.....
T LS
'

s o A\
w &

o
Jm

e

[s o‘linical
disciplines,,

~
~
o
!-‘
R
o
S—
=%
=
—_—
5
)
~
A=
—
~N
=
R
-
=
=
=
=~
o
=
5
=]




©)O Tadcjiqot uz BYXOPO JABYIAT THGGHET 070N,
@OQ)I@ WHCTUTYTH é ® ¢ 5\

ISSN 3030-3877

DOI Journal 10.26739/3030-3877

ANNALS OF CLINICAL DISCIPLINE

2 ung, 3/1 COH

AHHAJIBI KITMHWYECKWX QUCLINANK

TOM 2, HOMEP 3/1

KNUHUK ®AHNAP HUNHOMACH

VOLUME 2, 1SSUE 3/1

TOLWIKEHT-2025
[=]:7



ANNALS OF CLINICAL DISCIPLINE

AHHANbI KUHUYECKUX SUCLMNIUH | KNUHUK GAHNAP MUMHOMACH

Ne3/1 (2025) DOI http://dx.doi.org/10.26739/0000-0000-2025-3/1

BOSH MUHARRIR: | [/TABHbIM PEMAKTP: | CHIEF EDITOR;

BOSH MUHARRIR O'RINBOSARI: | SAMECTUTE/b
[MABHOr0 PENAKTOPA: | DEPUTY CHIEF EDITOR:

Sh. J. Teshayev
“Klinik fanlar yilnomasi” jurnali bosh
mubharriri, Buxoro davlat tibbiyot instituti
rektori, t.f.d., professor

D. A. Xasanova
“Klinik fanlar yilnomasi” jurnali bosh
mubharrir o‘rinbosari, Buxoro davlat tibbiyot
instituti anatomiya va klinik anatomiya
kafedrasi professori, DSc

PEMAKLIUOHHAA KONAETWS: PEIAKLLVOHHDIW COBET:

- UK. Abdullayeva - “Klinik fanlar yilnomasi” jurnali
mas’ul kotibi, Buxoro davlat tibbiyot instituti fakultet va
gospital terapiya, nefrologiya va gemodializ kafedrasi
dotsenti, DSc;

- M.J. Sanoyeva - Buxoro davlat tibbiyot instituti
nevrologiya kafedrasi dotsenti, DSc

- A.G. Gadayev — Toshkent tibbiyot akademiyasi 3-son
ichki kasalliklar kafedrasi professori, t.f.d.

- A.R. Obloqulov - Buxoro davlat tibbiyot instituti,
yuqumli  kasalliklar va bolalar yuqumli Kkasalliklari
kafedrasi mudiri, t.f.d., professor

- D.A. Nabiyeva — Toshkent tibbiyot akademiyasi, 1-son
fakultet va gospital terapiya, kasb kasalliklari kafedrasi
mudiri, t.f.d., professor

- Sh.T. O‘roqov - Buxoro davlat tibbiyot instituti xirurgik
kasalliklar kafedarsi mudiri, DSc, dotsent

- M.M. Karimov — Respublika ixtisoslashtirilgan terapiya
va reabilitatsiya  ilmiy-amaliy  tibbiyot = markazi
“Gastroenterologiya” ilmiy laboratoriyasi boshlig‘i, t.f.d.,
professor

- N.U. Narzullayev - Buxoro davlat tibbiyot instituti
otorinilaringologiya kafedrasi professori, DSc

- G.N. Sobirova - Toshkent tibbiyot akademiyasi
reabilitatsiya va jismoniy tarbiya kafedrasi professori, t.f.d.
- F.S. Raupov - Buxoro davlat tibbiyot instituti bolalar
xirurgik kasalliklari kafedrasi mudiri, DSc, dotsent

- Sh.B. Axrorova - Buxoro davlat tibbiyot instituti,
nevrologiya kafedrasi dotsenti, DSc.

