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v' Pe3zome

Bovinu usyuensl yposnu ecmecmeennvix aymoanmumei K Hellpocneyuguueckum oenxam 'y 110
00IbHBIX C OeMCKUM UePeOPANbHBIM RAPATUYOM (0OCHOGHAA ZPYNNA) CPAGHUMEIbHO C KOHMPOTbHOIL
ZPDYRROU NPAKMUYEeCKUu 300p06blX Oemeili coomeemcmeyiowezo eo3pacma. Jlemu c JLII
demoncmpupyiom 3Hauumoe (%x1,6-2,7) u Kiunuuecku 3HaAUUMOE NOGblULeHUE CHEKMpa
Hellpocneyuguueckux aymoanmumein, ompaxcarouiee KOMOUHUPOBAHHOE AKCOHAIbHO-2UAIbHOE
noepescoeHue, OemMuenuHU3AuUIo U HapyuieHue padomasl Kiloueavlx HelipoMeOuanmopHvIX CUCHIEM.
Dmu danubvle ycunusaom KOHUERYUIO aymouMMyHHOZ0 6K1a0d 6 XPOHU3AUUIO U 2emePOoZeHHOCHLb
kaunuyeckux nposenenuni I u o6ocnoeviearom yenecoodpazHocme 6K1I04EHUA OAHHbBIE AYMO-
AT 6 KomnieKkcHbLIl OUOMAPKEPHDBLIL NAHEIbHBLE CKPUHUHZ 014 CIpamugukayuu nayueHmos no
DUCKY MANCENBIX OBUZAMENbHBIX U KOCHUMUBHBIX UCX0008 U 011 PAHHEll Ce1IeKUUU KAaHOUOAm o8 Ha
UMMYHOmepanuo (6/6 UMMYHO2100y1UH, naasmagepes, anmu-B-Kki1emounvie npenapamot)

Knrouegvle cnoea: oemckuil yepedpanvuwlii napaiuy, aymoanmumena, Hellpocneyugpuueckue
0enKu, UMMYHOPEAKMUBHOCH b

BOLALAR SEREBRAL FALAJIDA AUTOIMMUNITETDAGI BUZULISHLAR
Sharipov Azizbek Tolipovich

Abu Ali ibn Sino nomidagi Buxoro davlat tibbiyot instituti, O‘zbekiston, Buxoro sh.
A. Navoiy kochasi 1 Tel: +998 (65) 223-00-50 e-mail: info@bsmi.uz

v Rezyume

Neyrospesifik ogsillarga tabiiy autoantilelalar darajasi bolalar serebral falaji bo'lgan 110
bemorda (asosiy guruh) tegishli yoshdagi deyarli sog'lom bolalarning nazorat guruhiga nisbatan
o'rganildi. serebral falaji bilan og'rigan bolalarda neyrospesifik autoantilelalar spektrida sezilarli
(x1,6-2,7) va klinik jihatdan sezilarli o'sish kuzatiladi, bu aksonal-glial shikastlanish, demyelinatsiya
va asosiy neyrotransmitter tizimlarining disfunktsiyasini aks ettiradi. Ushbu ma'lumotlar bolalar
serebral falaji klinik ko'rinishlarining surunkaliligi va geterogengligi va autoantitelalar hagidagi
ma’lumotlar Kontseptsiyasini mustahkamlaydi va bemorlarni og'ir motor va kognitiv natijalar xavfi
bo'yicha stratifikatsiya gilish va immunoterapiya uchun nomzodlarni erta tanlash uchun
biomarkerlar panelini keng gamrovli skriningga kiritish magsadga muvofigligini asoslaydi.
(immunoglobulin, plazmaforez, B hujayralariga garshi dorilar)

Kalit so'zlar: serebral falaj, autoantitelalar, neyrospesifik ogsillar, immunoreaktivlik

AUTOIMMUNITY DISORDERS IN INFANTILE CEREBRAL PARALYSIS
Sharipov Azizbek Tolipovich

Bukhara State Medical Institute named after Abu Ali ibn Sina, Uzbekistan, Bukhara, st. A. Navoi.
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v" Resume

