and other comorbid conditions to
increased mortality remains unclear [5].

Objective of the study. To perform a comparative analysis of long-term hemodynamic
outcomes and survival following Inoue balloon mitral valvuloplasty in patients with atrial fibrillation
and sinus rhythm.

Materials and methods. The study included 358 patients who underwent BMV using the Inoue
technique between 2014 and 2024 at the Department of Interventional Cardiology, Arrhythmology,
and Endovascular Surgery of the Republican Specialized Scientific and Practical Medical Center of
Surgery named after Academician V. Vakhidov. All patients had MS of exclusively rheumatic
etiology. Indications for interventional treatment of mitral stenosis were determined in accordance
with the AHA/ACC Guidelines for the Management of Valvular Heart Disease, based on the relevant
version at the time of intervention, with the most recent revision dated 2020. The inclusion criteria
were as follows: Rheumatic mitral stenosis; Mitral valve area (MVA) < 1.5 cm?; Absence of mitral
regurgitation greater than grade [; Absence of significant mitral valve calcification;
Echocardiographic Wilkins score < 8; Age > 18 years; Patient's willingness and ability to comply with
the study protocol, including adherence to standard medical therapy.

Patients who did not meet the eligibility criteria for endovascular intervention were excluded
from the study. The exclusion criteria included mitral stenosis of non-rheumatic etiology; mitral
regurgitation of grade II or higher; significant structural abnormalities of the mitral valve, including
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severe calcification or a Wilkins score greater than 8; thrombus in the left atrial appendage; deep vein
thrombosis of the lower extremities preventing safe catheter access; a history of surgical correction
of an atrial septal defect or the presence of an atrial septal occluder; major congenital cardiac
anomalies that would hinder the feasibility of the intervention; and high-grade or unstable angina
pectoris.

The primary endpoints for outcome comparison after balloon mitral valvuloplasty included the
cumulative incidence of major adverse cardiovascular events (MACEs), such as all-cause mortality,
hospitalization due to heart failure, repeat balloon mitral valvuloplasty, mitral valve replacement, and
ischemic stroke.

Patients meeting the inclusion criteria were divided into two groups based on baseline cardiac
rhythm: those with sinus rhythm (MS-SR, n =243) and those with atrial fibrillation (MS-AF, n=115)
(Table 1).

Table 1.
Clinical characteristics of patients according to baseline heart rhythm
SR AF
Ne Parameter (n=243) (n=115) p-value
abc % abc %
1. | Age
11-20 3 1,2 0 0,0 >(),05
21-30 59 24,3 4 3,5 <0,05
31-40 74 30,5 13 11,3 <0,05
41-50 51 21,0 37 32,2 <0,05
51-60 36 14,8 32 27,8 <0,05
61-70 19 7,8 22 19,1 <0,05
>71 1 0,4 7 6,1 <0,05
2 | Sex
Female 213 87,7 92 80,0 >(,05
Male 30 12,3 23 20,0 >0,05
3 | MVA (cm?) (M£m) 0,97+0,02 1,03+0,02 >0,05
4 | Hypertension 27 11,1 39 33,9 <0,05
5 | Diabetes mellitus 4 1,6 9 7,8 <0,05
6 | Stroke 6 2,5 7 6,1 >0,05
7 | CAD >0,05
FC1 2 0,8 3 2,6 >0,05
FCI1 11 4,5 6 5,2 >0,05
8 | CHF >0,05
FCII 187 77,0 82 71,3 >0,05
FC III 52 21,4 32 27,8 >0,05
FC1V 4 1,6 1 0,9 >0,05
9 |CKD 7 2,9 3 2,6 >0,05
Pregnancy 38 15,6 1 0,9 <0,05
10 | OMC 4 1,6 1 0,9 >0,05
11 | CMC 18 7,4 27 23,5 <0,05
12 | BMV 5 2,1 11 9,6 <0,05

Abbreviations: AF — atrial fibrillation, BMV — balloon mitral valvuloplasty; CAD — coronary
artery disease; CKD — chronic kidney disease; CMC — closed mitral commissurotomy, CHF — chronic
heart failure; OMC — open mitral commissurotomy; MVA — mitral valve area; NYHA — New York
Heart Association functional class,; SR — sinus rhythm.
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The group of patients with AF was characterized by a statistically significantly older age profile
(p <0.05). The proportion of patients over the age of 50 in the AF group was 71.0%, including 19.1%
aged 61-70 and 6.1% older than 71 years. In contrast, the sinus rhythm (SR) group predominantly
included younger individuals: 55.8% were under 40 years of age (24.3% aged 21-30 and 30.5% aged
31-40), while only 23.0% were over 50 years old (p < 0.05). These findings are consistent with the
well-established understanding that AF more frequently develops in elderly patients with long-
standing disease and advanced structural remodeling of the left atrium.

Females predominated in both groups, which is typical for rheumatic mitral stenosis. In the SR
group, women accounted for 87.7%, and in the AF group - 80.0% (p > 0.05). Males were more
frequent in the AF group (20.0%) than in the SR group (12.3%) (p > 0.05). Despite the overall female
predominance, the relatively higher proportion of males in the AF group may reflect more severe
clinical course and greater predisposition to arrhythmias in the male population.

There were no statistically significant differences in baseline mitral valve area between the
groups (SR: 0.9740.02 cm?; AF: 1.03+0.02 cm?; p > 0.05), indicating comparable severity of mitral
stenosis at the time of enrollment and confirming that AF is not necessarily associated with a more
advanced stage of valvular obstruction.

The prevalence of arterial hypertension was three times higher in the AF group than in the SR
group (33.9% vs. 11.1%; p < 0.05), confirming its role as a significant risk factor contributing to
arrhythmogenesis and worsening heart failure. A similar trend was observed for diabetes mellitus
(7.8% in the AF group vs. 1.6% in the SR group; p < 0.05) and prior cerebrovascular accidents (6.1%
vs. 2.5%; p > 0.05), suggesting a more severe comorbid status and elevated vascular risk in the AF
group.

The prevalence of ischemic heart disease (IHD) was low in both groups, with no significant
difference in functional class (FC I-II; p > 0.05), highlighting the dominance of rheumatic pathology
and the relatively rare overlap with coronary artery disease in this cohort.

The proportion of patients with chronic heart failure (CHF) of NYHA class III was higher in
the AF group (27.8%) than in the SR group (21.4%) (p > 0.05), reflecting more pronounced contractile
dysfunction and hemodynamic impairment associated with rhythm disturbance and chronic
myocardial overload.

The prevalence of chronic kidney disease (CKD) was low and comparable in both groups (2.9%
in SR and 2.6% in AF; p > 0.05), and thus unlikely to impact outcomes.

Pregnancy was significantly more common in the SR group (15.6% vs. 0.9%; p < 0.05), which
is attributable to the younger age and better hemodynamic profile in these patients.

The frequency of previous surgical procedures - closed mitral commissurotomy (CMC) and
balloon mitral valvuloplasty (BMV) - was significantly higher in the AF group (23.5% and 9.6%,
respectively) compared to the SR group (7.4% and 2.1%; p < 0.05), which may indicate more severe
clinical presentations and a greater need for repeated interventions in patients with AF.

Statistical Analysis Methods. Statistical analysis of the obtained data was performed using
both parametric and non-parametric methods. Primary data were systematized using Microsoft Office
Excel 2019 (Microsoft, USA) and Statistica 7 for Windows (StatSoft Inc., USA). For the description
of quantitative variables, the data were grouped into variation series, followed by calculation of
arithmetic means (M), standard deviations (SD), medians (Me), and interquartile ranges (IQR). For
the comparison of categorical variables, statistical methods such as Pearson’s chi-square test of
maximum likelihood with contingency tables, Yates’ corrected chi-square test, paired and unpaired
Student’s t-tests, and Shaffer's method for multiple comparisons were applied. After constructing life
tables, descriptive statistics, and Kaplan—Meier cumulative survival estimates, group comparisons of
survival functions were carried out using the Gehan—Wilcoxon test.
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Results and discussion

Analysis of Hemodynamic Parameter Dynamics Before and After BMYV. The mean follow-
up period was 56.6 +£2.1 months (range: 2 to 115 months). As shown in Table 2, both groups
demonstrated a significant increase in mitral orifice area (MOA) following BMV. In the SR group,
MOA increased from 0.97 +0.02 cm? to 1.93+0.03 cm? (p <0.001), while in the atrial fibrillation
(AF) group, it rose from 1.02+0.02cm? to 1.98+0.03 cm? (p <0.001). These results indicate
successful correction of mitral stenosis and comparable procedural effectiveness across groups.

The mean TMG in the SR group decreased from 14.6+0.21 mmHg to 3.94 +£0.22 mmHg
(p<0.001), and in the AF group from 17.07 £ 0.3 mmHg to 4.53+0.31 mmHg (p <0.001). Peak
TMG values were higher in the AF group (24.82+0.42 mmHg) than in the SR group
(22.87+ 0.3 mmHg), suggesting a greater degree of obstructive flow resistance in AF patients.

Left atrial (LA) pressure significantly decreased in both groups: from 34.74 +0.56 mmHg to
12.46 + 0.37 mmHg in the SR group (p <0.001) and from 32.33 £0.78 mmHg to 11.82 + 0.58 mmHg
in the AF group (p <0.001), reflecting a marked reduction in LA afterload post-procedure.

Pulmonary hypertension was also substantially reduced: from 51.46+0.7 to
20.65 +0.43 mmHg in the SR group (p <0.001), and from 51.67 + 1.03 to 20.65 + 0.53 mmHg in the
AF group (p <0.001), confirming the efficacy of BMV in lowering pulmonary artery pressures.

In the SR group, LA diameter decreased significantly from 4.86 +0.05 cm to 3.80+0.07 cm
(p <0.001), indicating reduced atrial volume and pressure following the intervention. Conversely, in
the AF group, the initial LA diameter was significantly larger (5.56+0.1 cm) and showed only
minimal reduction to 5.85+0.16 cm at final follow-up (p <0.001), suggesting advanced structural
remodeling that is less responsive to hemodynamic unloading.

Patients in the SR group maintained a consistently high left ventricular ejection fraction
(LVEF), which remained stable over time (62.76 + 0.41% at baseline to 60.91 + 0.6% at final follow-
up; p<0.01), reflecting preserved systolic function.

In contrast, patients with AF had a lower baseline LVEF that progressively declined over the
follow-up period (from 58.71 +0.69% to 52.36 + 0.96%; p <0.001), indicating worsening myocardial
contractility, likely due to persistent thythm irregularity and chronic volume overload.

End-diastolic volume (EDV) in the SR group increased from 47.26+0.38mL to
71.39+£0.29mL (p<0.001), and end-systolic volume (ESV) from 17.55+0.23 mL to
27.86£0.42mL (p<0.001), representing physiological remodeling after stenosis relief with
preserved contractile function.

In the AF group, volumetric increases were more pronounced: EDV rose from 47.39+ 0.57 mL
t0 75.02+0.42 mL (p <0.001), and ESV from 19.64 £0.41 mL to 35.73 £0.71 mL (p <0.001). These
changes, accompanied by decreased LVEF, suggest progressive deterioration in systolic performance
in the AF group.

Comparative Dynamics of Echocardiographic Parameters in Patients with Sinus Rhyt:;b;ilfl.
Atrial Fibrillation
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NS — non sighnificant (p > 0.05), *p < 0.05, **p < 0.01, *** p < 0.001. Abbreviations: EDV
— End-Diastolic Volume; EF — Ejection Fraction, ESV — End-Systolic Volume,; LA diameter — Left
Atrial Diameter; LA pressure — Left Atrial Pressure; MVA — Mitral Valve Area; PA pressure —
Pulmonary Artery Pressure; TMG mean — Mean Transmitral Gradient; TMG peak — Peak
Transmitral Gradient.

Analysis of Clinical Events and Survival at Median Follow-up in Patients Undergoing
BMYV Depending on Baseline Cardiac Rhythm.

A comparative evaluation of the incidence of clinically significant events and overall survival
was performed using the Kaplan—Meier method. The follow-up duration averaged 56.6 + 2.1 months
(range: 2 to 115 months). The event-free survival rate was 154 patients (77.8%). The overall survival
during the entire follow-up period was 185 patients (93.4%) (Fig. 2). The event-free rates in the SR
group (n = 130) and AF group (n = 68) were 115 (88.5%) and 39 (57.4%), respectively. Overall
survival in these groups was 130 (100.0%) and 55 (80.9%), respectively (Fig. 3).

To assess composite adverse outcomes, an event-free survival curve was constructed using the
Kaplan—Meier method. The composite endpoint included: all-cause mortality, hospitalization due to
heart failure, repeat interventions, and stroke (Table 3).

Initially, 358 patients were enrolled in the study and divided into two groups based on baseline
rhythm: Group 1 — patients with sinus rhythm who underwent BMV (n = 219), Group 2 — patients
with atrial fibrillation who underwent BMV (n = 134). During follow-up, some patients were lost to
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follow-up; thus, survival analysis included 189 patients who completed the entire observation period:
Group 1 — 121 patients, Group 2 — 75 patients.

Overall mortality was 6.6% (13 patients), and all fatal events occurred exclusively in the AF
group (19.1%, n = 13). Mortality in the sinus rhythm group was 0%. The difference between the
groups was statistically significant (p < 0.01), confirmed by the divergence of Kaplan—Meier curves.

Hospitalization for decompensated chronic heart failure was recorded in 14 patients (7.1%): 5
(3.8%) in the SR group and 9 (13.2%) in the AF group. The difference between groups was
statistically significant (p < 0.05).

Mitral valve replacement was performed in 4 patients (2.0%): one in the SR group (0.8%) and
three in the AF group (4.4%) (p > 0.05). Repeat BMV was performed in two patients (1.0%)-both in
the SR group. No repeat interventions were recorded in the AF group. The difference was statistically
significant (p < 0.01).

Stroke occurred in 6 patients (3.0%): 2 (1.5%) in the SR group and 4 (5.9%) in the AF group (p
> 0.05). New-onset AF occurred in 5 patients, all from the SR group (3.8%), indicating possible
progression of electrical instability (p < 0.01).

Based on these data, event-free survival in the SR group remained above 90% until 80 months,
demonstrating a stable course. In the AF group, a more pronounced and earlier decline in the survival
curve was observed, especially within the first 24—36 months of follow-up.

The log-rank test showed significant differences between groups (p < 0.01), indicating the
negative prognostic impact of atrial fibrillation.

The overall survival curve also showed a marked divergence between groups: no deaths
occurred in the SR subgroup, while in the AF group, overall survival began to decline in the early
months of follow-up, dropping to below 70% by month 100. The intergroup difference in all-cause
mortality was statistically significant (p < 0.01).

All-cause mortality

0,9
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Fig. 2. Kaplan—Meier curves of all-cause mortality after successful BMV in two groups. Clinical
events were defined as all-cause mortality, hospitalization due to heart failure, repeat BMV, mitral
valve replacement, and stroke. BMV — balloon mitral valvuloplasty;

MYV — mitral valve; HF — heart failure.

journals.tma.uz 105 2025#5



Central Asian Journal of Medicine

Survival distribution function

0,9 L|

0,8

0,7
0,6
0,5
0,4

0,3

0,1

0 20 40 60 80 100 1
Months

= SR =——AF

Fig. 3. Kaplan—Meier curves of event-free survival after successful BMV in two groups. Clinical
events were defined as all-cause mortality, hospitalization due to heart failure, repeat BMV, mitral
valve replacement, and stroke. BMV — balloon mitral valvuloplasty;

MYV — mitral valve; HF — heart failure.

Table 3.
Documented clinical events at median follow-up
. Sinus Atrial
Clinical events Al(lnrialtég?ts rhythm fibrillation p

(n=130) (n=59)
All-cause-mortality 13 (6.6%) 0 (0.0%) 13 (19.1%) <0.01
Hospitalization due to heart failure 14 (7.1%) 5 (3.8%) 9 (13.2%) <0.05
Mitral valve replacement 4 (2.0%) 1 (0.8%) 3 (4.4%) >0.05
Re-BMV 2 (1.0%) 2 (1.5%) 0 (0.0%) <0.01
Stroke 6 (3.0%) 2 (1.5%) 4 (5.9%) >0.05
Atrial fibrillation 5 (2.5%) 5 (3.8%) 0 (0.0%) <0.01

Note: Statistically significant differences were observed between the study groups (y?> = 45.348,
*epy %
p* < 0.01).

Discussion. The issue of AF and its impact on the clinical course of patients with MS remains
relevant and requires further investigation. According to the literature, the incidence of AF in patients
with MS is approximately 40% [5]. AF resulting from rheumatic MS differs pathophysiologically
from AF of non-rheumatic origin. Age is a predominant factor in the development of AF, and LA
enlargement may be the consequence of longstanding AF rather than its primary cause. Moreover, the
severity of MS is not always directly related to the frequency of AF development [2], which supports
our findings: there were no statistically significant differences in MVA and TMG between the two
groups both at baseline and after successful BMV.

In a study dedicated to the impact of LA diameter-supporting our findings-it was demonstrated
that LA diameter is an independent predictor of adverse cardiovascular events [4]. Patients with
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critical complicated MS are significantly more likely to be associated with higher NYHA functional
class and increased incidence of adverse clinical outcomes. Low cardiac output may be linked to more
severe symptoms and reduced exercise tolerance in patients with MS and AF compared to those with
MS and SR.

Early BMV should be considered in patients with SR and moderate MS with minimal
symptoms, in contrast to a watchful waiting approach that risks symptom progression or the
development of new-onset AF [7].

Patients with AF were associated with worse symptomatology and a higher rate of adverse
events after successful BMV compared to patients with SR. Individuals with AF should be closely
monitored over the long-term following successful BMV. Furthermore, appropriate management of
patients with AF after BMV is a critical component of therapy, aiming to alleviate symptoms and
improve both immediate and long-term clinical outcomes.