- V.R. Akramov - Buxoro davlat tibbiyot instituti
travmatologiya va neyroxirurgiya kafedrasi mudiri, DSc,
dotsent

- 1.LK. Sadulloyeva - Buxoro davlat tibbiyot instituti bolalar
kasalliklari  propedevtikasi va bolalar nevrologiyasi
kafedrasi mudiri, DSc, dotsent

- G.J. Jarilkasinova - Buxoro davlat tibbiyot instituti
oilaviy shifokorlarni gayta tayyorlash kafedrasi professori,
DSc

- US. Mamedov - Buxoro davlat tibbiyot instituti
onkologiya kafedrasi mudiri, DSc, dotsent

- ALA. Saidov - Buxoro davlat tibbiyot instituti ortopedik
stomatologiya va ortodontiya kafedrasi professori DSc

- N.N. Karimova - Buxoro davlat tibbiyot instituti 3-son
akusherlik va ginekologiya kafedrasi mudiri, DSc, dotsent

- U.K. Qayumov - tibbiyot xodimlarini kasbiy malakasini
oshirish markazi ichki kasalliklar kafedrasi mudiri, t.f.d.,
professor

- M.E. Raximova - Toshkent tibbiyot akademiyasi, 3-son
ichki kasalliklar kafedrasi dotsenti, t.f.d.

- R.I. To’raqulov - Toshkent tibbiyot akademiyasi, 3-son
ichki kasalliklar kafedrasi professori, t.f.d.

- Ch.S. Pavlov - .M. Sechenov nomidagi birinchi Moskva
davlat tibbiyot universiteti terapiya kafedrasi mudiri, t.f.d.,
professor

- L.B. Novikova — Rossiya Federatsiyasi Sog‘ligni saglash
vazirligining “Janubiy Ural davlat tibbiyot universiteti”
federal davlat byudjet oliy ta’lim  muassasasi
dermatovenerologiya kafedrasi professori, t.f.d.

- O.1. Letyayeva - Rossiya Federatsiyasi Sog‘ligni saglash
vazirligining “Janubiy Ural davlat tibbiyot universiteti”
federal davlat byudjet oliy ta’lim  muassasasi
dermatovenerologiya kafedrasi professori, t.f.d.

- LV. Reverchuk - LKant nomidagi Boltiq federal
universiteti psixonevrologiya va psixosomatika kafedrasi
mudiri, t.f.d., professor

- Edip Gonullu - 1zmir Bakirchay universiteti anesteziya
va reanimatsiya kafedrasi dotsenti, t.f.d.

- Eva Lietto — Italiya Campania universiteti “Luigi
Vanvitelli”ning tarjima tibbiyot fanlari kafedrasi mudiri,
t.f.d., professor

XypHan BkItoUeH B nepedeHb BAK HaLMOHaNbHbIX HayYHbIX M34aHWIA, peKOMEHyeMbIX Anst Ny6amMKaLmum OCHOBHbBIX
Hay4HbIX Pe3YyNbTaTOB AMCCEPTaLMA MO MeOULMHCKM Haykam nocTaHoBneHvem N2 369/6 ot 5 anpens 2025 1.

© Page Maker | BepcTka | CaxuchanoBum: XypLuva Mnpsaxmenos

O :xypHaie
JKypHai 3aperucTpupoBaH B ATGHTCTBO HH(GOpPMALIUH 1
MacCOBBIX KOMMYHHKAIMH TPU A IMHHUCTPALAN
[pesunenra Pecrybnuku Y36ekucran
Ne C-239963 ot 14 mapra 2024 roma

Anpec penakiun: Pecrry6nmka Y36ekucran, 200114,
r. byxapa, yn. ['oxmyBan, 23
Temedom: +998(65)2230050
Caiir: https://tadqiqot.uz/index.php/spjacd
e-mail: abumkurl4@gmail.com



http://dx.doi.org/10.26739/0000-0000-2025-3/1
mailto:abumkur14@gmail.com

1. Abdullayeva U.K., Rakhimova M.B.
Pomegranate seed oil for ulcerative COlItIS............coooiiiiiiiii el D

2. Abdurakhmonova Q., Rakhimbaeva G.
Inflammatory biomarkers and insulin resistance in acute ischemic stroke of different etiologies...12