The levels of natural autoantibodies to neurospecific proteins were studied in 110 patients with
cerebral palsy (main group) compared with a control group of practically healthy children of the
corresponding age. Children with cerebral palsy demonstrate a significant (x1.6-2.7) and clinically
significant increase in the spectrum of neurospecific autoantibodies, reflecting combined axonal-
glial damage, demyelination and disruption of key neurotransmitter systems. These data reinforce
the concept of an autoimmune contribution to the chronicity and heterogeneity of clinical
manifestations of cerebral palsy and substantiate the feasibility of including these auto-ABs in a
comprehensive biomarker panel screening for stratification of patients by risk of severe motor and
cognitive outcomes and for early selection of candidates for immunotherapy (i.v. immunoglobulin,
plasmapheresis, anti-B-cell drugs)

Key words: cerebral paralysis, autoantibodies, neurospecific proteins, immunoreactivity

Relevance

P hysiological autoimmune reactions are not pathological in nature, but perform important regulatory
functions under normal conditions. They differ from pathological forms of autoimmunity not in
qualitative, but in quantitative and contextual characteristics - severity, duration and spectrum of
involved cells and mediators (1,3,5,6). From this point of view, detection of autoantibodies in blood
serum should not be automatically interpreted as a marker of a pathological process. On the contrary,
there is a significant array of data indicating the constant presence of various natural autoantibodies in
the body of healthy people, where they perform the functions of molecular “clearance", recognition of
aging or transformed cells, regulation of apoptosis, and modification of cellular signaling (2,4,8). An
important and promising direction in the development of modern medicine is the determination of early
markers of pathological processes to create new technological approaches for early diagnosis,
prevention and treatment (3,7). A number of researchers speak out in favor of the autoimmune theory

of cerebral palsy, one of the most severe disabling diseases of childhood.
The aim of the study is to analyze the level of natural autoantibodies to neurospecific proteins in

patients with cerebral palsy.

Materials and methods

In the blood serum samples of all observed patients with cerebral palsy, as well as in the blood
samples of the control group (n=30), the serum immunoreactivity of natural neurotropic autoantibodies
in the blood serum was quantitatively determined using the ELI-N-Test reagent kit (Immunculus LLC).
The kit is used to determine IgG autoantibodies interacting with antigens of neurons (NF200 protein),
glial cells (GFAP), nerve fibers (MBP), Ca-dependent protein (S100), voltage-dependent Ca channel,
B-endorphin and neurotransmitter receptors (cholinergic receptors, GABA receptors, glutamate NMDA
and AMPA receptors, dopamine receptors, serotonin receptors, m-opiate receptors). The content of
neurotropic autoantibodies (NAAT) was determined according to the method of A.B. Poletaev using the
standard solid-phase enzyme immunoassay ELI-N-Test and the test kit of the same name from MIC
Immunculus (Russia) [8, 9]. The level of serum concentration of e-AT for each neuroantigen was
expressed in arbitrary units (i.e., percentage deviation from the standard serum IR).

The results were recorded in individual patient questionnaires and entered into an electronic database
in Microsoft Excel 2010. Conventional methods of dispersion statistics were used. The results were
presented as M (mean) = m (error) and p (mean) + (standard deviation). After checking the normality
of the data distribution, a quantitative analysis was performed using Student's t-test.

Immunological examination of children with cerebral palsy was carried out upon admission of
patients to the hospital, before the start of treatment. The immunoreactivity profiles of natural regulatory
auto-ABs, which most informatively reflect quantitative changes (content) of their individual variants
[1], as well as the amplitude of fluctuations of the studied parameters were assessed in blood serum
using the ELI-N-Complex-12 test kits (MIC Immunculus, Moscow), according to the manufacturer's
instructions. In this case, using solid-phase ELISA, changes in the content of class G auto-ATs
interacting with antigens of the microstructures of the nervous tissue and also reflecting the general
reactivity of the immune system (a total of 12 auto-ATs) were determined.

7>




Results and discussions

After conducting immunological studies, the levels of the profile of natural neurospecific
autoantibodies in patients with cerebral palsy were determined. These data indicate multiple
immunopathological processes in children with cerebral palsy, involving both axons and myelin, as well
as astrocytic glia and neurotransmitter regulation systems.