In summary, the above findings emphasize the need for continued research into interventional
treatment approaches for patients with AF and MS. Only through further investigation can optimal
therapeutic strategies be developed to improve outcomes in this patient population.

Conclusions. Patients with AF due to rheumatic mitral stenosis are characterized by older age,
more pronounced left atrial dilatation, and reduced ejection fraction compared to those with SR. BMV
effectively improves hemodynamic parameters in both groups; however, clinical outcomes are poorer
in AF patients, with higher mortality and hospitalization rates. The absence of significant differences
in mitral valve area and transmitral gradient confirms comparable severity of valvular pathology at
the time of enrollment. Early BMV in patients with SR may help prevent the onset of AF and improve
long-term prognosis. Patients with AF require prolonged follow-up and a comprehensive
management approach to reduce the risk of adverse outcomes.
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LIVER MORPHOGENESIS IN FIRST-GENERATION RATS BORN TO FEMALES WITH
INDUCED DIABETES MELLITUS DURING EARLY POSTNATAL ONTOGENESIS
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Tashkent Medical Academy (Tashkent, Uzbekistan)

Abstract. Background: The liver plays a critical role in metabolism, detoxification,
hematopoiesis, and immune defense. The impact of maternal diabetes mellitus on liver histogenesis
during early postnatal ontogenesis remains insufficiently studied, despite the increasing prevalence
of diabetes among women of reproductive age and data indicating its effect on the development of
fetal parenchymal organs. Methods: The experimental study was conducted on 50 white outbred
female rats (25 control, 25 experimental) with diabetes induced by a single intraperitoneal injection
of alloxan (13 mg/100 g). Offspring (n=253) were examined on postnatal days 3, 7, 14, 21, and 30.
Histological liver examination was performed using hematoxylin and eosin staining, and
morphometric analysis was carried out with QuPath 0.5.1 software. Parameters assessed included
lobule area and diameter, hepatocyte and nuclear dimensions, mitotic count, nuclear-cytoplasmic
ratio, and fibrotic changes. Results: In the control group, liver tissue demonstrated progressive
formation of beam and vascular architecture, bile duct maturation, and a reduction in mitotic activity
by day 30. The experimental group exhibited disorganized beam structure, persistent cytoplasmic
vacuolization in hepatocytes, delayed development of portal tracts, and increased numbers of mitoses
and binuclear cells. Morphometry showed significantly larger lobule and hepatocyte dimensions and
moderate collagen accumulation in portal areas (p<0.001). Conclusion: Maternal diabetes mellitus
has a significant negative effect on liver morphogenesis in offspring during early postnatal
ontogenesis, manifested by delayed differentiation, architectural disorganization, and early signs of
fibrosis.

Keywords: maternal diabetes mellitus, first-generation offspring, liver, morphology.

The liver plays a key role in metabolism, detoxification, hematopoiesis, and immune defense
of the body. In mammals, including laboratory rats and humans, its development continues not only
during the embryonic period but also during the early postnatal period, which is critically important
for the final establishment of the organ's morphofunctional maturity [4]. Modern studies confirm that
it is precisely in the neonatal period that lobular organization is completed, the vascular network is
formed, and the final organization of hepatocytes occurs. New liver lobules form mainly at the
periphery of the organ during the first week of life, with active participation of mesothelial cells and
Whnt signaling pathways. Proliferation of endothelial cells originating from central veins plays a key
role in this process, completing angiogenesis and determining the final number of structural liver
units [1].

The histogenesis of the rat hepatobiliary system during the first 30 days of the postnatal period,
including the formation of trabecular organization, portal tracts, and mature bile ducts [2,13]. The use
of the MTT test allowed determination of the peak metabolic activity of hepatocytes on days 7-10 of
life. Single-cell transcriptomics method, showed that between days 7 and 14, there is maximal
expression of genes involved in metabolism, protein synthesis, and transport, and by day 30, the liver
becomes functionally mature [8].

Nevertheless, the developing liver during this period remains sensitive to metabolic
disturbances, especially in the context of pregnancy pathologies. For example, prenatal zinc
deficiency leads to significant morphological changes, including hepatocyte destruction,
mitochondrial damage, hypoxia, and increased apoptosis, and also emphasize that liver vascular
development is an actively regulated process critically necessary for full organogenesis [11].
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One of the most significant factors of metabolic stress during gestational and neonatal periods
is diabetes mellitus. According to International Diabetes Federation (2024), the prevalence of type 1
diabetes continues to grow, especially in developing countries, including Uzbekistan [5]. The
maternal glycemic status directly affects fetal organ development, including the liver. Maternal
hyperglycemia contributes to accelerated fetal growth, development of hepatomegaly, and delayed
functional maturation of the liver [7,9].

Fetal hyperinsulinemia causes hepatocyte hyperplasia and excessive glycogen accumulation,
contributing to liver enlargement [7]. Diabetic fetopathy as a syndrome including hepatomegaly,
hypoxia, and disturbances in organogenesis [10]. Structural and metabolic liver changes in maternal
diabetes, describe steatosis, vascular architecture disorders, inflammation, and early signs of fibrosis
[2, 10, 14]. Persistent histological changes are observed even with well-controlled diabetes.

Kupffer cells, as resident macrophages of the liver, play a key role in regulating inflammatory
processes and maintaining tissue homeostasis. Under metabolic disturbances, including diabetes
mellitus, their activation is accompanied by the release of pro-inflammatory cytokines, which
contributes to the development of chronic inflammation and enhancement of fibrogenesis. In addition,
Kupfter cells actively participate in liver tissue remodeling through interaction with mesenchymal
stem cells and stimulation of regeneration and angiogenesis processes [6].

In newborns from mothers with high glucose levels in the blood, changes in the levels of key
metabolites occur even with satisfactory glycemic control, indicating latent metabolic shifts [3].

Thus, the liver is a target organ under maternal hyperglycemia. Despite the existence of various
experimental models, comprehensive data on the impact of diabetes mellitus on liver histogenesis in
the early postnatal period remain insufficient. Particularly limited are studies covering morphological
and molecular liver changes during the first 30 days of life under conditions of prior intrauterine
hyperglycemia.

Aim: To assess the morphological features of liver formation in first-generation rats born to
dams with alloxan-induced diabetes mellitus during early postnatal ontogenesis.

Materials and Methods. The study was conducted on 50 (control - 25, experimental - 25)
white non-pedigree nulliparous female rats weighing 160-180 g, and on 253 of their offspring at
various stages of early postnatal development. The experimental group included rats born to females
with experimentally induced alloxan diabetes, while the control group consisted of intact rats of the
corresponding age born to healthy females.

The study on laboratory animals was conducted in accordance with the “European Convention
for the Protection of Vertebrate Animals Used for Experimental and Other Scientific Purposes” dated
March 18, 1986.

Experimental diabetes mellitus in the females of the experimental group was induced by a single
intraperitoneal injection of alloxan trihydrate (Lachema, Czechoslovakia) at a dose of 13 mg per 100
g of body weight. The control group of females received an equal volume of physiological saline.

After confirming the induction of diabetes mellitus, the females of both groups were mated with
healthy males at a ratio of 1:4, and the development of pregnancy was monitored. Pregnancy and
delivery proceeded without complications in almost all animals.

After birth, the female rats and their offspring were preliminarily divided into groups of 3, 7,
14, 21, and 30 days according to the postnatal age. Newborn rats were fed breast milk until day 14,
received mixed feeding afterward, and were transferred to a standard laboratory diet from day 21.

Offspring from all animal groups were euthanized on days 3, 7, 14, 21, and 30 postnatally under
light ether anesthesia. These time points were selected based on age-related periodization in
laboratory animals. During necropsy, the liver was extracted and served as the material for the study
at the indicated time points. Macroscopic examination was conducted, and morphometric parameters
of the organ were measured.
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Histological examination was performed on liver samples fixed in 10% neutral buffered
formalin, followed by alcohol dehydration and embedding in paraffin blocks. Sections approximately
5.0 um thick were prepared from the blocks, stained with hematoxylin and eosin according to standard
protocols, and examined under a microscope with photodocumentation of representative areas.

The obtained histological slides were digitized using whole slide imaging (WSI) technology
with the Aperio system (Leica Microsystems, Germany).

Primary processing and morphometric analysis of the obtained images were performed using
the open-source histological image analysis software QuPath version 0.5.1 (University of Edinburgh,
Scotland).

Results. It is noteworthy that induced maternal diabetes mellitus has a negative impact on
female fertility, reducing it to 62% (compared to 92% in the control group), and increasing the
duration of pregnancy to 24-25 days (compared to 21-22 days in the control group). Also notable was
a decrease in the number of pups per litter to 5.2+0.31 in the experimental group, whereas in the
control group, this figure was significantly higher - 8.7+0.42. Maternal diabetes was also associated
with an increase in postnatal mortality to 10.8%, which significantly exceeds the same indicator in
the control group - 2.2%. Deaths in the first-generation offspring of both groups were recorded within
the first 14 days after birth. Naturally, all deceased pups were excluded from the experiments.

Morphological findings. Assessment of morphological changes in the liver of first-generation
offspring of rats from mothers with alloxan-induced diabetes mellitus was carried out in comparison
with the control group. Histological preparations were analyzed on postnatal days 3, 7, 14, 21, and
30.

The liver in rats of the control group at all stages of postnatal development presented as a typical
parenchymal organ. Under low magnification, the organ demonstrated clearly distinguishable lobular
organization only by day 14. The liver parenchyma consisted of hepatic lobules, within which orderly
beam-like structures were observed, especially prominent by day 21, and by day 30 corresponding to
a mature liver.

The parenchyma was composed of hepatic beams (cords), represented by hepatocytes oriented
radially from the central vein. Between the beams were sinusoidal capillaries. The tissue structure
consisted of single-layered plate-like liver tissue with elements of vascular and biliary systems.
Central veins maintained dilation and congestion at all observation time points, confirming active
blood circulation. Erythroid hematopoietic islands were observed on postnatal days 3 and 7, but by
day 14 had completely disappeared.

At high magnification, structures typical of parenchyma were visualized: hepatocytes,
sinusoids, bile ducts, and portal tracts. Hepatocytes had large oxyphilic nuclei and distinct basophilic
cytoplasm. At early time points, cytoplasmic vacuolization was noted as a manifestation of metabolic
adaptation. As the organ matured, vacuolization decreased, and the cytoplasm became more
homogeneous.

The thickness of the cords gradually decreased: on day 3 the trabeculae consisted of 3-4 cells,
while by days 14-30 they organized into 1-2 hepatocytes in thickness. Mitotic activity was moderate,
mainly on days 14-21, indicating the end of active growth.

Bile ducts appeared singly by day 3 and became fully formed and functional by day 30. Portal
tracts matured from days 7 to 30, progressing from rudimentary structures to complete formations
with established vascularization.

The organ stroma was represented by thin layers of loose connective tissue surrounding the
hepatic lobules and forming the portal tracts. The stroma included blood vessels, bile ducts, and mild
connective tissue components without signs of fibrosis.

journals.tma.uz 110 2025#5



Central Asian Journal of Medicine

Fig. 1. Liver of first-generation rats from the control group. Paraffin section. Hematoxylin-
eosin staining. Magnification x20:
A - PND-3; B - PND-7; C - PND-14; D - PND-21; E - PND-30.
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The liver of rats in the experimental group at different days of postnatal development retains a
parenchymal structure. At low magnification, lobular organization is poorly expressed at early time
points, but by day 21, classic lobules are organized. The lobular architecture is disrupted starting from
early stages of development; hepatic beams are shortened and disorganized. As development
progresses, the indistinct structure of the lobules decreases. By day 30, the beam structure becomes
more pronounced. Erythroid islands are visible on days 3 and 7 and disappear completely by day 14.

The liver parenchyma consists of hepatocytes, but their arrangement is disturbed at early stages.
The beam structure forms irregularly, with shortening and deformation of trabeculae, which aligns
only by day 21 of development. Sinusoidal capillaries between the beams remain dilated and
congested throughout all observation periods. Hepatocytes have large oxyphilic nuclei and
pronounced basophilic cytoplasm, which is heterogeneous and shows signs of vacuolization. At later
stages, vacuolization persists in various areas, and the cytoplasmic homogeneity is disrupted.

Trabeculae form gradually; at early stages they consist of 3-4 hepatocytes, and by days 21-30
they consist of 1-2 hepatocytes. Mitotic activity is moderate on days 14 and 21; by day 30, mitoses
are not observed.

Bile ducts appear singly on day 3 and become fully formed and functional by day 30. Portal
tracts mature from days 7 to 30: from rudimentary structures to fully developed formations with
established vascularization.

The organ stroma is represented by thin layers of loose connective tissue surrounding the
hepatic lobules and forming the portal tracts, with mild collagen fiber concentration around the triads.
The stroma contains blood vessels, bile ducts, and mild connective tissue components.
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Fig. 2. Liver of first-generation rats from the experimental group. Paraffin section.
Hematoxylin-eosin staining. Magnification x20:
A - PND-3; B - PND-7; C - PND-14; D - PND-21; E - PND-30.

When comparing the control and experimental groups of rats, slight differences were revealed
in the morphogenesis of the liver during early postnatal development. In both groups, lobular liver
organization is clearly formed by postnatal day 21. The beam structure in the control group is ordered
with 1-2 hepatocytes per trabecula by day 14, whereas in the experimental group, the beam
arrangement is disorganized at early time points and stabilizes only by day 21.

Hepatocytes in both groups have oxyphilic nuclei and basophilic cytoplasm; however,
cytoplasmic homogeneity is not observed in the experimental group. Mitotic activity is higher at early
stages in the experimental group than in the control group, but mitoses are absent in both groups at
later stages.

Bile ducts and portal tracts in the control group mature sequentially, reaching structural maturity
and functionality by day 30. In the experimental group, a delay in their formation is observed, and
structural maturity is achieved later, with signs of irregularity. Central veins remain dilated and filled
with blood at all stages in both groups, indicating active blood circulation. The stromal elements of
the liver in rats born to females with maternal diabetes are characterized by localized enhancement
of connective tissue components, including moderate accumulation of collagen fibers around the
triads, which is not observed in the control group.

Discussion. Morphological analysis data confirm that alloxan-induced maternal diabetes
affects structural liver formation in offspring during early postnatal development. Disruption of
spatial organization of the beam structure at early stages, its disorganization and delayed stabilization
by day 21, compared to the control group, indicate delayed histogenesis, which is consistent with the
findings presented in the studies of I.V. Vasileva, which demonstrated the influence of a
hyperglycemic maternal environment on the development of parenchymal fetal organs [15].

The persistence of cytoplasmic vacuolization and loss of cytoplasmic homogeneity of
hepatocytes in the experimental group at later postnatal stages may be due to metabolic
reprogramming under carbohydrate and lipid metabolism disorders, which were also observed in
offspring under gestational diabetes in experimental models [12]. Meanwhile, in the control group,
cytoplasm became homogeneous by day 21, indicating the completion of hepatocyte maturation.

Indicators of mitotic activity and increased number of binucleated hepatocytes in the
experimental group at early stages indicate compensatory proliferation, similar to earlier reported
findings demonstrating regenerative liver activity under intrauterine hypoxia and metabolic stress [3].
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Pronounced accumulation of collagen fibers around portal tracts in the experimental group may
indicate early signs of perivenular fibrosis, also described in studies of chronic hyperglycemia and its
role in the development of steatohepatitis [14].

Disturbed timing and sequence of bile duct and portal tract formation under diabetic conditions
confirms the destructive effect of hyperglycemia on mesenchymal and epithelial components of the
hepatobiliary system in early ontogenesis [9].

Conclusion. The results of morphological and morphometric analysis revealed certain
differences in liver development between the control and experimental groups, indicating the
influence of maternal diabetes on liver formation during the early postnatal period.

Morphological data suggest that under the influence of maternal diabetes mellitus,
developmental shifts occur in the liver of first-generation offspring, manifested by delayed
differentiation rates, disruption of beam architecture, and signs of early fibrosis.
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Abstract: Viral infections observed during pregnancy can have a specific impact on the body,
leading to various negative outcomes at different stages of pregnancy. This necessitates an
understanding of the pathological processes occurring in the placenta (maternal-placental system).
Women suffering from viral infections such as herpes, hepatitis, rubella, and measles experience
changes in the placenta, which have been studied in this context. In our study, special attention is
given to the morphological changes in the placenta resulting from the coronavirus infection (SARS-
CoV-2), which has shocked the entire world. The main morphological changes observed in the
placenta during COVID-19 infection are presented.

Keywords: placenta (maternal-placental system), stem villi, pregnancy, viral infections, SARS-
CoV-2.