3. Boymuradov Sh.A., Khatamov U.A.
Biomechanical and clinical analysis of atypical counterforces in maxillofacial trauma from
electromechaniCal IMPACES..........oiii it a e erbe e e e nes 19

4. Baymuratova A.Ch.
Tizza bo‘g‘imi ichki strukturasi jarohatlanishlarini utt orqali klinik baholash va fizioterapevtik
reabilitatsiyani optimallashtirish ... 00020

5. Boboyev Sh.R., Saidov G.N., Keldiyorova Z.D.
Tajribaviy oshgozon-ichak traktining sirka kislotasi bilan kimyoviy kuyishida yo'g'on ichak
devoridagi morfologik o zgarishlarning qiyosiy tavsifi.........ccccceeeiiiiiiie i 32

6. Jumaeva G.A.
Klinik farmakologiyada innovatsion o‘quv modeli: talaba markazli yondashuv........................ 38

7. Keldiyorova Z.D., Zaripova S.O.
O'tkir respirator virusli infeksiyalar va torch- infeksiyasi bilan kasallangan bolalarda klinik-
laborator 0 ZgariShlar. ... .. ..o e a2 A3

8. Khalikova F.Sh.
Morphological structure of the thyroid gland of white rats in chemotherapy of breast cancer........ 51

9. Mirzayeva M.R., Yodgorova M.Sh.
Latent course of liver fibrosis in patients with chronic hepatitis B: comparative evaluation of
noninvasive diagnostic methods (APRI, FIB-4 and fibroscan)...........cccccoevveiieiiiiiic e 58

10. Muradimova A.R., Madjidova Y.N., Khidoyatova D.N., Sharipov F.R.
Bioacoustic correction of cognitive impairment in stroke patients...........ccccceveveiecveresese e, 69

11. Najmutdinova D.Q., Ismoilova Sh.S.
2-tur natriy-glyukoza kotransportyori ingibitorlarini go‘llashda jigar fibroz ko‘rsatkichlari va
insulinga rezistentlik diNAMIKASI..........c.coiiiiiiiie i 74

12. Nazirxujayev F.A.
Farg’ona viloyati aholisi orasida “O‘rta yer dengizi parxezi’ni qo‘llash orgali surunkali pankreatit
xurujlari profilaktikasini optimallashtiris.............cccoiiiiiiiic 79

13. Nurmatova O.A.
Bolalarda nefrotik sindromning profilaktikasini takomillashtirish yo‘llari (Farg‘ona viloyati
AT ET ] 1o - ) RSO SRPUPRPRRN 84

14. Ortigboev J.O. Molecular genetic analysis of the renin-angiotensin system in chronic kidney
(0 1T=T G- OSSPSR RP P UPRR 89



15. Oxunova M.J.
Farg‘ona viloyatida 3 yoshgacha bolalarda pnevmoniya rivojlanishiga ta’sir etuvchi asosiy xavf
(0] 00 T1 1 - o TSPV RUR PR 95

16. Rasulova N.R. Temirova N.R.

17. Raxmatullayeva G.K., Axmedova N.A., Kasimova M.B., Xudayberganova N.X.
Oshgozon-ichak kasalliklarida so"rovnoma o tkazish va uni o' rganish............cccccoeveieiiiiiceen, 108

18. Subkhanova Z.S., Raimkulova N.R.
Interrelationship between gastroesophageal reflux disease and respiratory diseases: general
pathogenetic mechanisms and modern research findings..........cccovveie i 112

19. Subxanova Z.S., Raimkulova N.R.
Gastroezofageal reflyuks kasalligi, surunkali obstruktiv o‘pka kasalligi va bronxial astma:
komorbidlikning dolzarh masalalari...............cooiiiiiiicie e 115