In all ten studied auto-ATs, seroconcentrations in patients with cerebral palsy statistically and
clinically significantly exceed the control values. The most pronounced effects are observed for
antibodies to NF200 (neurofilament heavy subunit) and Ca-dependent channels, N-cholinergic receptors
and dopamine receptors. These indicators indicate massive autoimmune sensitization to both structural
proteins of the neuronal cytoskeleton and key receptor-ion complexes. When examining the level of
autoantibodies to structural antigens, such as NF200, a 2.6-fold excess of the control level was revealed,
indicating damage to myelinated axons. A high titer correlates with the severity of axonal damage and
can serve as an indicator of diffuse axonotmia, characteristic of hypoxic-ischemic and traumatic variants
of cerebral palsy. Autoantibodies to GFAP and S100 proteins, markers of astro- and microglial
activation, were found to exceed the control values by 2.7 and 1.65 times. Their increase reflects the
phenomena of glial remodeling of the cortex and white matter; a moderate difference for S100 indicates
a more variable contribution of the gliovascular link. The detected pathological processes associated
with the activation of astrocytic glia (increased levels of auto-AB to GFAP and S-100 proteins) confirm
the corresponding data on the pathomorphological significance of the detected changes. A number of
studies have suggested that pathological processes in astrocytes in this disease are associated with
immune changes, which is confirmed by the results of this study. As is known and noted earlier, the
processes of astrocytic glia activation are triggered in brain tissues in response to damage to neurons of
various origins.

A twofold increase in anti-MBP (total myelin protein) confirms the demyelinating component of
pathogenesis, increasing the emphasis on chronic autoimmune damage to oligodendrocytes, which
partly explains the delay in myelination and impaired impulse conduction, reflecting active
demyelinating processes, confirming the hypothesis of secondary myelinolysis due to perinatal hypoxic
ischemic injury. reflects demyelination characteristic of post-hypoxic and inflammatory damage to the
white matter in cerebral palsy.

A simultaneous increase in antibodies to axonal, glial, myelin and receptor antigens confirms
polyantigenic autoimmune reactivity in children with cerebral palsy. High levels of autoantibodies to
NF200, Ca channels, nAChR, DA receptors allow us to consider these markers as a priority for
individual monitoring and evaluation of the effectiveness of immunocorrective therapy. The
combination of structural and functional (receptor) auto-AT indicates a biphasic injury: primary
hypoxic-ischemic/mechanical, then autoimmune modulation of neurotransmission, which can explain
both persistent motor disorders and cognitive-emotional disorders. Glutamate and y-aminobutyric acid
(GABA) are known to be mediators of physiological processes of excitation and inhibition. These amino
acids provide a fluid connection between the immune and neuroendocrine systems and the brain. These
biomolecules are most important in the formation of the body's stress response, transmission of pain
impulses, and are also responsible for proper breathing, memory maintenance, learning ability, etc.
Immunoassay showed that the levels of autoantibodies for Glu-R and GABA-R in patients with ischemic
stroke were significantly increased compared to the values obtained in the control (Table 1). An
increased level of autoantibodies against Glu-R and GABA-P indicates disturbances in excitation and
inhibition processes in the nervous system.

Conclusion

1. Children with cerebral palsy demonstrate a significant (x1.6-2.7) and clinically significant
increase in the spectrum of neurospecific autoantibodies, reflecting combined axonal-glial
damage, demyelination, and disruption of key neurotransmitter systems.