Relevance of the Topic: The rapid spread of the coronavirus infection at the end of 2019
triggered a global pandemic, significantly impacting healthcare systems worldwide. Even today,
information regarding the effects of this infection on the human body, particularly the health of
pregnant women, remains highly relevant. Pregnancy is characterized by specific physiological
changes in the immune system, making pregnant women more susceptible to viral infections,
including SARS-CoV-2. Among viral infections, tropism is a key feature, with the upper respiratory
tract serving as the primary entry point in most viral pathogenesis, with coronaviruses being a prime
example. These viruses belong to the zoonotic group, with approximately 20% causing various
respiratory diseases in humans. Examples include SARS in 2003 and MERS in 2012. During the early
months of the pandemic, infection rates surged rapidly, with millions and billions affected, and an
increase in mortality rates and subsequent complications has been observed to this day. Retrospective
epidemiological analysis indicates that the highest incidence rate in the republic was recorded in
Tashkent city, with an average of 28.8 cases per 100,000 population (Khamzaeva N.T., 2024).
Observations show that 80% of COVID-19 patients experienced mild to moderate disease severity,
with higher mortality rates observed among patients with underlying cardiovascular conditions
(Svarovskaya A.V., 2025). The SARS-CoV-2 virus primarily targets type 2 pneumocytes, alveolar
macrophages, and dendritic cells in lung tissue, as well as vascular endothelium, upper respiratory
tract apical epithelial cells, intestinal epithelium, cardiac pericytes, proximal renal tubule epithelium,
reticuloendothelial system, hepatocytes, and even certain nervous system cells, indicating the
complexity of its pathogenesis (Parakhina M. V., et al.). Analysis of samples from organs of patients
infected with the coronavirus primarily highlighted changes in the respiratory system, but the
subsequent discovery of the virus in other organs necessitated a deeper study of its pathogenesis
mechanisms. Key pathological changes in lung tissue include diffuse alveolar damage, capillary
hyperemia, hyperplasia of type 2 pneumocytes with giant cell formation, and the appearance of
hyaline membranes. Immunohistochemical studies indicate a high positivity rate for TTF1 in lung
tissue, suggesting pneumocyte damage (A.R. Bourgonje et al.). Some researchers associate
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pathological changes in lung tissue with pulmonary edema, alveolar hemorrhage, and
thromboembolism. Thrombi and thromboembolism have been identified in central or peripheral parts
of lung tissue, with coagulopathies playing a significant role in thrombus formation. Focal pneumonia
indicates superinfection or viral-bacterial etiology. In the heart, the mechanisms of coronavirus
infection include non-coronary infarctions and dystrophic changes in cardiomyocytes, with some
studies reporting myocarditis prevalence rates exceeding 7% (Su S, et al.). In the kidneys, acute
tubular damage, interstitial edema, necrosis of some tubular epithelial cells, and accumulation of viral
particles in podocytes have been observed (Nabil et al.). In the gastrointestinal system, key
pathological features include necrosis of endothelial cells in the submucosal blood vessels and the
presence of viral inclusions in epithelial cells. In the liver, non-specific changes such as parenchymal
fatty dystrophy and inflammation of portal tracts are typical. In bone marrow, reactive erythropoiesis,
a left shift in myelopoiesis, cytotoxic hyperplasia of CD8-positive T cells, and hemophagocytosis are
observed. Morphological changes in lymph nodes include significant hyperemia, reduced lymphocyte
size, and an increase in reactive plasmablasts, indicating immune system activation. During
pregnancy, infection with the coronavirus during the pandemic was challenging due to the unknown
mechanisms of disease progression, resulting in relatively low effectiveness of treatment measures.
The cytokine storm or disruption of blood rheology caused by this virus leads to severe, irreversible
complications in the maternal body and various adverse outcomes in the fetus, including mortality.
Viral infections during pregnancy primarily disrupt the morphofunctional state of the fetus and
mother, manifesting in diverse clinical symptoms and disease progression. Compared to non-pregnant
women, pregnant women with influenza, Ebola, Zika, hepatitis E, and smallpox viruses experience
more severe clinical courses, increased complications, and higher mortality rates (Yakimova A.V., et
al.). In cytomegalovirus infections, placental changes include lymphoplasmacytic infiltration in the
villous stroma, hemosiderin granules around blood vessels, villous necrosis, and focal or diffuse
villitis and intervillitis (Lindholm K et al.). In pregnant women with SARS, fibrin deposits in
perivillous and subchorial areas, large-scale avascularization of villi, and infarctions are observed (W.
Ng et al.). Knowledge of pathological changes in the placenta is crucial for the proper application of
treatment measures at various stages of pregnancy to prevent complications. Studying the
pathological changes in the placenta of pregnant women infected with the coronavirus is vital for both
maternal and fetal health, holding particular significance due to its relevance. Investigating the
significance of morphological changes in the placenta of pregnant women infected with SARS-CoV-
2 and linking adverse fetal outcomes to this pathogen helps develop morphological criteria and select
treatment measures to prevent complications during pregnancy, prenatal, and postnatal periods,
addressing one of the most pressing issues today. Current data indicate frequent occurrences of
thrombosis, infarction, villous fibrosis, fibrinoid exudate, and chorioamnionitis in the placenta during
coronavirus infection. However, scientific opinions differ on whether these changes are specific to
the coronavirus or represent a general infectious response. Therefore, a thorough and systematic
analysis of placental morphology under the influence of COVID-19 is of significant importance in
clinical practice, perinatology, and pathomorphology.

Role of the Placenta in Fetal Development: Briefly addressing the morphofunctional role of
the placenta in fetal development, this organ begins its functional activity rapidly from the third week
of pregnancy. The placenta, formed from chorionic villi, plays a critical role in ensuring fetal viability,
development, immunological protection, and hormonal and metabolic stability, managing
physiological mechanisms vital for the fetus's adaptation to the external environment. Oxygen
exchange occurs through highly specialized tissues between fine capillaries and villi, facilitating fetal
respiration. Nutrients and metabolites, such as glucose, amino acids, fatty acids, and trace elements,
pass from maternal blood to the fetus via the placenta, while fetal metabolic waste is returned to the
maternal body. This bidirectional exchange ensures metabolic stability. The placenta produces
essential hormones, including human chorionic gonadotropin (hCG), progesterone, estrogens,
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placental lactogen, and other bioactive substances, which are crucial for maintaining pregnancy,
regulating uterine tissue changes, and preparing mammary glands. The placenta also contributes to
the fetus’s immune system by providing initial immunological cues, shaping lifelong immunity, and
protecting the fetus from potential maternal immune attacks. Placental cells produce immune-
modulating molecules, safeguarding the fetus despite its "foreign" antigens. Immunoglobulin G (IgG)
antibodies also pass through the placenta, forming the fetus's passive immunity. The placental barrier
prevents direct mixing of maternal and fetal blood, protecting the fetus from infections, toxins, and
certain medications. However, this barrier is not always effective, as some viruses (e.g.,
cytomegalovirus, toxoplasmosis, and possibly coronavirus) can breach it, causing vertical
transmission. The placenta’s morphological structures, including microvessels, chorionic villi, and
stromal tissues, continuously adapt to the fetus’s gestational age and needs, ensuring oxygen and
nutrient supply through flexible adaptation. Normal fetal development requires proportional
formation of placental morphology and function. Any placental pathology—hypoplasia, thrombosis,
infarction, inflammation, or dystrophic changes—can pose life-threatening risks to the fetus. Thus,
studying the placenta at microscopic and macroscopic levels is a critical diagnostic method for
assessing fetal health.

Objective: To study the specific morphological changes in the placental structures of pregnant
women infected with the coronavirus.

Research Objects and Methods: Between 2020 and 2025, medical scientific articles related
to coronavirus infection were reviewed, focusing on observational, statistical, and clinical
morphological research methods. Most articles were sourced from foreign databases such as Google
Scholar, eLIBRARY.RU, CrossRef, ResearchGate, and PubMed. Local articles’ research methods and
statistical data were partially utilized.

Results Obtained: Based on the data from scientific articles, a brief discussion of the results
follows. The coronavirus (SARS-CoV-2) is an RNA-containing virus belonging to the Coronaviridae
family, specifically the Betacoronavirus genus. Its genomic structure, including spike (S), envelope
(E), membrane (M), and nucleocapsid (N) proteins, makes it highly pathogenic (Zhu, N. et al.). The
virus primarily spreads via the air-droplet route. Upon entering the body, it initially affects respiratory
epithelial cells, starting in the upper respiratory tract and potentially spreading throughout the body.
SARS-CoV-2 affects not only the respiratory system but also other organs, including the heart,
kidneys, central nervous system, and reproductive system. The infection spreads through viremia and,
in some cases, reaches placental tissues. COVID-19 poses a high risk to pregnant women due to
factors such as natural immune suppression during pregnancy, physiological changes in the
respiratory system, and increased blood volume, which increase the likelihood of severe disease
progression.

Meta-analyses from studies conducted in several developed countries revealed the following:

1. Pregnant women infected with the coronavirus were three times more likely to require
intensive care compared to uninfected pregnant women.

2. Infection during the first trimester led to intrauterine hypoxia and spontaneous abortion.

3. Severe disease in pregnant women with coronavirus was associated with increased rates of
preeclampsia, thromboembolism, amniotic fluid deficiency, and cesarean sections (Allotey, J. et al.,
Knight, M. et al.).

Additionally, the infection was more severe in cases of multiple pregnancies or in women with
endocrine or autoimmune disorders.

Although the placental barrier plays a crucial role in protecting the fetus from external
infections, some studies indicate that SARS-CoV-2 can bypass this barrier. The virus can infiltrate
villous tissues, syncytiotrophoblasts, and cytotrophoblasts, triggering inflammatory processes and
affecting blood circulation (Schwartz, D.A., Hosier, H. et al.). Pathomorphological changes such as
chorioamnionitis, fibrinoid necrosis, villous infarction, and microthrombosis have been noted, posing
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significant risks to fetal oxygen supply, growth, and viability. SARS-CoV-2 primarily uses
angiotensin-converting enzyme 2 (ACE2) receptors and transmembrane serine protease 2
(TMPRSS2) enzymes to enter human cells. The viral spike (S) protein binds to ACE2, and TMPRSS2
activates it, facilitating viral entry into the cell cytoplasm (Hoffmann, M. et al.). ACE2 receptors are
expressed not only in lung tissues but also in placental trophoblasts, enabling the virus to affect
placental tissues. Some studies suggest that ACE2 and TMPRSS2 expression in the placenta varies
across pregnancy stages (Li, M. et al., Bloise, E. et al.), which is critical for understanding vertical
transmission risks and developing prevention and treatment strategies.

The mechanism of viral entry into the placenta involves ACE2 and TMPRSS2 receptors in
syncytiotrophoblast and cytotrophoblast layers, allowing the virus to reach villous tissues. This results
in intervillous inflammation (intervillitis), fibrinoid infiltration, villous infarction, and vascular
thrombosis. Although most studies found no viral presence in newborns via PCR, SARS-CoV-2 was
detected in amniotic fluid, vaginal secretions, and placental structures in some cases between 2020
and 2021. Vertical transmission is less likely, but in late pregnancy, particularly the third trimester,
the placental barrier’s function may weaken, increasing the risk of infection transmission.
Morphological changes in the placenta under coronavirus influence include decidual vasculopathy,
microthrombosis, villous dystrophy, syncytiotrophoblast necrosis, and inflammation. Increased
activity of CD68+ macrophages (Hotbauer cells), CD3+ T-lymphocytes, and interleukins (IL-6, IL-
1B, TNF-a) has been noted in the placenta of infected pregnant women, exacerbating pathological
processes in the inflammatory context.

Comparison of Pathomorphological Changes in the Placenta of Pregnant Women Infected
with Coronavirus to Other Viral Infections:

When considering the role of physiological and pathological factors in placental structural
changes, pathological factors primarily affect the mother and fetus through the placenta as an
intermediary. Consequently, primary changes occur, with outcomes depending on the duration and
impact of these changes, which can be positive or negative. Among pathological factors, infections
are particularly significant, with viral infections causing numerous placental changes, including
villitis, trophoblastic dysfunction, vasculitis and microangiopathy in blood vessels, fibrin
accumulation in villi and intervillous spaces, and infarctions of varying degrees. In coronavirus
infection, placental structures undergo specific changes, particularly in trophoblast structures and
villous microvessels, which are of significant importance.

When comparing the pathomorphological changes in the placenta caused by coronavirus
and other infections, the following differences were observed:

Placental . . . In Other Viral Infections
Pathomorphological In Coronavirus Infection .
(CMYV, Zika, Herpes)
Changes
Placental infarctions Common Rare
Microthrombosis High risk Rare
Villositis Rare Common in CMV
Chorioamnionitis Rare Commop m herpgs and
bacterial infections
ACE2 expression Specific to COVID-19 Less significant in others
Risk of fetal infection 5-10% High in Zika and CMV

From the results of the above-mentioned scientific studies, it can be seen that COVID-19
primarily causes vascular changes in the placental structures, while infectious villositis and
chorioamnionitis are relatively rare. This is one of the distinguishing features of coronavirus infection
compared to other viral infections.
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Conclusion. The placenta is normally a complex morphofunctional structure that performs vital
physiological functions necessary for the life of the fetus. During each trimester, the placenta
undergoes morphological and functional changes that adapt to the needs of the fetus. In pathological
conditions—especially in COVID-19 infections—pregnancy and placental function are affected in a
complex manner. The ACE2 and TMPRSS2 receptors in placental tissues serve as entry points for
the virus. In such cases, pathomorphological analysis and monitoring of the placenta are of great
importance for the comprehensive assessment of pregnant women with COVID-19. Structural
damage to the placenta can have a serious impact on fetal development. Therefore, a thorough study
of placental morphology and its pathomorphological state is of significant importance in medical
practice and in the field of perinatal pathology.
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The deterioration of people's health and the destruction of various organs and body parts are
some of the most acute and pressing problems of our time. The causes of these problems are
multifaceted, and among them we can single out both the consequences of the modern lifestyle and
the result of the impact of external factors.

Unhealthy diet and sedentary lifestyle

Many diseases associated with poor diet and physical inactivity primarily include obesity and
diabetes. According to the World Health Organization (WHO), in 2020, more than 39% of the world's
adult population was overweight, and more than 13% were obese [38]. Obesity can lead to various
complications, such as hypertension, heart attacks, strokes, joint problems, and type 2 diabetes. For
example, studies show that obese people have a 3 times higher risk of developing type 2 diabetes.
One of the unpleasant consequences of obesity is poor circulation, which increases the risk of limb
amputation, especially in the case of diabetic angiopathy, which damages the vessels leading to the
limbs [31].

Alcohol and nicotine abuse

Alcohol and tobacco are the two main causes of cancer and other serious diseases. According
to the WHO, smoking causes over 7 million deaths annually, of which over 1.2 million are due to
exposure to tobacco smoke in non-smokers [11]. Smoking is directly associated with lung diseases
such as lung cancer, chronic obstructive bronchitis (COPD), and cardiovascular diseases. Alcohol can
lead to cirrhosis of the liver, pancreatitis, and esophageal cancer. Research shows that alcoholism
increases the risk of developing cirrhosis of the liver by 50-70%. In both cases, serious complications
may develop, requiring organ transplantation (liver, lungs) or their partial removal [11].

Formation of stones in organs

An unbalanced diet, including excess fat, salt, and fluid intake, can contribute to the formation
of kidney and gallstones. Kidney stones occur in 5-10% of the population during their lifetime. In
Russia, about 600,000 new cases of kidney stones are diagnosed annually [2]. Kidney stones can lead
to kidney failure, and gallstones often require removal of the organ (cholecystectomy). This
complication is associated with metabolic disorders and can lead to serious health consequences.

Injuries and road accidents

The increase in the number of vehicles leads to more road traffic accidents (RTA), which in turn
contributes to an increase in the number of people who lose limbs or suffer serious injuries that require
amputation. According to statistics, more than 1.35 million deaths occur annually in road traffic
accidents worldwide, and about 20 million people suffer injuries that can lead to disability, including
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loss of limbs [23]. Trauma is one of the leading causes of limb loss, especially in injuries that damage
major vessels and nerves.

Uncontrolled use of medications

Uncontrolled use of drugs, especially nonsteroidal anti-inflammatory drugs (NSAIDs),
anticoagulants, and some antibiotics and chemotherapeutic drugs, can cause serious damage to
organs. For example, NSAIDs can cause ulcers and bleeding in the gastrointestinal tract, and with
long-term use, damage to the kidneys and liver. Approximately 25-30% of patients taking NSAIDs
for a long time suffer from side effects such as gastritis and ulcers [10].

To address the problem of deteriorating health and loss of vital organs, people need to not only
recognize the importance of a healthy lifestyle, but also actively work to change their habits. In recent
decades, medicine has made significant strides in the prevention of lifestyle-related diseases and in
the treatment of diseases using modern technology. However, not all diseases or conditions can be
prevented or cured with simple methods. In such cases, when organ damage becomes irreversible or
when amputation is necessary, organ transplantation may be the only chance to save the patient's life.

Organ transplantation is a surgical procedure to replace a damaged organ with a donor organ. It
allows you to save the life of a person whose organ has lost its function. However, this method is
associated with several serious difficulties:

e Demand for organs exceeds supply. Every year, thousands of people around the world await
transplants, but not all receive the help they need [39].

e Even if the transplant is successful, the patient will need lifelong immunosuppressant
medication to prevent organ rejection. This increases the risk of infections and other complications [
38].

e Issues of donation, organ distribution, consent for posthumous donation - all this requires
legislative and moral regulation, especially in a society with a low level of information.

In the context of a shortage of donor organs and the growing number of diseases that lead to
their loss, regenerative medicine is becoming increasingly important, especially in the context of
growing organs in in vitro based on stem cells. This direction is one of the most promising solutions
to the problem of transplantation, allowing the creation of functional analogues of organs, minimizing
the risk of immune rejection and overcoming the shortage of donor material.

The process of creating an organ in vitro involves several key stages:

1. Stem cell production - most commonly used are induced pluripotent stem cells (iPSC) or
embryonic stem cells. There are different sources: embryonic SC, adult (e.g. from bone marrow or
adipose tissue) and induced pluripotent stem (iPSC) cells. iPSC cells are reprogrammed from somatic
cells (e.g. skin) using trans factors Yamanaka (Oct4, Sox2, Klif4, c- Myc). Such cells resemble
embryonic ones in their capabilities, but are taken from the patient himself, which reduces the risk of
rejection by the body. It has been shown that iPSC cells can be differentiated into the desired cell type
for therapy, without the need for lifelong suppression of the immune system. They are capable of
differentiating into any type of cell in the body [41].

2. Biophysical and biochemical stimuli - in order for stem cells to transform into cells of a
specific organ, it is necessary to apply special growth factors, signaling molecules, as well as
mechanical and electrical stimulations that imitate conditions inside the body [24].

3. Use of biomaterials and scaffolds - to direct cell growth and form a three-dimensional
structure of the organ, biocompatible scaffolds are used. They can be created using 3D printing
technologies, which allow the shape and structure of the future organ to be accurately reproduced
[28].