20. Temirova M.B., Kasimova M.B., Axmedova N.A.
Metabolik assotsirlangan jigar yog‘ kasalligida bemorlarning tana tuzilishini bioimpedance
spektroskopiya yordamida baholash............c.cooiiiiiiiiiic e 118

21. Tukhtaeva N.Kh., Musayev H.N.
Development of gastropathy against the background of nonsteroidal anti-inflammatory drugs in

22. Abpynnaesa Y.K., PaxumoBa M.b.
Spany KOTUT XaB( OMUIIIAPH: 3AMOHABHM KAPAIIIIIAD. ... .vevveeureensressseessreeseesasesssneasseesssesssnsaneesseens 128

23. Adayaxakos Y., Aoaynxakos M.U.
OOmeBpaueOHast mnpakTHKa Kak A(QQeKTuBHas Mojaenb MNPO(YUIAKTUKH HEUHPEKIMOHHBIX
T TUTO N (5221 171 TP TP TSP TP PR PRSP 132

24. Anmzosa C.P., Hocupoga 3.7K.
[TpeskaMIiCust OTHPIIANTYBUIA TEMOCTA3 TUSUMUHHUHT TABCHPH . ....eevveereesreertesseeseesseeiessaesseessessens 143

25. Axkpamo O.3., AdasizoB O.B., Kagsipos LY.
VHHOBAIIMOHHBIE TOIXO0AbI HEUPOBU3YAIM3AINH TIPHU OMYXOJAX (PYHKIIMOHATHHO BaXKHBIX Y4aCTKOB
LY (0] W i (S5 1<) TR USRS P TP TP PP 149

26. Anukyaosa H.A., Ypunosa I'.M.
Must wunbpapktu Ba CMM  yTkasran OemopiapAa KIMHUK-QYHKLIMOHAN —KypcaTKu4djap
TITTHAMUKACH. ... eeeevettnsessesssssssas s ssssssssssssasssssssssesssssann s ssessssess st s ssessessssssnn s ssessesesssansessessnn s sseseesesnnnnnnn 156

27. AnumoB A.A., AnumoB A.B., lllapunos A.M., lllouxkpamos L1.I11.
[Tpoduns MHOTPOMHON MOAJEPKKH y JAETed TOocie KOPPEKIHH BPOXKAEHHBIX MOPOKOB Cepla:
9acTOTA, TO3bI U JTUHAMMKA TIPUMEHEHHS . ... ..veeuveineeaureaieaasseeaseeasseesaseesseeasseasssessssessseesseessseessseansessns 166

28. Auiioky.aos P.P., Akpamos B.P., Hypanues ®.H.
Kekca Ba kapu €mjaru maxciaapa ToHapTPO3HUHT KIMHUK-UMMYHOJIOTHK JKUXATIAPH. ......cc...... 172



29. Acagos X.D.
Xupyprusi MUTPEHH: CPaBHUTENBHBIN aHAIN3 ABYX XUPYPTUUYECKUX METOAMK JICYCHHS BUCOYHOMU
MUTPEHU: HEHPOIKTOMHUS U JEKOMITPECCHUS BETBU CKYTOBUCOUHOTO HEPBA. ... uveeureeneeerireanneeseeesenss 182

30. Ackapos HLI.II., Canaxutaunos L. H.
[lepcnieKTUBHBIE MHTEPBEHIMOHHBIE TEXHOJIOTUM MPU TPOMOOTHYECKUX OCIOKHEHHUSAX OCTPOro
KOPOHAPHOTO CHHIIPOM. ... exteeseesteeasteasneeaaseessseasseaasseessseasseesssesasesssssasnsesasssssseassessnsesssssssseenseessseens 187

31. 'agaeB A., Xaaumona X., I'agaena H.
VYHOKaHUHT CYpYHKaldM OOCTPYKTMB KacalIUTW Ba apTepHal TuUIepTeH3usaa Oyihpakiap
TUCQOYKIHSICH (ATAOUETITAP TITAPXI)....vevvevreanseesaeeesseessseesseeesseesssessseeasseesseesssesssseesssesssesssseensessnnessses 193