2. The above data reinforce the concept of an autoimmune contribution to the chronicity and
heterogeneity of clinical manifestations of cerebral palsy and substantiate the advisability of
including these auto-ABs in a comprehensive biomarker panel screening for stratification of
patients by risk of severe motor and cognitive outcomes and for early selection of candidates for
immunotherapy (IV immunoglobulin, plasmapheresis, anti-B-cell drugs).
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	 Rezyume
	Jigarning exinokokkozi, ayniqsa endemik mintaqalarda jiddiy tibbiy muammodir. Mexanik sariqlik rivojlanishi bilan oʼt yoʼllariga kistaning kirib borishi kabi kasallikning asoratlari bemorlarning 10-30% uchraydi va kasallikning klinik kechishini sezila...
	Muammoning dolzarbligi asoratlarning yuqori chastotasi va diagnostik qiyinchiliklarida yotadi, bu esa davolash usullarini yanada takomillashtirish va miniinvaziv texnologiyalarni joriy etishni talab qiladi.
	Kalit soʼzlar: jigar exinokokkozi, mexanik sariqlik, oʼt yoʼllariga kistaning yorilishi, sistobiliar oqmalar, endoskopiya, asoratlar.
	 Resume
	Hepatic echinococcosis is a serious medical issue, especially in endemic regions. Complications of the disease, such as cyst rupture into the bile ducts leading to the development of mechanical jaundice, occur in 10-30% of patients and significantly w...
	The relevance of the issue lies in the high frequency of complications and diagnostic challenges, which necessitates further improvement of treatment methods and the implementation of minimally invasive technologies.
	Key words: Echinococcosis of the liver, mechanical jaundice, cyst breakthrough into the bile ducts, cystobiliary fistulas, endoscopy, complications.
	Актуальность
	хинококкоз печени представляет  собой  серьезную  медицинскую  проблему,  особенно  в
	регионах с высоким уровнем эндемичности заболевания. В последние годы все больше внимания уделяется осложненным формам эхинококкоза, таким как прорыв кист в желчные протоки, приводящий к развитию механической желтухи, а при затяжном его течении до ...
	Эхинококкоз печени, осложненный прорывом кисты в желчные пути, представляет серьезную угрозу жизни пациента и является значительной клинической проблемой из-за трудностей в своевременной диагностике и лечении. Согласно исследованию Мохамеда и соавт. (...
	Клинические проявления во многом зависят от характера поражений желчных путей. Наиболее серьезным осложнением при прорыве кисты в желчные протоки является холангит. Хирургическое лечение эхинококкоза, осложнённого развитием желчных свищей, представляе...
	Согласно данным Курбонова К. М. и соавт., клиническая картина у этих пациентов может варьироваться от тяжёлой формы с выраженной симптоматикой, связанной с механической желтухой. Она характеризуется тяжелым течением и возникает при прорыве содержимого...
	Существуют также стертые клинические формы, при которых цистобилиарный свищ образуется с сегментарными желчными протоками. В этих случаях полной обтурации не происходит, так как крупные дочерние пузыри и частицы хитиновой оболочки не могут проникнуть ...
	Наблюдались и лёгкие формы заболевания, которые обусловлены небольшим перфоративным отверстием и сохранностью хитиновой оболочки паразита. В этих случаях присутствует только перицистобилиарный свищ, который является наиболее распространённой формой ци...
	Патологоанатомически процесс формирования свища проходит три стадии: 1) эрозивная, 2) стадия разрыва и 3) полная фистула. По мере роста паразита происходит увеличение всех компонентов кисты, что приводит к повышению внутрикистозного давления и растяже...
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	Плазмтик ҳужайралар юмалоқ ва овал шаклда бўлиб, диаметри ўртача 15-20 мкм ни ташкил қилади. Ёруғлик микроскопида кўрганда ядроси яхши ажралиб туради ва унда бўлакчаларга ажралган гетерохромотинни кўриш мумкин ва ядрочаси нисбатан йирикроқ бўлиб тиниқ...
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	Сурункали эндометрит - бу бачадоннинг ички қаватининг яллиғланиши ҳисобланади. Сурункали эндометрит - бу срункали узоқ вақт яллиғланиш натижасида эндометрий қаватида структур морфологик ўзгаришларга олиб келади [6]. Сурункали эндометрит махсус (специ...
	Олинган натижаларда бачадоннинг строма қаватида маркернинг экспрессияси нисбатан кўпроқ кузатилди. Олинган материалнинг деярли барчасида турли даражада экспрессия аниқланди ва уларни экспрессияланиш даражасига қараб 2% гача экспрессияланганлар сони 7...
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