4. Cultivation in bioreactors - the growing process takes place in specially designed bioreactors,
where optimal conditions (temperature, pH, gas composition) are maintained and tissue growth and
differentiation are monitored [27].

Application and Prospects
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To date, scientists have managed to grow a urinary bladder, liver tissue, cardiomyocytes, retina,
and even prototypes of lungs and kidneys in laboratory conditions. Although not all organs can be
fully transplanted into a patient, progress is obvious: clinical trials are in full swing, and some
developments are already being implemented in transplantation practice [17].

In the future, growing organs in vitro technology could completely change the approach to
treating serious diseases, replacing donor transplantation with personalized restoration.

Continuing to consider the biophysical and biochemical aspects of this process, it is worth
noting tissue engineering, an interdisciplinary field aimed at restoring, replacing or regenerating
biological tissues and organs. One of its key components is the creation of three-dimensional (3D)
scaffolds that serve as analogues of the extracellular matrix (EM), providing structural support,
directing cell growth and promoting the formation of functional tissue.

In a living organism, cells are located in the extracellular matrix, which is a network of proteins
(including collagen, laminin, fibronectin) and polysaccharides. It not only provides mechanical
support, but also participates in the regulation of cell differentiation, proliferation and migration [17].

In order to reproduce these conditions in vitro, in laboratory conditions, artificial frameworks
(scaffolds) are used. They play the same role as VM, but allow flexible control of the mechanical and
biochemical properties of the environment, as well as its geometry.

Frameworks can be created from both natural and synthetic materials. The choice depends on
the goals: some materials imitate the biological environment better, others have predictable
mechanics and the ability to be destroyed in a controlled manner.

Natural materials:

e Collagen is the main protein of the extracellular matrix, supports cell adhesion and survival,
and is actively used in the creation of skin and vascular substitutes [35].

e Alginate is a polysaccharide extracted from brown algae, used in the form of hydrogels, often
combined with other substances [43].

e Hyaluronic acid is involved in the regulation of cell migration and is especially effective in
the reconstruction of soft tissues [1].

e Decletarianized animal tissues are tissues that have been cleared of cells but retain the VM
architecture. They are often used in cardiovascular and liver engineering [37].

Synthetic biodegradable polymers:

e Poly(hydroxyalkanoates) (PHA) is a family of polymers with good biocompatibility and
biodegradability. They are used for bone and nerve implants [20].

e Polyglycolic acid (PGA) and polylactic acid (PLA) are the most studied synthetic polymers
used to produce fibers, membranes, and scaffolds of varying densities. They have a predictable
degradation profile [29].

e PVLA (polyvinyl lactone) is used less frequently, but has high flexibility and controlled
porosity, which is important in the regeneration of cartilage tissue [44].

Production technologies

Modern methods such as 3D bioprinting, electrospinning, lithography, freeze-drying and
emulsion molding allow precise modeling of the scaffold structure with the required parameters of
porosity, strength and biodegradation [40]. This increases the chance of successful cell colonization
and subsequent formation of functional tissue.

The physical and mechanical characteristics of the environment in which cells grow play a vital
role in their fate, development, and specialization. These parameters not only provide support, but
also participate in active mechanobiological regulation, influencing cell behavior through complex
molecular mechanisms.

Mechanical stiffness (or matrix stiffness) has a direct effect on stem cell differentiation. This is
because cells are able to "sense" the elasticity of their substrate through mechanoreceptors, integrins,
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and the cytoskeletal network that transmits signals to the nucleus. This process is called
mechanotransduction [26].

On soft matrices (elastic modulus < 1 kPa) that imitate adipose tissue, mesenchymal stem cells
(MSCs) predominantly differentiate into adipocytes.

On rigid substrates (> 30 kPa), close in rigidity to bone tissue, MSCs transform into osteoblasts
— cells that form bone [27].

In addition, flexible bioreactors create cyclic stretching and compression, which is especially
important for stimulating the maturation of muscle and vascular tissues. Such loading imitates natural
physiological conditions, enhances the expression of specific proteins and promotes cell orientation
[28].

Micro- and nanotopography of the surface affects:

e direction of cell migration;

« their attachment (adhesion);

e distribution and differentiation.

Longitudinal nanofibers can orient cardiomyocytes along the fiber axis, creating conditions for
the correct formation of muscle bundles similar to heart muscles [4].

Porosity is also important — sufficient pore sizes (from 10 to 300 um depending on the tissue)
ensure the penetration of oxygen and nutrients, as well as the formation of a vascular network [36].

3D bioprinting methods allow us to precisely tune these parameters, creating structures with
optimal geometry and microarchitecture.

Within the body, tissues are in constant contact with fluid dynamics:

¢ blood and intercellular fluid create a shear flow;

« the vessels experience pulsations and pressure;

o fluid movement helps remove metabolites and supply oxygen.

In laboratory conditions, these effects are reproduced using perfusion bioreactors in which the
nutrient medium circulates through the cell culture [22].

In addition, the following are used:

e pulsating pumps that simulate the work of the heart;

e rotating bioreactors that create conditions for uniform supply of nutrients and “massage” of
growing tissue.

Example: in cartilage tissue culture, intermittent compression increases the synthesis of type 11
collagen and glycosaminoglycans, key components of the extracellular matrix of cartilage [33].

For proper growth, division and differentiation of stem cells (SC) and tissue cultures, a carefully
controlled chemical environment is required. Such conditions imitate the natural microenvironment
of the cell and allow its behavior to be directed in the right direction. The main components of this
environment include growth factors, elements of the extracellular matrix, genetic modulators and
metabolic support.

Growth factors are signaling proteins that activate specific pathways within the cell, influencing
its division, migration, apoptosis and differentiation. They are actively used for targeted tissue
maturation:

 FGF (fibroblast growth factor) - stimulates proliferation, angiogenesis and bone development.

e VEGF (vascular endothelial growth factor) — activates angiogenesis (formation of blood
vessels), especially important when growing tissues with a vascular network.

e TGF-pB (transforming growth factor beta) — regulates the synthesis of extracellular matrix
(ECM) components and cellular specialization.

« BMP (bone morphogenetic protein) - induces osteogenic and chondrogenic differentiation
(bones and cartilage).

e [L- and TNF-families are involved in immunoregulation, inflammatory reactions and support
of tissue regeneration [5, 32].

journals.tma.uz 123 2025#5



Central Asian Journal of Medicine

These factors are introduced into the culture medium or applied to scaffolds to trigger the
desired signaling pathways in cells.

To simulate the natural environment in which the cells are “embedded”, the following are added
to the nutrient media:

e Collagen - provides a strong base for attachment, enhances cell survival and guides cell
behavior;

e Fibronectin and laminin regulate adhesion, migration and morphogenesis;

» Hyaluronic acid - maintains water balance and promotes cell migration;

« Proteoglycans bind growth factors and regulate the diffusion of signals [8].

Modern technologies make it possible to modify frames with the addition of these substances
to create a more physiological environment.

An innovative approach to cell fate control — genetic programming and transfection:

e mRNA vaccines (eg, encoding VEGF or TGF-B) are used to transiently express desired
proteins without altering the DNA;

e miRNAs are regulatory molecules that suppress the expression of certain genes, thereby
directing cellular differentiation;

« Plasmids and gene cassettes allow the delivery of synthetic genes or signal chains into cells
[47].

Such technologies are becoming especially important for the creation of functional tissues
without the use of viral vectors.

For normal metabolism, cells require:

e amino acids, glucose, vitamins, salts, ions;

e strictly controlled pH values (usually 7.2—7.4), maintained by buffers (hydrocarbonates,
HEPES);

e optimal levels of O: and CO: - most cultures require 5% CO: and 2% to 20% oxygen
depending on the tissue type (some cells grow better in hypoxic conditions);

« removal of metabolites and ensuring circulation of the medium is achieved using perfusion
bioreactors [32].

Changes in these parameters can slow growth, disrupt protein synthesis, and even cause
apoptosis.

Before organ cultivation or 3D bioprinting begins, precise 3D models of the organ are created
using CAD (computer-aided design) systems. design) or BIM (building information modeling). These
models:

« based on the patient's CT/MRI data;

« allow you to precisely adjust the anatomical shape to a specific recipient;

« provide layer-by-layer slicing for 3D bioprinting, including vascular structures, cavities and
porosity [15,45].

This type of design is especially important when creating complex structures: liver, kidneys,
heart, where it is necessary to take into account the precise placement of cells and nutrient channels.

A digital twin is an accurate computer model of a biological process, such as cell differentiation,
vascular growth, or cartilage maturation. It is used to:

e virtual testing of parameters: temperature, environment composition, mechanical loads;

« predicting the results of an experiment;

e optimization of time and resources.

In the future, digital twins will allow personalization of the bioprinting process, predicting
transplant rejection and adaptation [25].

Al and machine learning are actively used:

o when analyzing the results of cell cultivation;

« for selection of combinations of growth factors, matrix and environment;
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« in the development of new bio -inks for fabric printing.

Software algorithms process large amounts of data (big data), learning from failed and
successful experiments. They are able to recommend ideal conditions for different cell lines. This
speeds up the path from idea to clinical application [7].

Bioreactors of the future operate in the Internet of Things (IoT) system: special sensors monitor
in real time:

« pH, temperature, oxygen level, glucose and other environmental parameters;

o fluid movement and pressure in perfusion systems.

All data is automatically sent to cloud storage and analyzed. This ensures automatic adjustment
of parameters. In addition, blockchain is used to verify the origin of cell lines and track the entire
history of the sample - from biopsy to transplantation [34].

Virtual and augmented reality systems are used:

e in virtual modeling of organ transplantation;

e in training surgeons to work with printed transplants;

e when managing bioprinters, where you can “test” the process in advance in a virtual
environment.

For example, using AR, it is possible to “try on” a grown organ on a 3D model of the patient’s
body, specifying the anatomical dimensions, position of vessels and joints [16].

Thus, information technologies are becoming an integral part of modern organ bioengineering,
significantly expanding the capabilities of “wet” laboratory methods. They not only simplify the
design and planning stage, but also provide control over the tissue growing process, and analyze the
results based on big data and machine learning algorithms. Today, software platforms already exist
that combine 3D design, printer and bioreactor control, environmental monitoring, and cellular
activity analysis [26].

Growing organs from stem cells is becoming an increasingly realistic strategy for solving the
global problem of donor shortage. By combining biophysical stimuli (rigidity, mechanical load,
porosity), biochemical signals (growth factors, cytokines, extracellular matrices) and information
approaches, scientists achieve the formation of functional tissues. Organoids of the liver, kidneys,
intestines, cartilage and skin tissue have already been obtained and are being tested on animals [46].

According to experts, fully-fledged bioprinted organs suitable for human transplantation may
appear within 10-15 years [18]. However, the most important principles are already being
implemented: the first clinical trials of designs in the field of skin plastic surgery and cartilage tissue
are proceeding successfully. A number of biotechnological startups have already demonstrated
working samples of vascular and respiratory structures created using 3D bioprinting [14].

The prospect of a patient receiving an organ grown from their own cells, free from the risk of
immune rejection, is getting closer. Of course, there are still unsolved technical problems: ensuring
vascularization, scalability of the technology, standardization of protocols. However, progress in the
synthesis of biological, engineering and IT sciences gives every reason to expect that in the coming
decades regenerative medicine will move from prototypes to widespread clinical practice [21].

Glossary:

Stem cells are immature cells that are capable of self-renewal and differentiation into various
types of specialized cells in the body.

Induced pluripotent stem cells (iPSCs) are adult cells that have been genetically
reprogrammed to act like embryonic stem cells.

Tissue biophysics is the science of the physical properties of body tissues (rigidity, elasticity,
tension) and their influence on cellular processes.

Biochemical signals are molecules that transmit information between cells to regulate their
growth, division, migration and specialization.
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3D bioprinting is a technology for creating three-dimensional biological structures, including
tissues and organs, using layer-by-layer application of cells and biomaterials.

Bioreactors are special devices that provide optimal conditions (temperature, nutrition, gas
exchange) for the growth and differentiation of cell cultures.

Mechanotransduction is the process by which cells convert mechanical signals from the
environment into biochemical responses.

Organogenesis in in vitro — the formation of organs outside the body, in laboratory
conditions, from stem or other cells.

Hematopoietic stem cells are bone marrow cells that give rise to all blood cells.

The extracellular matrix is a network of proteins and molecules that surrounds cells and
provides mechanical support and signaling.

Personalized medicine is an approach to treatment that takes into account the individual
characteristics of the patient: genetic, molecular and physiological.

Cell therapy is the use of living cells to restore, replace, or improve the function of damaged
tissues and organs.

Biocompatibility is the ability of a material or structure not to cause toxic, immune or other
negative reactions in the body.

Scaffolds are artificial three- dimensional structures that support the growth and organization
of cells when growing tissues or organs.

Hemodynamics is the science of blood flow through blood vessels, including blood flow
parameters, pressure and resistance.

Endothelial cells are cells that line the inner surface of blood vessels and play a key role in
regulating blood flow and vascular permeability.
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Abstract. Acute myocardial infarction (AMI) is one of the most critical cardiovascular
emergencies, primarily caused by sudden occlusion of coronary arteries, leading to ischemia and
necrosis of heart muscle tissue. The electrocardiogram (ECG) is the most accessible, rapid, and
reliable diagnostic tool used to detect and monitor AMI.

This article reviews the characteristic ECG changes seen in AMI, including ST-segment
elevation, ST-segment depression, pathological Q wave formation, and T wave inversion. It
distinguishes between ST-elevation myocardial infarction (STEMI) and non-ST-elevation myocardial
infarction (NSTEMI), explaining their diagnostic criteria and ECG features.

Keywords: Acute Myocardial Infarction (AMI), electrocardiogram (ECG), ST-segment
Elevation,ST-segment Depression,pathological Q wave, twave Inversion, STEMI, NSTEMI, cardiac
Ischemia, myocardial necrosis.

Introduction.

Acute myocardial infarction (AMI) is a condition resulting from the death or injury of
myocardial (heart muscle) cells in specific areas of the heart, primarily due to obstruction or
restriction of blood flow in the coronary arteries. AMI is most commonly caused by blockage of the
coronary arteries and can be accurately diagnosed with an electrocardiogram (ECG). This condition
is one of the leading causes of death worldwide[1]. Early diagnosis and prompt treatment of AMI
play a critical role in saving a patient’s life. Electrocardiography (ECG) is one of the most essential,
simple, and rapid tools for diagnosing AMI.

During a myocardial infarction, significant changes occur in the heart’s electrical activity, and
an ECG helps detect these changes. Additional aspects such as QRS widening, ventricular
arrhythmias, and interval changes (P-R, QRS, QT) are also discussed. The importance of ECG in
localizing infarcted regions (anterior, inferior, lateral, posterior) and evaluating infarct severity and
progression is emphasized.

This annotation highlights the pivotal role of ECG interpretation in the early diagnosis,
treatment guidance, and prognosis of acute myocardial infarction.

ECG Changes in Acute Myocardial Infarction

Multiple changes can appear on the ECG during an acute myocardial infarction. These changes
depend on the infarct location, as well as the onset, duration, and severity of the infarction. AMI can
lead to the following ECG changes:

Types of AMI Based on ECG Changes

AMI can be divided into two main types according to ECG changes:

1. ST-Elevation Myocardial Infarction (STEMI)

2. Non-ST-Elevation Myocardial Infarction (NSTEMI)

1. STEMI (ST-Elevation Myocardial Infarction)

Main ECG changes:

« ST-segment elevation — Occurs due to alterations in the electrical activity of the myocardial
area affected by ischemia. If the ST-segment elevation is 1 mm or more in at least two contiguous
leads, a STEMI diagnosis is made.

o ST-segment depression in reciprocal leads — Indicates ischemia in the opposite wall of the
heart [2].
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« Appearance of pathological Q waves — A sign of myocardial necrosis, typically developing
12-24 hours after infarction onset.

« T-wave inversion — Seen in the later stages of ischemia.

STEMI Localization and ECG Leads Affected:

Infarct Location Affected Leads Reciprocal Leads
Anterior Wall V1-V4 I, 111, avVF
Lateral Wall I, aVL, V5-V6 I, aVF
Inferior Wall I, 11, Avf I, aVL
Posterior Wall | V7-V9 (or tall R in V1-V2) —

2. NSTEMI (Non-ST-Elevation Myocardial Infarction)

In NSTEMI, myocardial ischemia and necrosis are present, but there is no ST-segment
elevation.

ECG changes:

o ST-segment depression — Indicates ischemia.

« T-wave inversion — Another indicator of ischemia.

« Absence of Q waves — Because necrosis is usually limited.

« Elevated cardiac troponin levels in blood tests — Essential for diagnosis.

Additional ECG Findings

« Hyperacute T waves — Can be seen in the early stages of infarction.

e Cardiac arrhythmias — May appear as complications of infarction (e.g., ventricular
tachycardia, fibrillation, etc.).

ST-Segment Elevation (ST-Elevation)

ST-segment elevation is considered the hallmark sign of acute myocardial infarction. It results
from full-thickness (transmural) myocardial ischemia due to oxygen deprivation[3]. This elevation is
typically seen in infarctions affecting the entire wall thickness of the heart muscle.

ST-elevation may appear in one or several ECG leads, for example:

« Left ventricular infarction: ST-segment elevation in leads V1-V4.

« Right ventricular infarction: ST-elevation in right-sided leads V4R-V6R.

« Aortic region infarction: ST-elevation in leads I, aVL, V5-V6.
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Fig. 26. Schematic Representation of Myocardial Infarction on an
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Electrocardiogram (ECG)

Appearance of the Q Wave (Widening of the Q Wave)

The Q wave indicates complete or partial myocardial cell death during an infarction. In the
early stages of a myocardial infarction, Q waves become significantly widened and deepened. This
condition is usually observed in areas affected by a full-thickness (transmural)infarction.If a Q wave
is visible on the ECG, it signifies serious and irreversible damage to the affected myocardial region.A
widened Q wave typically indicates that the infarction occurred within the past 2—6 hours[4].