32. T'agpdoposa B.®., Xomkuena /I.T.
Knuauko-Heipopu3nonoruueckue XapakTepucTUKH (PeOpUIbHBIX CYIOPOT Y ACTEH.....ccvvvvveunene. 200

33. laBaerosa I1L.B.
Ponb MUKPOOHOTHI KHIIIEYHHUKA B PA3BUTHH HEBPOJIOTUYECKUX 3a00JIEBAHUN Y ICTEH.......ccuveneeene 205

34. JamunoB B.T., Optukooes 7K.O.
VYpoBeHb BUTaMUHOB Ipynnbl B u BuramuHa /| y OONBHBIX C XPOHUYECKOH OOJE3HBIO MOYEK B
3aBUCHUMOCTH OT MIPOTPECCUPOBAHUS 3A00TICBAHUS. ... vereveerreenreaseeessreasseesnsessseessseasseesssesssseaseesnes 216

35. Ixkypaes U.b., Kypoanos O.M., ba6ana3zapos Y.T.
Knunndeckue mposiBICHUS MATOJIOTHH JKeTyIKa Y OOIbHBIX B KPUTHYECKOM COCTOSIHUU B YCIIOBHSIX
HICKYCCTBEHHOTO JIBIXAHUS ... teeuuteseeessteasueasssesasesasteesseasaseeasseasssesseessseasseaasseesseeessessnnesssesssneensessnseens 221

36. ZKanaaosa B.3.
OnTtuMu3anusi BOCCTAHOBUTENBHBIX IPOLECCOB MpU (U3NYECKUX Harpy3kax C IOMOIIBIO
CHUPYIUHBL: MOP(HOPYHKITHOHATHHBIC U KITMHHUUECKUE ACTICKTBL. . cuvveseeesureasreaseessseeanraesneassneesenes 229

37. U6onyanaesa H.M.
bauanon capaToH onau KacaJulMKJIapu OynraH aémiapia HEBPOJOTMK Ba ICHXO3MOIMOHAI
Y3rapuIIIapHUHT HCUXOCOMATUK HKUXATIIAPH . ....ccvirvirisiisisstssie s e st s st b s sh s 237

38. UuositoB A 1L, Pa:xxamatoB T.P., Ymapos b.51.
OyHKIMOHATBHASI © UMMYHOJIOTHYECKast 000CHOBAaHHOCTh MPUMEHEHHUS IIIEYHOTO KUPOBOTO
JIOCKYTa MPH MATATOIIIACTUKE B JIETCKOM BOBPACTE. 1. evvevveteestessesseasseastesssesseessessseseessesssesssessessses 241



ANNALS OF CLINICAL DISCIPLINE | AHHATbI KUHUSECKX JUCLIMNMUK | KAVHIK OAHTAP AATHOMACH

Ry /J SCIENTIFIC AND PRACTICAL JOURNAL  ssn:oooo-o0oo
ANNALS OF CLINICAL DISCIPLINE

AHHANTB! KTMHWYECKMX QUCLUNNMH BUKHARA
STATE MEDICAL

KIMHUK OAHIAP WATHOMACH INSTITUTE

Tukhtaeva N.Kh., 2Musayev H.N.
https://orcid.org/0009-0006-8181-041X
%https://orcid.org/0009-0005-6533-8568

Tashkent State Medical University, Tashkent, Uzbekistan

DEVELOPMENT OF GASTROPATHY AGAINST THE BACKGROUND OF
NONSTEROIDAL ANTI-INFLAMMATORY DRUGS IN PATIENTS WITH
RHEUMATOID ARTHRITIS AGAINST THE BACKGROUND OF VIRULENT GENES
OF HELICOBACTER PYLORI