T Wave Changes (T Wave Inversion) (Figure 27)

The T wave changes during the later stages of an infarction, typically becoming inverted. This
inversion reflects disturbances in the repolarization process.T wave inversion usually occurs within
12-48 hours after the onset of a myocardial infarction.A deeply inverted T wave may indicate a severe
or acute infarction.During the recovery phase of the infarction, the T wave gradually normalizes and
returns to its original shape[5].

V R V R V
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Fig. 27. Schematic Representation of Myocardial Infarction on an Electrocardiogram

ST-Segment Depression (ST Depression)

ST-segment depression may be observed in the early stages of myocardial infarction or during
the pre-infarction period. It mainly results from a subendocardial infarction or short-term myocardial
ischemia. This condition reflects partial alteration of the electrical activity in the ischemic region,
which manifests as a downward shift (depression) of the ST segment on the ECG.ST-segment
depression is often associated with pre-infarction phases or minor ischemic attacks[6].

Widening of the QRS Complex

Due to the death of ischemic myocardial cells caused by acute myocardial infarction, the QRS
complex may become widened and occasionally distorted. These changes are related to ischemic
alterations in the myocardium.Ventricular Arrhythmias[7]. Myocardial infarction may lead to the
development of ventricular arrhythmias detectable on ECG, such as ventricular extrasystoles,
ventricular tachycardia,orventricularfibrillation[8].Ventricular arrhythmias can occur in the early
stages of infarction and often indicate severe ischemic damage to the heart.

Shortened or Prolonged Waves and Intervals

Other ECG changes associated with myocardial infarction include:

« Prolongation or shortening of the P-R interval

« Widening of the QRS complex

« Prolongation or shortening of the QT interval[9].
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ECG Analysis an[1]. d Localization of Myocardial Infarction

During the acute phase of myocardial infarction, the location of the damage can be identified
by analyzing different ECG leads. Typically, the following changes help localize the infarct:

« Anterior infarction: ST elevation and presence of Q waves in leads V1-V4

« Inferior infarction: ST elevation in leads I, 111, and aVF

« Lateral infarction: ST elevation in leads I, aVL, V5-V6

« Posterior infarction: ST elevation in leads V7-V9[10].

Conclusion. Timely and accurate identification of ECG changes in acute myocardial infarction
is crucial for saving the patient’s life. ECG plays a vital role in the early diagnosis of infarction, its
localization, and guiding treatment decisions. Healthcare professionals must be able to correctly
interpret these changes. Acute myocardial infarction is typically represented on the ECG by ST-
segment elevation, the appearance of pathological Q waves, T wave inversion, ST-segment
depression, ventricular arrhythmias, and other abnormalities. These ECG changes provide essential
information about the infarct’s location, severity, and rogression.ECG analysis also helps monitor
post-infarction conditions and the recovery process.
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Abstract. This prospective study included 150 outpatient women aged 16-41 years with
metabolic syndrome (MS) and 25-hydroxyvitamin D [25(OH)D] levels below 30 nmol /L. All
participants underwent anthropometry, bioimpedance measurement of body composition, assessment
of carbohydrate and lipid metabolism parameters, and genotyping of Fokl and Apal polymorphisms
of the VDR gene. The treatment protocol included daily intake of cholecalciferol at a dose of 10,000
IU, myo- inositol 4 g, and a low-carbohydrate high-fat (LCHF) diet against the background of
standard MS therapy with metformin.

After 12 weeks, the median 25(OH)D value reached the reference level; body mass index
decreased by 7.8% (p < 0.01), waist circumference by 6.5% (p < 0.01). There was a significant
decrease in HOMA-IR (-32%), triglyceride (-18%) and LDL (-11%) concentrations with a
simultaneous increase in HDL (+9%). The most pronounced metabolic improvement was noted in
carriers of the minor Fokl -T and Apal -C alleles.

For the first time in the population of Uzbekistan, a connection between vitamin D deficiency
and MS with VDR gene polymorphisms was established, and the high efficiency of complex
nutraceutical correction carried out against the background of an LCHF diet was confirmed. Based
on the data obtained, a screening algorithm was developed that involves mandatory determination of
25(0OH)D and genetic risk markers, which allows for personalization of therapy and increases its
clinical and socio-economic effectiveness.

Key words: metabolic syndrome, 25 (OH) D, VDR gene, body mass index, insulin resistance.

Introduction. Metabolic syndrome (MS) — a combination of visceral obesity, insulin
resistance, arterial hypertension and dyslipidemia — is recognized as one of the leading challenges
to global health. According to the latest meta-analytic summary for 2024, the average prevalence of
MS among the adult population of the world reaches 28% (95% CI 24-31%). [1] At the same time,
vitamin D deficiency (25-hydroxycholecalciferol < 30 nmol /L) remains one of the most common
forms of hidden micronutrient deficiency. A systematic review of 190 studies (2000-2022) found the
global prevalence of severe vitamin D deficiency to be 15.7%, and hypovitaminosis (<50 nmol /L) to
be up to 40% of the world's population. [12]

The proven link between vitamin D deficiency and the development of MS gives the topic
particular scientific and clinical significance. A recent (2025) meta-analysis showed that individuals
with 25(OH)D levels < 50 nmol /L have a 35% higher risk of developing MS (OR 1.35; 95% CI 1.21-
1.50) compared to individuals without deficiency.[11]

Experimental data confirm that the combination of hypovitaminosis D and MS increases
systemic inflammation, endothelial dysfunction and myocardial remodeling, which leads to a
synergistic increase in cardiovascular complications. Results of modern studies indicate a relationship
between reduced serum vitamin D levels and obesity in middle-aged individuals.

The aim of the study. To study the characteristics of metabolic syndrome in women with
vitamin D deficiency, to improve the algorithm for diagnosing and treating metabolic syndrome.

Materials and methods. This scientific study included 150 women with metabolic syndrome
who were treated as outpatients at the Level Med Clinic and the National Medical Center from 2023
to 2024. The average age of patients was 34 + 6 years. All patients were informed about the course
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of the study and agreed to participate in this study. The study was conducted on the basis of an
objective study, which included subjective data and anthropometric assessment, clinical and
laboratory data (complete blood count, biochemical blood test, glucose, homocysteine and insulin
levels in the blood, HOMA index, lipid spectrum, vitamin D levels in the blood), genetic analysis,
which consisted of studying two polymorphisms of the VDR gene, with observance of the stages of
the survey of respondents.

Results and discussion. The results of the data obtained on the portrait of women who took
part in the study made it possible to identify a number of factors that contribute to the formation of
an unfavorable risk of metabolic disorders.

Age, as a modifiable risk factor, has a significant role in increasing the incidence of overweight
and obesity. It was found that women aged 35 years and older have a higher risk of obesity (OR=2.52
95% CI1 2.12-3.01; OR=6.36 95% CI 4.14-9.66), which is consistent with data on the increase in the
number of patients with overweight and obesity in the population aged 35-45 years.

The age factor was also confirmed by the results of our study (Table 1).

Table 1
Characteristics of patients by age and BMI data
Yt?{ar:t?f Absl ed 45 yearsold | 40yearsold | 35yearsold | 30 yearsold
Obesity 79 | 144+43.1 | 2 | 10+6.7 | 14| 26.9+6.1 | 18 | 2.442.3 | 45| 9.1+11.3
\',Ev’;‘i’geﬁi’b"dy 69 | 45.6+4.45 | 11 | 55t11.1 | 23 | 44.246.8 | 20 | 47.6+7.7 | 17 | 27.3£10.2
V'\\',gg?]?' body| 5o | 40143 | 7 | 35:10.6 | 15| 28.8+6.2 | 21| 50477 | 7 | 63.6£9.8
200 100 20 100 52 100 59 100 69 100

As can be seen, in our study the average age of women with normal body weight was 32.3+4.4
years, which is lower than that of overweight women - 37.7£2.8 years (p=0.035) and obesity -
40.7+4.2 years (p< 0.0001).

Further research showed the importance of the respondents’ subjective data (Fig. 1).
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Fig. 1. Analysis of subjective complaints other than excess weight of the examined patients (n = 150)
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The diagram shows the frequency of the main complaints presented by women of reproductive
age who have undergone screening for metabolic syndrome (MS). The values are given as the
absolute number of patients (red numbers) and the proportion of the entire sample (%, caption on the
right axis).

Key clinical and anamnestic accents:

1. Dermatological markers of insulin resistance. Acanthosis nigricans and papillomatosis were
detected in 94.7% and 92.7% of patients, respectively, which indirectly indicates long-term
hyperinsulinemia. In the literature, these signs are considered as a cutaneous equivalent of severe
insulin resistance, anticipating the development of MS and type 2 diabetes mellitus. [10]

2. Endocrine and reproductive disorders. The high frequency of oligo-/amenorrhea (85.3%)
and clinical hirsutism (84.0%) indicates the phenotype of polycystic ovary syndrome (PCOS) in
combination with MS. This is associated with vitamin D deficiency and increased cardiovascular risk,
which requires targeted laboratory additional examination (25(OH)D, LH/FSH, total and free
testosterone, HOMA-IR index).

3. Somatovegetative manifestations. More than half of the sample had hyperhidrosis,
constipation, paresthesia, and sleep disorders/apnea. The complex of these complaints reflects early
vegetative dysfunction, as well as obstructive sleep apnea (OSA), which additionally increases insulin
resistance and hypertension.

The obtained data demonstrate that pathognomonic skin and reproductive symptoms occur in
more than 4/5 of overweight patients, emphasizing the clinical and diagnostic value of their active
detection during metabolic syndrome screening and planning of preventive programs.

The anthropometric parameters of the subjects also varied within different limits (Table 2).

Table 2.
Bioimpedance data and BMI of respondents in the main and control groups

No. Indicators Main group Control group pP*
1 | Body mass index 31.25 20.73 0.05
2 | Waist size 91.32 68.23 0.005
3 | Hip volume 99.49 86.25 0.05
4 | Fat mass 31 10.1 0.005
5 | Skeletal muscle mass 21,22 23.37 0,1

*P - standard deviation

Analysis of bioimpedance data confirmed that abdominal fat distribution (waist
circumference>91 cm) supports the diagnosis of metabolic syndrome, correlating with insulin
resistance and increased vascular risk.

Sarcopenic obesity (| SMM against the background of 1 fat mass) indicates an unfavorable
prognosis: low muscle mass worsens insulin sensitivity and limits the metabolic “buffering” capacity
of the body.

Practical implications:

First: the targeted focus of the intervention is to reduce % fat while simultaneously
increasing/maintaining SMM (strength training, adequate protein, vitamin D);

Second: monitoring the dynamics - repeated bioimpedance every 3-6 months, waist monitoring
monthly.

The next stage of the research of respondents was laboratory examinations (Table 3).
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Table 3.

Analysis of vitamin D levels in the blood depending on the BMI indicators of respondents

. Vitamin D Vitamin
No. Indicators <20 % D>20 %
1 | Excess weight 39 69.6% 17 30.35%*
2 | Obesity 94 100% 0 0%
3 | Normal body weight 0 0 50 100%

*P_standard deviation = 0.005

The gradation demonstrates a clear negative relationship between the concentration of
25(0OH)D and the severity of excess body weight. The lower the level of vitamin D, the higher the
probability of shifting from the normal BMI range towards obesity. In the studied sample, vitamin D
deficiency is statistically significantly associated with excess body weight and especially with obesity.
The obtained results confirm the need for targeted screening and timely correction of hypovitaminosis
D as part of the comprehensive prevention and treatment of metabolic syndrome.

Pathophysiological accents:

e Sequestration of D in adipose tissue and expansion of the volume of distribution reduce
circulating 25(OH)D.

e In obesity, there is suppression of 1-a- hydroxylase, increased degradation by 25(OH)D-24-
hydroxylase and subclinical inflammation, which further reduces the bioavailability of active
metabolites.

e Vitamin D deficiency, in turn, disrupts IRS-1/GLUT-4 expression via VDR signaling,
increasing insulin resistance and creating a “vicious cycle” of fat accumulation.

The data presented below demonstrate that a decrease in vitamin D concentration is closely
associated with an increase in hyperinsulinemia, hyperglycemia, and the HOMA-IR index, which
emphasizes the possible pathogenetic role of D deficiency in the formation of carbohydrate
metabolism disorders (Fig. 2).

18 16,5
16 14,2
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12 1 .
=== [nsulin
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8 6,5 6,1
6 iy v— J\ > HOMA-
>p° 207 index
4 ,
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0
0 0,5 1 1,5 2 2,5 3 3,5

* Three groups were constructed according to the accepted clinical gradation of the level of
25-hydroxyvitamin D in serum.
** HOMA-IR = (insulin, mIU /L % glucose, mmol/L) / 22.5; insulin resistance threshold = 2.5-3.0.
Fig. 2. Correlation of the level of vitamin D provision with carbohydrate metabolism data

In this diagram, the clear downward trend for all three parameters indicates an inverse
correlation between vitamin D concentration and the severity of carbohydrate metabolism disorders:
the lower the 25(OH)D, the higher the hyperinsulinemia, hyperglycemia, and HOMA-IR. In the
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vitamin D-deficient group, HOMA-IR is almost double the threshold of 2.5-3.0, confirming the
pronounced insulin resistance characteristic of metabolic syndrome. Even 10-15 ng /ml of additional
25(OH)D (transition from category 1 to 2) is accompanied by a significant improvement in the
parameters, emphasizing the dose -dependent nature of the effect.

Pathophysiological explanation: Vitamin D, interacting with VDR in B-cells and adipocytes,
regulates:

o transcription of IRS-1 and GLUT-4 = increases tissue sensitivity to insulin;

e insulin secretion through modulation of intracellular Ca*;

e systemic inflammation (| NF- «B), reducing lipotoxicity.

A correlation was also established between vitamin D deficiency and lipid spectrum (Fig. 3).
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*Boundaries correspond to Endocrine Society 2011.
Fig. 3. Correlation of the level of vitamin D provision with the data of lipid metabolism indicators

This table demonstrates that vitamin D deficiency is associated with severe atherogenic
dyslipidemia, whereas optimal 25-(OH)D levels are associated with decreased LDL, triglycerides and
increased HDL, potentially reducing cardiovascular risk in patients with metabolic syndrome.

The downward trend of atherogenic fractions indicates that during the transition from severe
deficiency to a sufficient level of vitamin D, total cholesterol | by 23%, LDL | by 35%, triglycerides
| by 38%. At the same time, the growth of the antiatherogenic fraction is an indicator that the
concentration of HDL increases threefold (0.30 — 0.90 mmol/1), reflecting an improvement in reverse
cholesterol transport.

The atherogenic index (TG/HDL ratio) decreases by more than 4.5 times (15.7 — 3.2), which
indicates a significant reduction in cardiometabolic risk.

Regulation of lipogenesis via VDR. Active form of vitamin D inhibits transcription of SREBP-
Ic and de-novo enzymes lipogenesis, reducing triglyceride production in the liver. Increased
expression of LDL receptors and lipoprotein lipase promotes plasma clearance of LDL and VLDL.
The anti-inflammatory effect (| IL-6, TNF-a) prevents lipoprotein oxidation, indirectly increasing
HDL levels. The inverse correlation between 25-(OH)D levels and atherogenic lipids emphasizes the
pathogenetic role of vitamin D deficiency in the development of dyslipidemia in metabolic syndrome.
Maintaining 25-(OH)D > 50 ng / ml can be considered as an inexpensive adjuvant to statins / fibrates,
especially in patients with hypertriglyceridemia and low HDL.

OH)D deficiency, homocysteine remains in the “high-normal” zone (> 10 umol /L), which is
associated with accelerated atherogenesis and endothelial dysfunction. Reaching > 30 ng /mL lowers
the indicator to 9 umol /L, a level considered metabolically “optimal” and safe for blood vessels (Fig. 4).
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Homocysteine
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* The boundaries are based on the recommendations of the Endocrine Society (2011).
Fig. 4. Correlation of the level of vitamin D provision with homocysteine

In this diagram, the inverse correlation highlights that correction of D deficiency may be a
feasible adjuvant to folate/Bi> therapy in patients with moderate hyperhomocysteinemia and
metabolic syndrome. Even a “modest” increase in 25-(OH)D to > 30 ng /mL moves homocysteine
from the borderline atherogenic zone to a safe range, potentially reducing vascular risk. The
downward trend: each increase in vitamin D status by one category is accompanied by an average
decrease in homocysteine of ~1-2 pmol /L (= 17% relative decrease between the extreme groups).

The genotypic pattern of Apa I VDR differs sharply between the groups: the C allele is
completely dominant in patients with metabolic syndrome and is virtually absent in the control (Table
4). The data support the hypothesis of direct involvement of the vitamin D receptor pathway in the
pathogenesis of insulin resistance and obesity.

e The C-allele and especially the homozygous CC genotype are significantly associated with
membership in the main cohort (obesity/metabolic syndrome).

e The AA genotype predominates in the control group (90%) and can be considered protective.

Table 4.
Analysis of APAL polymorphism of the VDR gene in the main and control groups

APA | (VDR rs APA | (VDR rs
No. | 7975232) in the n % 7975232) in the n %
main group control group
1 AA 28 18.66 AA 45 90*
65 43.3 AC 5 10**

2 AC
3 DS 7 | 3z SO O 0

*P — standard deviation = 0.013
**P _ standard deviation = 0.005

According to the table, the VDR Apa I C-allele is a strong genetic predictor of metabolic
disorders: carriers have =~ 28-fold risk compared to carriers of the A-allele.

Apa I is located in the 3'-UTR of the VDR gene and affects mRNA stability. The "C" allele is
associated with decreased receptor expression, leading to:

| IRS-1 and GLUT-4 transcription — insulin resistance;

1 expression of lipogenic enzymes SREBP-1¢, FASN — hypertriglyceridemia;

1 proinflammatory IL-6/TNF-a — subclinical inflammation.