d - http://dx.doi.org/10.5281/zenodo.17352845

ABSTRACT
The article provides data on the result of a molecular genetic study of the genotypic
characteristics of Helicobacter pylori in the formation of NSAIDs of gastropathy in patients with
rheumatoid arthritis. Purpose of the study. Molecular-genetic study of the genotypic features of H.
pylori in the formation of NSAID gastropathy in RA patients for the prevention of gastroduodenal
lesions. Materials and research methods. The research is based on the genomic DNA of H. pylori,
isolated from a biopsy of the antrum of 82 patients with RA and 22 healthy individuals. The
genotype of H. pylori CagA, vacaml, vacam2, vacAsl, vacas2, vacaslb, vacaslc, iceal, icea2, HP
was determined in biopsy samples. Results. Thus, according to the molecular genetic study, the
pathogenic strain VacA m2 (x?=4,12 p=0.011), IceA 2 (=6,71 p=0.036) prevails in patients with RA
of the 2nd degree of activity. Conclusion. Our preliminary results suggest that the H. Pylori vaca
m2 and icea 2 may be considered as additional markers of NSAID-gastropathy in rheumatoid
arthritis.
Keywords: H. Pylori, rheumatoid arthritis, gastropathies, pcr, molecular genetic study.

Tyxraesa H.X., Mycaes X.H.
TamkeHTCKu roCy 1apCTBEHHBIA MEAUIMHCKAN
yHHUBepcuTeT, TamkeHt, Y30ekuctan

PA3BUTHUE 'ACTPOITATUHN HA ®OHE HECTEPOU/IHBIX
IMPOTUBOBOCHAJIUTEJBHBIX CPEIACTB Y BOJIBHBIX PEBMATOUNHBIM
APTPUTOM HA ®OHE BUPYJIEHTHBIX 'EHOB HELICOBACTER PYLORI

AHHOTALIUSA

B crartbe mpUBOIATCS AaHHBIC O PE3yJIbTATe MOJICKYJISIPHO-TEHETHYECKOTO HCCIICIOBAHMUS
reHoTunuueckux ocobenHocreit Helicobacter pylori B ¢opmupoannun HIIBC ractpomaruu y
OONBHBIX C peBMaTOMIHBIM apTpuToM. Llenb wuccienoBanus. MONCKYISIPHO-TCHETUYECKOS
HCClIeIoBaHNe TeHOoTHIUYeckux ocobenHocreit Helicobacter pylori B ¢dopmuposanuun HIIBC
racTporiati 'y OonbHBIX PA ¢ 1enpio OpOGHIAKTHKH TacTPOAYO/CHANBHBIX MMOPAKCHUIA.
Matepualisl 1 METO/IBI UCCIICIOBaHUs. Marepuaaom uccieaoBanus mociyskuia renomHas JTHK H.
pylori., BeiienieHHas u3 Guonrtara aHTPaIbHOTO OTAea *Keayaka 82 6oabHBIX PA u 22 310pOBBIX
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mun. B GuoncuitHeix obpasuax ompenensuiiu reHorun H.pylori cagA, vacAml, vacAm?2, vacAsl,
vacAs2, vacAslb, vacAslc, iceAl, iceA2, HP. Pesynbrathl. [lo ngaHHBIM MOJEKYJISIPHO-
TeHETHYECKOTO MCCleoBaHUs y O0NbHBIX ¢ PA 2 cTemeHn akKTUBHOCTH MPEBATUPYET MATOT€HHBIH
mramM VacA m2 (x*=4,12 p=0.011), IceA 2 (=6,71 p=0.036). 3akmouenue. IloaydeHHBIE
MIpeIBApUTENIbHBIE PE3yIbTaThl MO3BOJSIOT MPEANONIOKHUTH, 4TO TeHbl H. Pylori VacA m2 u IceA 2
MOT'YT paccMaTpUBaThCs Kak JOMOJIHUTENIbHbIE Mapkepbl Bo3HUKHOBeHUs1 HIIBC-ractponaruu npu
PEBMAaTOUITHOM apTpUTE.

Kurouesbie cioBa: H. pylori, peBMaTOMIHBINA apTPUT, racTpOMaTHsl, MIP, MOJCKYISPHO-
TEHETHUUYECKOE MCCIIEI0BAHUE.