The combination of these effects forms the metabolic syndrome with insufficient activation of
VDR signaling. However, it is necessary to take into account the polymorphism of FOK I VDR gene
(Table 5).
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Table 5.
FOK polymorphism analysis I VDR gene in the main and control groups
FOK'I (VDR rs FOK'I (VDR rs
No. | 10735810) in the n % 10735810) in the n % R

main group control group

1 91 66,6 0 0 -

2 50 33.3 3 6 -

3 9 6 47 94 0.05

The table interprets that the carriage of the A allele increases the probability of belonging to the
main group (obesity/metabolic syndrome) by approximately 100 times compared to G carriers. In the
cohort of patients with metabolic syndrome, a sharp shift in the frequencies of Fok I VDR was
revealed: the A allele occurs three times more often, and the GG homozygote is practically absent.
This emphasizes the critical role of genetic variability of VDR in the formation of energy metabolism
disorders and confirms the feasibility of a personalized approach to the correction of vitamin D and
metabolic therapy.

Fok I is located in the start codon of the VDR gene. The G allele (often denoted as F) produces
a shortened protein (424 aa) with greater transcriptional activity. The A allele (f) shifts the frame by
three amino acids — a long isoform (427 aa) with reduced VDR activity. A weak VDR signal reduces
the expression of IRS-1 and GLUT-4, reduces lipolysis and enhances the proinflammatory
background - the pathogenetic basis for insulin resistance and weight gain.

The study showed that the prevalence of AA/AG (= 100% of patients) is a genetic predisposition
to metabolic syndrome against the background of hypovitaminosis D. No AA in the control;
dominance of GG (94%) G-allele is protective: a more active VDR reduces the risk of obesity and
IR. Strategy for managing A carriers is to keep 25-(OH)D at a level of > 40 ng / ml:

* Early initiation of insulin sensitizer or metformin/GLP-1

* Prioritize strength training to compensate for low VDR activity

Conclusions. Among women of reproductive age with metabolic syndrome (MS), severe
vitamin D deficiency (25-(OH)D < 20 ng /ml) occurs in more than 90% of obese patients and 70% of
overweight patients; it significantly correlates with increased BMI, waist circumference, fasting
glucose, HOMA-IR and triglyceride levels, and decreased HDL-C.

Carrying minor alleles C (Apal, rs7975232) and A (Fokl, rs10735810) of the VDR gene
significantly increases the risk of developing MS: the frequency of the CC and AA/AG genotypes
among patients is 38% and ~ 100%, respectively, while in the control group it does not exceed 10%.

A combined nutraceutical program (cholecalciferol 10,000 IU/ day + myo- inositol 4 g/ day)
against the background of an LCHF diet for 12 weeks resulted in:

« an increase in the median level of 25-(OH)D to a sufficient level (> 60 ng /ml);

« reduction in BMI by 7.8% and waist circumference by 6.5%;

« a decrease in HOMA-IR by 32%, triglycerides by 18%, LDL-C by 11% with a simultaneous
increase in HDL-C by 9%;

e reducing homocysteine to < 10 pumol /L, confirming the cardiometabolic benefit of the
intervention.

The most pronounced metabolic response was observed in carriers of minor alleles of Fokl -T
and Apal -C, which emphasizes the importance of genetically determined sensitivity to vitamin D
and justifies the need for a personalized approach to the correction of hypovitaminosis.

The proposed management algorithm (25-(OH)D screening, VDR genotyping, targeted high-
dose vitaminization and myo- inositol against the background of an LCHF diet) provides a
multifactorial improvement in the cardiometabolic profile and can be recommended for widespread

journals.tma.uz 139 2025#5



Central Asian Journal of Medicine

implementation in clinical practice in order to reduce cardiovascular risk and socioeconomic losses
associated with MS in women of childbearing age.
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Annotation. The purpose of the study was to conduct a comparative analysis of the immune
status of patients with benign prostatic hyperplasia (BPH) after various surgical interventions:
endoscopic ablation of the prostate (EAP), transurethral resection of the prostate (TUR) and
traditional adenomectomy. Eighty patients were included in the study: 20 underwent EAP, 20
underwent TUR, and 40 underwent traditional adenomectomy. The indices of cellular and humoral
immunity in the preoperative and postoperative periods were studied. Differences in the immune
response of the organism depending on the applied method of treatment were revealed.

Key words: benign prostatic hyperplasia, immune status, adenomectomy, cellular immunity,
inflammation.

Relevance. Benign prostatic hyperplasia (BPH) is a polyetiologic disease of predominantly
elderly and older men, which is caused by the growth of adenomatous tissue in the transitional zone
of the prostate gland. The consequence of this pathologic growth is the occurrence of lower urinary
tract obstruction [4]. In the decompensation stage, the disease leads to a number of serious
complications, including the inability to urinate independently, which requires the installation of
urethrovesical drainage for permanent urine diversion. In recent years, there has been a search for
alternative methods of surgical interventions to overcome the existing problems [3,7,10]. At the same
time, none of the methods is universal, they often require high-tech equipment, are invasive and need
anesthesia assistance

Epidemiologic data note the frequency of occurrence of BHP in men 50-60 years old in 50%,
and at the age of over 80 years - up to 90%. According to one study, the prevalence of urinary disorders
in men aged 20 to 80 years in Russia is 59.9% [6]. Complicating the situation is the fact that most
patients turn to a urologist late, when the prostate is already significantly enlarged in size, and
conservative treatment is ineffective [1,5]. The reason for this was the widespread use by patients of
symptomatic drugs, a group of alpha-1-adrenoblockers that do not slow the progression of prostate
growth. Long-term use of 5a-reductase drugs (SARI) preventing the progression of nodule growth is
often accompanied by low continuity of treatment in patients due to their side effects, delayed effect,
or high cost of the drugs [2,8].

By managing with symptomatic drugs, patients only postpone the need for surgical treatment,
and the growth of the gland volume continues during all these years of inactivity. By the time of the
need for surgical treatment, the somatic status is usually aggravated, and the choice of surgical
intervention with a large gland volume becomes a serious problem [2,9].

Purpose of the study.

To evaluate the immune system of patients after EAP, traditional adenomectomy and TUR

Materials and methods.

The study included 80 patients with clinically and morphologically confirmed BHP hospitalized
in the urology department between 2020 and 2024. Patients were categorized into three groups:

Group 1 (n=20): endoscopic prostate ablation (EAP)

Group 2 (n=20): transurethral resection of prostate (TUR)

Group 3 (n=40): open traditional adenomectomy

Before the operation and on the 7th day after the intervention, venous blood was collected from
all patients to analyze immunological parameters. The following parameters were studied:
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Number of lymphocytes, subpopulations of T-cells (CD3+, CD4+, CDS8+), NK-cells
(CD16+/CD56+), B-cells (CD19+)

Levels of circulating immunoglobulins (IgA, IgM, IgG)

Concentrations of pro-inflammatory cytokines (IL-6, TNF-a, IL-1p)

Immunophenotyping was performed by flow cytometry. Statistical processing of data was
performed using the package [SPSS 26.0], significance level — p<0,05.

Results. We performed a detailed comparative phenotypic characterization of lymphocytes
infiltrating the prostate tissue in BPH (PIL) and the corresponding cells derived from peripheral blood
(PB). In addition, soluble factors present in prostate tissue were analyzed to identify pro-inflammatory
components potentially affecting the microenvironment of hyperplastic foci. The main objective of
the study was to investigate the role of the immune system in the progression of BPH by comparing
local immune activity with clinical characteristics of the disease.

Comparison of peripheral blood mononuclear cells (PBMCs) with PILs in patients with BPH
revealed significant differences in the composition of the analyzed immune cell subtypes (Fig. 1, and
Table 1).

The frequency of CD3- cells was increased in BPH tissue compared to MCPC, but the
frequency of B-cells and natural killer cells (NK-cells) was decreased (Table 2). Separation of CD3+
T cells into CD4+ and CD8+ T cells revealed a significantly reduced CD4:CD8 ratio in prostate
adenoma tissue compared to peripheral blood mononuclear cells (0.6 vs. 1.7) (Table 2). In
approximately 75% of the prostate adenoma tissue samples obtained (n = 23), more CD8+ T cells
were present than CD4+ T cells.
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Fig 1. Comparison of T-cell subtype frequencies in peripheral blood and in benign prostatic
hyperplasia (BPH) tissue obtained from patients with BPH.
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Table 1
Comparison of the composition of immune cells in PBMCs and BPH tissue (PIL)
: PBMCs . .
Indicator (peripheral blood) PIL (BPH tissue) Distinction
Predominance in the tissue
CD3 cells Low frequency Increased frequency of the PIL
B-cells (CD19%) Higher Below Reduced presence in PIL
NK cells Higher Below Immunosuppression of
(CD16'/CD56") g innate immunity in tissue
. e _ _ Significant reduction in
CD4": CDS8' ratio 1.7 0.6 BHT tissue
. : Suppression of
0,
CD8' T cells Less than CD4* Predominant in 75% CD4"/prevalence of
of samples .
cytotoxic cells
Note:

e - CD4:CD8 data (1.7 in ICPC vs. 0.6 in PIL) demonstrates a marked shift toward a cytotoxic

response in the hyperplasia tissue.
e - The increase in CD3 cells in the PIL may include innate lymphoid cells or other nonspecific

populations.
e - n = 23 is the number of tissue samples in which CD4" and CD8" cells were evaluated.

An increased frequency of T-cells was observed in prostate tissue affected by benign prostatic
hyperplasia compared to peripheral blood mononuclear leukocytes
We conducted studies of immune status in patients after different types of surgery for BPH.

Table 2
Changes in immune parameters in patients with BPH after different methods
of surgical treatment
Indication EAP (n=20) TUR (n=20) AderE?]r:ng)t omy
IL-6 (pg/mL) Moderate increase Boost Significant increase
TNF-a (pg/mL) (up to 1.5x) (up to 2x) (up to 3-4x)
CD4+ (T-helpers) Slight increase Moderate increase Significant increase
CD8+ (T-killers) Slight decrease Moderate decrease Significant decrease
CD4+/CD8+ ratio Slight increase Increase Increase
NK cells (CD16+/CD56+) | Almost no change Dec_rea_se to the lower Decrease
limit of normal

Immunoglobulins (IgG, No significant Slight decrease below normal
IgM, IgA) change
Total inflammation Within normal .

. Slight decrease Decrease
activity range

Note:

* All indicators are indicated on the 7th day after surgery.
* "Increase"/"decrease" reflect deviations from the preoperative level (average values for the

group).
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Preoperative indicators

At the preoperative stage, no significant differences in the immunologic status between the three
groups were found (p>0.05), indicating comparability of the initial data.

Postoperative changes

In the EAP group, there was a slight and short-term increase in IL-6 and TNF-a levels with
normalization by day 7. The increase in CD8+ lymphocytes was minimal. In patients after TUR there
was a more pronounced, but still moderate increase in pro-inflammatory cytokines and decrease in
CD4+/CD8+ ratio. The most significant activation of the inflammatory response and decrease in the
number of T-helper cells (CD4+) were observed in the group after open adenomectomy, accompanied
by an increase in IL-6, IL-1p and TNF-a (p<0,01 compared to other groups).

The results demonstrate that the degree of immune activation after surgical treatment of BPH
depends on the invasiveness of the method. EAP has the least impact on the immune system, which
may indicate its more sparing nature. Open adenomectomy is accompanied by a pronounced
inflammatory response, potentially increasing the risk of postoperative complications and delaying
recovery.

Thus, the choice of treatment method should take into account not only clinical indications and
gland volume, but also individual peculiarities of the patient's immune response, especially in case of
concomitant diseases affecting immunity.

Conclusion. In conclusion, prostate adenoma tissue is a proinflammatory, chemotactically
attractive site in which chronic activation can deplete T cells infiltrating the prostate. The method of
surgery for BPH has different effects on the patient's immune system. Endoscopic prostate ablation
is characterized by the lowest degree of immune stress, while open adenomectomy is characterized
by the most pronounced immunosuppression and inflammatory response. The obtained data can be
taken into account in the choice of optimal treatment tactics and in the development of postoperative
rehabilitation programs.
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Abstract. Amid a rapid increase in total hip and knee arthroplasty (THA and TKA) procedures
in Uzbekistan, this study aimed to identify discrepancies between patients’ expectations prior to
surgery and their actual experiences postoperatively.
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Introduction. In Uzbekistan, there has been a significant increase in the number of operations
for total endoprosthetics of the hip and knee joints in recent years. According to the Republican
Specialized Scientific and Practical Medical Center of Traumatology and Orthopedics, 692
endoprosthetic surgeries were performed in the regions in 2019, and this number increased to 3,486
operations in 2023. In the center itself, the number of such operations increased from 1,089 in 2019
t0 3,026 in 2023. In 2022, the Ministry of Health of Uzbekistan reported about 700 free endoprosthetic
surgeries, of which 670 were on the hip joint and 28 on the knee. These data indicate the rapid
development of high-tech orthopedic care in the country, which allows for improving the quality of
life for patients with musculoskeletal disorders.

Such an increase in the volume of operations can be explained by public opinion about the
positive impact of total endoprosthetics on the quality of life of patients. Both hip replacement and
knee replacement demonstrate high clinical effectiveness, contributing to pain syndrome reduction
and improvement of joint functional condition at acceptable economic costs [3,4].

Despite significant progress in the development of orthopedic care in Uzbekistan and the
increase in the number of joint total endoprosthetics (TE) operations, the issue of patient satisfaction
remains complex and multifaceted. As in international practice, there are cases in the republic where
patients' subjective expectations do not coincide with the objective outcomes of treatment, especially
after knee joint endoprosthetics (JE).

Similar to foreign data, it can be assumed that in Uzbekistan, there is also a proportion of
patients experiencing dissatisfaction after surgery, despite its technical success. In the absence of
large-scale longitudinal studies in the country, it is advisable to rely on international benchmarks.
Thus, according to the results of one of the foreign prospective studies, the level of patient
dissatisfaction after 5 years of PCI was 12.7% [5], and according to a number of other sources - up
to 20% [6-8]. A meta-analysis of 19 studies indicates an average level of satisfaction after TCS at
75% after 5 years [9].

In the context of Uzbekistan, such indicators require local verification, taking into account the
cultural, organizational, and infrastructural characteristics of medical care. One of the key factors
influencing the level of satisfaction is the degree of correspondence between patient expectations and
real results in the postoperative period: the level of pain, functional activity, recovery time, and the
quality of rehabilitation measures.
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Thus, in the context of the rapid expansion of TEJ practice in Uzbekistan, the implementation
of a patient-reported outcome measures (Primer-Reported Outcome Measures - PROMs) system is
becoming extremely relevant, as well as conducting localized studies to study the level of satisfaction
with a focus on a comparative analysis after TCS and TEHJ. This will allow for the adaptation of
international approaches to the realities of the national healthcare system and increase the
effectiveness of orthopedic care in the long term.

Patient dissatisfaction after total endoprosthetics of joints (TEJ), especially in the long term, is
often associated with an insufficient quality of life. This includes limitations in daily activities,
decreased social engagement, and pronounced psychological and emotional difficulties [10].
Considering that approximately 25% of patients after TES remain unsatisfied with treatment results,
it is crucial to identify and understand the factors contributing to this condition.

Often, the reasons for dissatisfaction are the discrepancy between the patient's expectations and
the reality of postoperative recovery. In particular, many patients expect the pain to completely
disappear and quickly return to their usual level of activity. However, in practice, they face a
prolonged recovery period, limited mobility, the need for regular physiotherapy, and emotional
instability, which can lead to disappointment even with technically successful surgery.

A number of studies indicate that dissatisfaction can be related to the patient's individual
characteristics, including age, gender, excess body weight, presence of concomitant chronic diseases,
psycho-emotional status, and the level of functional activity before surgery [10]. At the same time,
not only medical and physiological indicators but also the subjective perceptions of patients, in
particular, their preliminary expectations and the degree of psychological readiness for surgery, are
of primary importance.

The quality of communication between medical personnel and the patient plays a special role.
Insufficient information about the progress of the operation, possible risks, duration, and difficulties
of the rehabilitation process, as well as the lack of clear recommendations regarding the recovery
period, can lead to distorted expectations. At the same time, physiotherapy as a crucial component of
successful functional recovery is often underestimated by patients before intervention. The lack of
sufficient interaction and explanation from specialists can lead to low adherence to the rehabilitation
program and, consequently, unsatisfactory outcomes.

Considering the increasing number of patients who have undergone TES, as well as the
increasing attention to results based on self-assessment (Patient-Reported Outcomes), a deep
understanding of patients' motivation, concerns, and expectations is of particular importance. Timely
discussion with the patient of possible difficulties, realistic recovery times, and the role of
rehabilitation can be an important tool for improving the level of satisfaction with surgical treatment
results.

The purpose of this study is to assess changes in patient expectations and attitudes before and
after total joint endoprosthetics, with subsequent identification of key factors influencing subjective
satisfaction with treatment.

Material and methods of research. After receiving approval from the institutional ethics
committee, a clinical descriptive study with a cross-sectional design was conducted. As part of the
preparation for the study, senior authors developed two structured questionnaires: one consisting of
10 questions designed to assess patients' expectations in the preoperative stage, and the second
comprising 13 questions aimed at studying their subjective experience in the postoperative period.
Questionnaire tools allowed for the systematization of patients' perception of key aspects of medical
intervention, including risk awareness, expected recovery duration, pain level, and physical activity,
as well as assessing the correspondence between expectations and real treatment outcomes.

Inclusion criteria for the preoperative questionnaire: all new and observed patients who have
not yet undergone total joint endoprosthetics (TEJ). The postoperative questionnaire included patients
who had more than 6 weeks since TEJ at the time of filling out the questionnaire.
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All patients had the opportunity to refuse to participate in the survey. Patients who refused to
fill out the questionnaire were excluded from the analysis.
Table 1.
Questions compared before and after surgery

Ne Question

1 | What operation are you going to undergo / what operation have you undergone?

2 | Where will you go/where did you undergo surgery?

3 | How long were you prepared to wait for the operation? (the question is only in the preoperative

survey)

Did you have enough time to ask questions to your surgeon/surgical team before the operation?
Which of the following factors are risk factors for total hip/knee joint endoprosthetics?

How long do you expect to stay/be in the hospital or surgery center after the surgery?

How long do you think recovery will take / how long did recovery take?

How long do you think the physiotherapy will last / how many weeks have you gone through?
How many additional weeks of physiotherapy do you think you still need? (only in the
postoperative survey)

10 | After full recovery, what level of pain do you expect / what level of pain did you experience
after surgery?

11 | Based on your activity level before surgery, what do you expect/how active are you after
surgery?

12 | Did you have the opportunity to communicate with the surgeon after the operation? (only in
the postoperative survey)

13 | Which visit to the surgeon do you consider the most important? (only in the postoperative
survey)

14 | Did the surgeon offer you a long-term observation plan? (only in the postoperative survey)

O|o|NO| 01>

For three months, questionnaires were distributed among five orthopedic surgeons who
completed clinical residency in joint endoprosthetics at the Republican Specialized Scientific and
Practical Medical Center of Traumatology and Orthopedics of the Samarkand branch with a high
surgical volume. Surveys were conducted at the outpatient clinic.

Before the planned visit, patients received a corresponding questionnaire from the registry
office. They were instructed not to indicate any personal information in the questionnaire. The
registrar's staff collected the completed questionnaires before the patient was called to the office.

The authors did not compare specific answers with specific patients. The questionnaires were
designed to compare patients' expectations before surgery with patients' real experience after surgery
regarding various aspects of preoperative care.

The first block of questions was aimed at determining whether patients believed they had been
given sufficient time to discuss matters related to the surgery. The second part of the questionnaire
assessed patients' understanding of surgical risks, expected hospitalization duration, and recovery
time. The last part was devoted to the physiotherapy experience, pain sensations, and the expected
level of functional activity after the intervention. All questionnaires were collected in a special
questionnaire container, after which the data were transferred to Microsoft Excel (version 16.85,
Microsoft, Redmond, WA) for descriptive analysis.

Qualitative data are presented as percentages of the total number of respondents. To assess the
differences between the two cohort groups, a proportional comparison test (2-proportion test) was
used. Statistical significance was established at a level of p <0.05.
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Results and discussion. Responses were received from 156 patients before surgery and 134
patients after surgery. The questions posed to the respondents are presented in Table 1. Table 2 shows
the distribution by type and localization of the operation.

A significant portion of postoperative patients underwent both total endoprosthetics of the hip
joint (TEHJ) and knee joint (TEKJ) (p =0.03), as shown in Table 2.

Table 2.
Type of operation and location according to patient questionnaire data

Type of Before Before Afger surgery Before

operation surgery (%) surgery (%) After P-value surgery

(people) surgery (people) (people)
TEHJ 27,78% 43,4 =43 35,76% 47,9 =~ 48 0,12
TAKJ 58,34% 91,0=91 55,23% 74,0 =74 0,57
BOt.h 2,78% 43=4 9,01% 12,1 =12 0,03

operations

None 11,11% 17,3 =17 — — —

A significant difference is observed only in the "Both Operations" category (P = 0.03),
indicating a statistically significant increase in the number of such patients after surgery.
Operation site

Location Before the | After surgery Location Before | After surgery
operation (%) (%) After P- the operation (%o) (%) After P-
Before the operation surgery value Before the surgery value
(people) (people) operation (people) (people)
Hospital 47,57% 747’3 ~ 81,29% 109,9~ 110 | <0,001
Hospital surgical 10,68% 16,6 = 7.02% 94~9 0.23
center 17
Independent surgical 8 74% 13,6 = 11.43% 153~15 0,45
center 14
51,5~
Not sure 33,01% Eo — — <0,001

A significant difference is observed in the "Hospital"” and "Uncertain" categories, which may
indicate that after surgery, patients became better informed about the location of their procedure.
Note: statistically significant differences were identified for obese individuals (P<0.05).

At the same time, 33.0% of patients did not know in which specific institution they would be

interviewed before the surgery (p <0.001).

90.4% of preoperative patients noted that they were given sufficient time for questions, which
is significantly lower than 98.5% of postoperative patients who stated the same (p = 0.01). Table 3
presents a breakdown of risk awareness before and after surgery.
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Table 3.

Percentage of patients who indicated that they knew about the risks (before surgery) and
discussed them (after surgery)

| - | -
> > £ 3 > > £ 3 > >
S o < c o & < c S o
oo a 8 2 | & S |22
n »n o < o —_— n H o = o —_— n n
e on >2 | 5 |28 28| 5 |g¢
S88 32| © 258 88| © |28
@ § = S= | 3 |ag~| 5| 3 |aod
9 - S |¥8 | = S |¥¢
x < £ o x < & o x <
< <
Infection 82,57% 129 | 81,27% | 109 0,76 —
Instability (dislocation) 33,94% 53 29,68% 40 0,40 —
Fracture of bone during or after surgery | 33,94% 53 27,09% 36 0,17 —
Loss of limb 22,02% 34 14,70% 20 0,07 —
Deadly outcome 33,03% 52 21,33% 29 0,12 —
Weakening of implant fixation 34,87% 54 26,22% 35 0,08 —
Prolonged pain 50,46% 79 44,09% 59 0,24 —
Pneumonia 23,85% 37 14,70% 20 0,02 v
Thrombus formation 65,14% 102 64,84% 87 0,95 —
Extended hospitalization 41,28% 64 22,47% 30 <0,001 | V
Blood transfusion 26,61% 41 31,41% 42 0,34 —

Note: statistically significant differences were identified for obese individuals (P<0.05).

The awareness of joint total endoprosthetics (JT) risks was higher among patients before
surgery (40.7%), compared to patients after surgery (34.4%), which is a statistically significant
difference (p <0.0001). The most pronounced differences were observed for two points: prolonged
hospitalization and pneumonia. Thus, 41.3% of patients before surgery (64 people) indicated
prolonged hospitalization as a possible risk, while only 22.5% of postoperative patients (30 people)
mentioned this risk (p <0.001). Similarly, 23.9% of patients before surgery (37 people) mentioned the
risk of pneumonia, while only 14.7% (20 people) indicated it after surgery, which also proved to be
statistically significant (p = 0.02).

Other risks, such as infection (before - 82.6%, after - 81.3%)), instability/dislocation (33.9% and
29.7%), bone fracture (33.9% and 27.1%), limb loss (22.0% and 14.7%), fatal outcome (33.0% and
21.3%), weak implant fixation (34.9% and 26.2%), chronic pain (50.5% and 44.1%), and thrombus
formation (65.1% and 64.8%), were also more frequently indicated by preoperative patients, however,
these differences did not reach statistical significance (p>0.07). Interestingly, the risk of blood
transfusion was more frequently mentioned after surgery (31.4%), than before surgery (26.6%), but
this difference was also not statistically significant (p = 0.34).

Table 4 describes the expected and actual parameters: hospitalization duration after TEJ,
recovery time, physiotherapy, pain level, and activity.
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Table 4.

Comparison of patient expectations before surgery and actual experience after surgery for the
duration of hospitalization, recovery, physiotherapy, pain level, and activity

Indicator Before Indicator Before Indicator Before Indicator Before

surgery (%) After surgery (%) After surgery (%) After surgery (%) After
surgery (%) P-value | surgery (%) P-value | surgery (%) P-value | surgery (%) P-value
Hospitalization Hospitalization Hospitalization Hospitalization
Less than 8 hours 30,10 19,89 0,05
8-12 hours 11,65 7,41 0,18
1 day 29,12 28,79 0,94
2 days 14,56 26,71 <0,001
1 week 6,80 12,17 0,13
Over 1 week 4,85 5,04 0,94
Restoration
4-6 weeks 24,27 17,38 0,12
6-12 weeks 33,98 25,00 0,07
3-6 months 29,18 32,32 0,54
6-12 months 10,68 17,68 0,09
Over 1 year 1,94 7,62 0,04
Physiotherapy
Less than 2 weeks 0,96 5,01 0,07
2-4 weeks 11,54 16,93 0,19
4-6 weeks 31,73 16,30 0,006
6-8 weeks 34,62 24,14 0,04
Over 2 months 21,15 37,62 0,02
Pain level
Lack of pain 51,92 8,45 <0,001
Slight periodic pain 19,23 38,67 0,0002
Per_lo_dlc pain during 2788 40,18 0,02
activity
Inabl_llty to move due 0,96 12,69 0,0004
fo pain
Expected activity
level
I'll be aple to return to 52.88 40,42 0,03
all previous activities
Minor restrictions 31.73 44,07 0,03
expected
Significant restrictions 1538 1550 0,97
are expected

Note: statistically significant differences were identified for obese individuals (P<0.05).

Differences in expectations for hospitalization duration: for example, 30.1% of preoperative
patients believed they would stay in the hospital for less than 8 hours, while in reality, 26.7% of
postoperative patients stayed in the hospital for 2 days. These differences were statistically significant
(p = 0.05 and p <0.001, respectively), indicating a low level of patient awareness regarding the
standard duration of postoperative stay in the hospital.
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Hospitalization
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Fig. 1. Comparison of expectations and actual experience based on hospitalization duration

Regarding expected recovery, 87.4% of patients expected recovery within 3-6 months before
surgery, however, only 74.7% confirmed this recovery period after surgery. Moreover, 7.6% of
postoperative patients indicated that they needed 1 year for complete recovery, while only 1.9% of
preoperative patients expected such a duration (p = 0.04). These data indicate the need to more
realistically inform patients about the duration of the rehabilitation period.

Restoration
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Fig. 2. Comparison of expectations and actual experience for recovery duration

Differences were also revealed regarding physiotherapy. Before the operation, 31.7% of
patients expected a course of LFK lasting 4-6 weeks, and 34.6% - 6-8 weeks. However, in fact, only
16.3% of postoperative patients underwent a course of 4-6 weeks (p = 0.006), and 24.1% - 6-8 weeks
(p = 0.04). In addition, 37.62% of patients practiced physical therapy for more than 2 months after
surgery, while only 21.2% expected such duration before surgery (p = 0.02). This indicates a
significant misunderstanding among patients regarding the scope of necessary rehabilitation and
emphasizes the importance of early counseling on this issue.
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Fig. 3. Comparison of expectations and actual experience for physiotherapy duration

Expectations for pain levels differed significantly between groups. More than half of the
patients before surgery (51.4%) expected that there would be no pain after TES, however, only 8.5%
of postoperative patients did not actually experience pain sensations (p <0.001). In addition,
postoperative patients significantly more often noted mild periodic pain (p = 0.02), pain during certain
activity (p = 0.02), and even inability to move due to pain (p = 0.0004). The discrepancy in the last
indicator was especially pronounced: less than 1% of patients before surgery expected such a degree
of pain, but 12.69% encountered it after surgery.
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Fig. 4. Comparison of expectations and actual experience by duration of pain level

Expectations for activity levels were similar to those for pain. Before surgery, 52.9% of patients
hoped to restore full activity, however, only 40.4% (p = 0.03) were achieved after surgery. At the
same time, 44.1% of postoperative patients reported slight limitations in activity, while only 31.2%
(p =0.03) expected them before surgery. No significant differences were found in the expectations of
significant activity limitations between the groups, however, overall, the data indicate the need to
more realistically inform patients about the functional outcomes of surgical intervention.
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These results emphasize the importance of preoperative counseling, focusing on real recovery
times, possible pain levels, and physiotherapy duration to reduce the gap between expected and actual
treatment outcomes.

Expected activity level
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20
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Complete recovery Minor restrictions Significant restrictions

H Before surgery (%) After surgery (%)

Fig. 5. Comparing expectations and actual experience by duration to activity level

Before the operation, 63% of patients (approximately 98 out of 156) expressed a willingness to
wait no more than 10 weeks for the required total joint endoprosthetics, which emphasizes a high
motivation to receive surgical care in a short time. At the same time, 91.3% of preoperative patients
(about 142 people) noted that they were given sufficient time to ask questions to the doctor. After
surgery, this indicator significantly increased: 97.4% of postoperative patients (approximately 131
out of 134) confirmed that they were indeed given the opportunity to ask all their questions of interest
(p = 0.009), which indicates an improvement in the perception of communication after the
intervention. Moreover, 99.3% of postoperative patients (133 out of 134) indicated that they were
given sufficient time for personal communication with the surgeon, which could be a key factor in
increasing their satisfaction with treatment outcomes.

Regarding rehabilitation, 53.2% of patients after surgery (approximately 71 people) expressed
a desire to undergo additional physiotherapy for 4 or more weeks in addition to the basic program.
These data confirm that many patients recognize the need for longer and individualized rehabilitation
after TES than initially expected.

However, the level of organizational support after surgery remains insufficient: only 53.4% of
postoperative patients (about 72 people) indicated that they were scheduled for long-term monitoring.
This indicates the need to improve the follow-up monitoring system, including planning visits and
providing reminders to increase patient commitment and timely identify possible complications in
the postoperative period.

By analyzing the expectations and experiences of patients undergoing and having already
undergone total endoprosthetics of joints (TES), this study was aimed at identifying gaps in patient
satisfaction and areas requiring improved clinical care for hip and knee joint surgeries. The obtained
results revealed significant discrepancies between patients' expectations and their postoperative
experience, especially in aspects of risk awareness, postoperative pain level, physical activity
recovery, and the duration of necessary physiotherapy. These discrepancies emphasize the need for
further research dedicated to studying patients' expectations in the preoperative period and improving
counseling methods to achieve greater correspondence between expectations and real treatment
outcomes.
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Patients' awareness of the risks before and after surgery was insufficient. According to the
survey, only 40.7% of patients demonstrated a general understanding of the risks before surgery, while
among patients who had already undergone TES, this indicator decreased to 34.4% (p <0.0001). The
most significant differences were related to prolonged hospitalization and pneumonia. Thus, 41.3%
of preoperative patients (156 out of 64) considered prolonged hospitalization a potential risk, while
only 22.5% (13 out of 30) mentioned it after surgery (p <0.001). Similarly, the risk of pneumonia was
23.9% before surgery (37 people) versus 14.7% after surgery (20 people) (p = 0.02).

Although differences in other points (including infection, instability, bone fracture, limb loss,
fatal outcome, weak implant fixation, chronic pain, and thrombus formation) did not reach statistical
significance (p>0.07), they were also more frequently mentioned by preoperative patients, which may
indicate a more active perception of risks before surgical intervention. For example, infection was
mentioned by 82.6% before surgery (129 people) and 81.3% after surgery (109 people), chronic pain
by 50.5% before surgery (79 people) versus 44.1% after surgery (59 people), and thrombus formation
by 65.1% before surgery (102 people) and 64.8% after surgery (87 people).

Interestingly, the only risk most frequently mentioned after surgery was blood transfusion: it
was indicated by 31.4% of postoperative patients (42 people) versus 26.6% before surgery (41
people), however, this difference was not statistically significant (p = 0.34).

Such a general insufficient level of awareness can be due to both insufficient communication
by healthcare professionals and the limited ability of elderly patients to absorb medical information
under stressful conditions. This aligns with the findings of Kearney et al., who showed that
participation in preoperative training classes improves patient awareness and experience.

Pain after surgery remains an important problem. According to the results, 51.9% of patients
expected complete absence of pain before surgery, but only 8.45% actually did not experience it after
the intervention. At the same time, 0.96% expected to be unable to move due to pain, while in reality,
12.69% encountered this. A similar discrepancy also manifested itself in the area of physical activity:
31.7% of patients expected to fully restore their activity level, but after surgery, only 40.4% confirmed
this. These differences are confirmed by the findings of Arpey et al., according to which patients'
expectations for functional recovery are twice as high as actual outcomes. This can explain the high
level of dissatisfaction, reaching up to 20%.

Regarding physiotherapy, most patients underestimated the required rehabilitation duration.
Although only 18.3% expected treatment to take more than 2 months, after the operation, 44.4%
reported more than 6 weeks of LFK, and 26.1% expressed a desire to continue therapy for at least
another 6 weeks. Overall, 53.2% of patients acknowledged the need to continue training. These data
confirm the importance of early informing patients about the duration of recovery and the key role of
physiotherapy. Preoperative classes for physical therapy, as demonstrated by Jones et al., can not only
improve functional outcomes and reduce hospitalization but also reduce treatment costs by an average
of $900. Consequently, informing and individualizing the rehabilitation program should be a priority
even at the preoperative stage.

Postoperative visits were also underestimated. Only 52.1% of respondents reported that they
were scheduled for long-term observation, indicating a low level of commitment and the possibility
of missing a moment to prevent complications. This is confirmed by the data of Clohisy et al.,
according to which only 61% of patients come to the clinic after one year, and only 36% - two years
after TES. This emphasizes the need to improve the reminder system and visit planning to enhance
patient engagement and the quality of subsequent monitoring.

Finally, it is necessary to note the limitations of the study: the data were collected in one
academic center, and the questionnaires before and after the operation were not compared for specific
patients, which excludes individual comparison of changes. Moreover, the study is descriptive in
nature, and the selection of participants was based on convenience, which limits the generalizability
of the results.
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Conclusion. Patients undergoing total joint endoprosthetics (TES) have diverse opinions and
expectations regarding the results of the operation. However, often, preoperative expectations do not
coincide with the post-operative reality. This discrepancy is especially noticeable in aspects such as
the expected level of pain after surgery, physiotherapy timing, and awareness of surgical risks.

Furthermore, the long-term planning of subsequent observation in arthroplasty clinics remains
insufficiently understood for patients.

The obtained results indicate the need for more thorough and comprehensive communication
between the physician and the patient during the perioperative period. Introducing changes aimed at
aligning patients' expectations with real postoperative outcomes even before surgery can significantly
increase the overall level of patient satisfaction and their experience in interacting with the healthcare
system.
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Abstract. A prognostic assessment of risk factors for the development of secondary empty sella
syndrome with the formation of risk groups was performed using 51 individuals as an example. Risk
factors for the development of secondary ESS syndrome include a history of treatment of pituitary
micro- and macroadenomas with dopamine agonists, the number of pregnancies up to 3, then in
descending order normal body weight, age of patients from 30 to 40 years, men, and headaches.

Keywords: pituitary gland, sella turcica, risk factors, integral assessment, likelihood ratio.

Introduction. Empty sella syndrome (ESS) is a primary failure of the sella diaphragm or failure
of the sella turcica that develops after drug, surgical, or radiation treatment of pituitary adenomas,
which leads to one of the layers of the dura mater falling into the sella turcica cavity, accumulation
of cerebrospinal fluid, compression and flattening of the pituitary gland, stretching of the pituitary
stalk, and the development of endocrine, visual, and neurological changes [3,4,8].

It is known that ESS most often affects women (4/5) aged 35 to 55 years [4,5]. Due to the
widespread use of magnetic resonance imaging of the brain and the increase in the number of patients
undergoing radiation, surgical and combined methods of treatment of patients with pituitary tumors,
the diagnosis of the "empty" sella syndrome increases from year to year. At the same time, doctors
often consider this syndrome as a radiological finding, since this syndrome does not have specific
bright clinical symptoms. Patients go for a long time without being examined and are patients of
gynecologists, neurologists and ophthalmologists. The serious complications of ESS are severe
endocrine and neurological complications and vision loss. Therefore, each patient with PTSD should
be carefully examined and dynamically monitored.

A distinction is made between primary (idiopathic) ESS, secondary ESS, which occurs after
radiation, surgical and combined methods of treating diseases of the chiasmatic-sellar region, and
developing ESS, which is the initial stage of the general process [1,5,6].

The clinical picture of the disease, except for the symptom of ESS, is nonspecific, but varied.
Some patients have no symptoms [2,7]. Another part of patients complains of headaches, dizziness,
memory impairment, increased blood pressure (the hypothalamic origin of which is being clarified),
changes in vision, endocrine dysfunction depending on the level of hormonal damage, including
hyperprolactinemia and hypopituitarism([2,4].

The risk of developing a particular disease is based on establishing a relationship between
various factors - indicators (medical and biological, physiological, environmental conditions). These
factors, individually and in combination, increase the individual risk of developing the disease.

Forecasting adverse consequences taking into account the complex impact of numerous factors
is very relevant, as it allows not only to take into account the degree of probability of such
consequences, but also to isolate from the many risk factors those that seem most significant.

The purpose of our research. The purpose of this study was to conduct a prognostic
assessment of risk factors (using secondary ESS as an example) to determine the degree of
significance of modifying factors in predicting the development of ESS syndrome.

Material and methods of research. The number of examined persons was 51 people, including
40 women and 11 men. The average age of patients was 37.9+0.86 years (37.6+£0.93 years for women
and 39+2.29 years for men). The comparison group (control group) consisted of persons (38 people)
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with forming ESS. The use of these patients as a comparison group is due to the fact that, firstly, this
is the initial stage of the process, and secondly, the formation of secondary ESS is most often based
on the use of one or another therapy in the treatment of pituitary micro- and macroadenomas, which
is completely unacceptable for the general control group of healthy persons.

Using the likelihood ratio method, through an integrated assessment of prognostic criteria, we
determined the degree of probability of the effect of its impact on the formation of ESS syndrome,
and carried out a prognostic assessment of risk factors.

The complex of assessed factors included: gender, age, body mass index, type of therapy for
the disease that led to the formation of secondary ESS (dopaminomimetics, radiation therapy, surgery,
combination therapy, Sheehan's syndrome, long-term use of oral contraceptives, thyroid drugs,
electrocoagulation of the adrenal artery in Itsenko-Cushing syndrome), gynecological history
(number of pregnancies up to 3, more than 3, infertility, no pregnancies), patient complaints
(headache, visual impairment, menstrual irregularities, clinical symptoms of hypothyroidism, weight
gain), hyperprolactinemia, lactorea, thyroid-stimulating hormone (TSH) level. When developing data
for each factor in the main and control groups, likelihood ratios (P main and P control) were calculated
and the likelihood ratio (R) was calculated.

Results and discussion. When developing the data, likelihood ratios (P main and P control)
were calculated for each factor in the main and control groups. At the next stage, the likelihood ratio
(R) was calculated by dividing the likelihood ratio of the main group by the coefficient of the control
group.

After calculating R, an integrated assessment of the minimum and maximum degree of possible
risk of the development of the phenomenon was carried out.

Below is a prognostic matrix regarding the formation of secondary ESS based on predisposing
factors of the probable risk of its development (Table 1).

Calculation of the indicators taken into account made it possible to assess the significance of
risk factors and form groups (low, medium, high).

Table 1
Integrated and prognostic assessment of risk indicators for the development of secondary ESS

Main group Control Likelihood Ra_mlg(;e
Groups Gradations group ratio I3
abs. R1 abs. R2 min | max
factors factors R R
51 | P1=pi/n | 38 | P2=pi/n P1/P2 . .
int int
men 11 0.22 8 0.21 1.05
Women/men women 40 | 078 |30 | 0.79 099 | 099|105
up to 30 years 13 0.25 11 0.29 0.86
Age 30-40 17 0.33 9 0.24 1.38 0.87 | 1.38
over 40 21 0.41 18 0.47 0.87
norm 21 041 11 0.29 141
BMI excessweight | 15 | 029 | 13 | 0.34 085 | 078 |14l
obesity 15 0.29 14 0.37 0.78
DFM 19 0.37 29 0.76 0.49
radiation therapy 4 0.08 2 0.05 1.6
operation 12 0.23 2 0.05 4.6
Anamnesis DFM-+rad/t 6 0.12 4 0,1 1,2 0 4.6
DFM+oper. 4 0.08 0 0
oper+rad/t 2 0.04 0 0
other 4 0.07 1 0.03 2,3
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upto3 20 0.5 7 0.23 2.17
Number of more than 3 8 0.2 12 0.4 0.5 05 | 217
pregnancies No 8 0.2 9 0.3 0.67 ' '
infertility 4 0,1 2 0.07 1.43
headache 48 0.94 37 0.9 1.04
vision impairment | 12 | 533 | 15 | 039 0.85
Complaints | menstrual disorders | 18 0.45 16 0.53 0.85 0.46 | 1.04
hypothyroidism | 14 | 595 | o | 024 0.92
clinic
weight gain 6 0.12 10 0.26 0.46
Hyperprolactine No 6 0.55 3 0.38 1.45 029 | 145
mia in men There is 2 0.18 5 0.63 0.29 ' '
Hyperprolactine No 19 0.48 12 0.4 1,2 07 | 12
mia in women There is 13 0.33 14 0.47 0.7 ' '
No 30 | 0.75 18 0.6 1.25
Lactorea There is 10| 025 | 12| 04 063 | 03|12
Overall score 5.72 |16.53

Thus, the integrated and prognostic analysis showed that the leading risk factors in the
development of secondary ESS are: a history of surgical treatment of pituitary micro- and
macroadenomas (Rint=4.6), number of pregnancies up to 3 (Rint=2.17), then in descending order
normal body weight (Rint=1.41), age of patients from 30 to 40 years (Rint=1.38), men (Rint=1.05),
presence of headaches (Rint=1.04).

After calculating the minimum and maximum risk indicators for the formation of the ESS, we
determined the calculation of the risk range for all the above factors. The formation of risk groups is
carried out according to 3 risk levels: low, medium, high. For each of these groups, the risk range is
calculated as follows (Table 2):

Table 2
Calculation of risk groups for the formation of secondary ESS

Risk Range Calculation
Range limits
Short 5.72+(16.53-5.72) 5.72-8.96
X
30:100=8.96
Average 5.72+(16.53-5.72) 8.97-12.21
X
60:100=12.21
High Greater than or equal to 12.22 12.22-16.53

Risk level Subranges

Thus, the risk range for developing of the secondary ESS syndrome is from 5.72 to 16.53.

The division into subranges made it possible to identify patients with different risk probabilities
given existing risk factors.

e low risk — from 5.72 to 8.96 — the criterion of “favorable prognosis”. In patients falling within
this range, the influence of risk factors is minimal.

e average risk — from 8.97 to 12.21. Patients who fall into this subrange are already more likely
to develop of the secondary ESS. They should be the focus of doctors' attention.
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e high risk — from 12.22 to 16.53. In this subrange, the influence of risk factors is maximum
and patients who fall into it have an unfavorable prognosis for the development of the secondary ESS

Conclusion:

1. SESS syndrome is more common in men aged 30 to 40 years, with headaches, after surgery
for micro- and macroadenomas of the pituitary gland.

2. Conducting an integrated assessment of risk factors will facilitate a comprehensive approach
to the problem of preventing the occurrence of the secondary ESS.

3. Practical healthcare will have the opportunity to analyze the clinical characteristics of the
patient and, based on the available data, determine the degree of risk of developing of the secondary
ESS, predict the dynamics of its development, and carry out its prevention already at the early stages
of the disease.
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Abstract. Ovarian endometriosis is a prevalent gynecological condition associated with chronic
pelvic pain, infertility, and decreased ovarian reserve. Despite its frequency, the optimal surgical
approach remains controversial due to variability in diagnostic criteria and the potential risks
associated with operative interventions. According to global estimates, endometriosis affects
approximately 10—15% of women of reproductive age, with ovarian endometriomas observed in up
to 44% of these cases. The burden of disease is particularly significant due to diagnostic delays, often
averaging 7—10 years from symptom onset to confirmed diagnosis.

Key words: ovarian endometriosis, ovarian reserve, laparoscopy, fertility preservation,
minimally invasive gynecology.

INTRODUCTION. Disputes regarding the optimal method for treating ovarian endometriosis
largely stem from the broad and, at times, imprecise application of the diagnosis. Often, the diagnosis
is based solely on clinical symptoms such as lower abdominal pain or dysmenorrhea, even though
these symptoms may be present in various other gynecological conditions. For instance,
dysmenorrhea is an independent clinical entity and not necessarily indicative of endometriosis. This
diagnostic oversimplification can lead to mismanagement and the performance of unnecessary
interventions, complicating the treatment strategy for women affected by this condition.

Endometriomas negatively impact ovarian function. Numerous studies have documented a
significant reduction in follicular density within endometriotic cysts — as low as 6.3 per mm?,
compared to 25.1 per mm? in healthy ovarian tissue [1,6,7]. Even unilateral lesions of moderate size
can lead to a decrease in the number of antral follicles — one of the primary markers of ovarian
reserve [3.4,6].

Over the past three years, external genital endometriosis (EGE) has consistently ranked as the
leading indication for surgical intervention in women with infertility in the Andijan Valley.

Advanced forms of endometriosis requiring rectal mobilization and ureterolysis were
performed in 5% of cases. Adnexectomy was indicated in 3% of women due to recurrent
endometriomas, complete loss of healthy ovarian tissue, or age over 40 with completed reproductive
plans. In 7% of cases, salpingectomy was carried out prior to planned IVF cycles due to tubal
pathology.

Ovarian endometriosis is one of the most common manifestations of endometriosis and remains
a significant clinical challenge due to its impact on female reproductive function [ 4,6 ]. It is
frequently associated with chronic pelvic pain, menstrual irregularities, and infertility. Globally,
endometriosis affects approximately 10-15% of women of reproductive age, and ovarian
endometriomas are present in up to 44% of those affected. Despite the high prevalence, the disease is
often diagnosed late — with delays averaging 7-10 years — due to its non-specific clinical
presentation and overlap with other gynecological disorders.

The pathophysiological impact of ovarian endometriomas includes not only mechanical
distortion of ovarian tissue but also biochemical changes that impair folliculogenesis and reduce
ovarian reserve. Several studies have shown a significant decrease in follicular density and antral
follicle count in ovaries affected by endometriotic cysts. These findings raise serious concerns
regarding the timing and method of surgical intervention, especially in women desiring future fertility
[7.9].
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The choice of surgical strategy remains controversial. While cystectomy is considered the gold
standard, it carries the risk of reducing ovarian reserve due to the inadvertent removal of healthy
cortical tissue. Alternative techniques such as laser ablation, bipolar coagulation, or sclerotherapy are
aimed at minimizing this risk but vary in effectiveness and recurrence rates [10,11]. There is currently
no universally accepted algorithm for the optimal management of ovarian endometriomas in women
of reproductive age.

Material and research methods. In this study, all 110 participants underwent surgical
treatment — either operative laparoscopy or transvaginal sclerotherapy. Indications for surgery
primarily included ovarian masses with sonographic features suggestive of endometriosis, pelvic
floor obliteration, and persistent lesions observed for over three months. Additional factors such as
chronic pelvic pain and infertility were considered but not regarded as primary indications, as these
symptoms were variably associated with ovarian masses detected on clinical or sonographic
examination.

Results. Based on the surgical techniques employed, patients were categorized into three
groups:

Group 1 (n=37) included women with normal AMH levels and endometriomas 4-6 cm in
diameter, often with adhesions involving adjacent organs as seen on preoperative ultrasound. A “cold”
cystectomy technique was used, employing aquadissection and avoiding high-energy surgical tools
(electrocautery or laser) to minimize thermal damage to the ovarian cortex and preserve ovarian
reserve.

Group 2 (n=34) consisted of women with endometriomas smaller than 4 cm and normal AMH
levels. These patients underwent ablation of the endometriotic lining using bipolar electrocautery.

Group 3 included patients with diminished ovarian reserve and recurrent

disease. All had ultrasound-confirmed involvement of adjacent organs in the adhesion process.
Endometriomas in this group did not exceed 4 cm.

Complete cystectomy for endometriomas is associated with a significant risk of reducing
ovarian reserve — a concern particularly in bilateral cases, where reproductive potential may be
severely compromised. According to the World Health Organization, the reproductive age in women
ranges from 18 to 35 years, highlighting the importance of preserving ovarian function in this
demographic [6,12].

Fig. 1. Technique of “cold” cystectomy using aquadissection and avoidance of high-energy
instruments to preserve ovarian tissue

Ovarian reserve depletion syndrome, described by Bugerenko K. A. et al. (2018) and Kochneva
E.V. (2018), is characterized by critically low ovarian reserve. Even cystectomy, though aimed at
removing endometriomas, can significantly reduce follicular count. A joint statement by the European
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Society for Gynaecological Endoscopy, ESHRE, and the World Endometriosis Society outlines
organ-preserving surgical strategies for endometriomas. These include:

« Cystectomy without the use of high-energy tools

e Laser or plasma excision of the endometriotic capsule

« Bipolar electrocautery for hemostasis

Regarding electrosurgical techniques, it is recommended to use bipolar energy not exceeding
40 watts. Monopolar energy is reserved for rare indications, such as fibrotic endometriotic tissue at
the ovarian hilum, with a recommended power limit of 20 watts (Saridogan E. et al., 2017). Research
by Davydov A.L. highlights the potential for deep tissue damage that may not be visible
laparoscopically, underscoring the importance of technique selection [ 3 |.

An alternative viewpoint has been presented by researchers including M. Candiani (2018), M.
Vignali (2015), and F. Zhao (2020), who question the widespread use of electrocautery. Davydov A.I.
and colleagues (2012, 2013) argue that even "cold" cystectomy may not fully preserve ovarian
reserve. Their main concern is the significant decline in ovarian reserve post-cystectomy, which can
reduce the success of assisted reproductive technologies. However, later ESHRE guidelines omitted
this principle, possibly due to concerns about the risk of endometriosis-associated ovarian cancer [ 6
].

In Group 2, the ablation of the endometrioma was performed using bipolar electrocautery. After
partial excision, the cyst wall was everted so the ovary resembled a mushroom cap, exposing the
endometriotic lining. This surface was ablated with a bipolar clamp (36-38 W), after which the ovary
spontaneously returned to its normal shape.

Fig. 2. Ablation of ovarian endometrioma using bipolar electrocautery.

In our clinical observations, the third group underwent aspiration-sclerotherapy intraoperatively
during laparoscopy. Simultaneous pelvic revision and adhesiolysis enabled comprehensive treatment
of both endometriotic cysts and pelvic adhesions. This combined approach proved highly effective
with minimal risk of complications and recurrence.

Following puncture, the cyst contents — typically thick and viscous — were aspirated after
preliminary liquefaction. The first portion was sent for cytology. The cavity was then irrigated with
0.9% sodium chloride solution. Finally, 96% ethanol was instilled into the cavity for 10 minutes, then
completely evacuated.

CONCLUSION

The results of this study demonstrate that the choice of surgical treatment for ovarian
endometriosis must be carefully individualized, taking into account the patient’s age, ovarian reserve
status, size and localization of endometriomas, presence of recurrence, and the extent of pelvic
adhesions.
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Organ-preserving techniques such as “cold” cystectomy with aquadissection have shown clear
advantages in minimizing thermal injury to the ovarian cortex and preserving ovarian reserve in
women of reproductive age. Ablation of the endometriotic lining using bipolar electrocautery under
controlled power settings can also serve as a viable alternative for small-sized endometriomas. In
cases of recurrent disease with diminished ovarian reserve, intraoperative aspiration-sclerotherapy
has proven to be a promising method, offering both efficacy and low invasiveness.

These findings underscore the importance of a comprehensive approach to the management of
ovarian endometriosis, which should include thorough clinical and imaging assessments, the use of
fertility-preserving surgical technologies, and continuous monitoring of ovarian reserve. Special
attention must be given to young women who have not yet fulfilled their reproductive potential, for
whom fertility preservation remains a top priority.

Therefore, the optimization of surgical strategies in ovarian endometriosis should be guided by
principles of individualization, minimally invasive intervention, and multidisciplinary care [1,2,7].
This will improve treatment efficacy and reproductive outcomes in this patient population.
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