Tyxraesa H.X., MycaeB X.X.
Tomxkent naBnat TMOOUET yHUBEpCUTETH, TOLIKEHT, Y30€KUCTOH

PEBMATOUI APTPUT BUJIAH OFPUT'AH BEMOPJIAPJIA HELICOBACTER
PYLORI BUPYJIEHT 'EHJIAPU ®OHUJA HOCTEPOU/ SVIVIMFJIAHUIIT A KAPILIHA
JOPUJIAP TABCUPUJIA 'ACTPOITATUAHUHI' PUBOKJIAHUIIIN

AHHOTALUSA
Makonana peBMaTouJ apTpUT OWiIaH OFpuran Oemopiapla HOCTEPOUH SIUIMFIAHHIITA
Kapmn  gopu Bocutamapu (HSAKJIB) racrponaruscu maxtanummaa Helicobacter pylori
TEHOTUIIUK XYCYCHUSITJIIADUHUHT  MOJEKYJSP-TEHEeTUK TAAKUKOT HAaTWXKajapu KEeJNTHUPUITaH.
Tankukor makcaau: PA Owunan orpuran Oemopiiaplia racTpoIyojA€HaN IMIMKACTIAHUIIAPHUHT
onauuu omum yuyH HSAKJIB racrpomatusicu maxiutanummaa Helicobacter pylori renotunuk
XYCYCHSTIAPUHH MOJIEKYJISIp-TEHETUK ypranuil. TaaKMKOT MaTepUaulapy Ba ycyiuiapu: TaaKuKoT
matepuanu cudaruna 82 Hadap PA Ounan xacayutanran 6emop Ba 22 Hadap COFJIOM IIAXCHUHT
OLIKO30H aHTpaJl KUICMMJIaH OJIMHraH OmontarnaH axpaTu® onmuurad H. pylori renomuk {HKcu
xu3mar Kwinu. buomncus Hamynanmapupa H.pylori cagA, vacAml, vacAm?2, vacAsl, vacAs2,
vacAslb, vacAslc, iceAl, iceA2, HP renorurapu anuknanau. Hatnxanap: Monekynsp-reHeTUK
TAJAKUKOT MabJiyMOTJIapura kypa, 2-gapaxkanu Qaosnukka sra PA Ounan ofpuran Gemopiapiaa
VacA m2 (x2=4,12 n1=0,011) Ba IceA 2 (x2=6,71 n1=0,036) maroreH mramMmiIapu YCTYHIUK KHJIAIH.
Xynoca: OnuHraH AacTiiabKu HaTwxajgap WyHdH kypcartaauku, H. pylori VacA m2 Ba IceA 2
rennapu pesmaroun aprpuriaa HAKJIB racrponaTtusicu nailio OYIUIIMHUHT KYIIMMYa MapKepiapu
cudaruaa Kapanuu MyMkuH. Hatmwxanap. Mosekyssip-reHeTUK TaJIKUKOT MabIyMOTIapura Kypa,
¢baonnuk napaxacu 2 6ynran PA Ounan orpuran 6emopnapna BacA m2 (x2=4,12 p=0,011), HceA
2 (=6,71 p=0,036) nmaroreH mWTaMMH YCTYHJUK Kuianu. Xynoca. OnuHran gactiaaOKy HaTHXKanap
H. pylori 6akrepuscununr VacA M2 Ba IceA 2 rennapuHd peBMATOM]I apTPUTIA HOCTEPOU
syuaEnanumra  Kapum  Bocutanap (HAKZB) ractpomatusich pUBOKJIAHWIIMHUHT — KYIIMMYa
OenruwinoBynIapu cudarua Kypuo YMKUII MyMKHHIUTUHE TaXMUH KWJINIITA UIMKOH Oepaju.
Kamut cy3nap: H. pylori, peBmaroun aprtput, racrpomatus, [I13P, Monekynsp-reHeTHK
TEKILIUPYB.

Introduction. Rheumatoid arthritis (RA) is a progressive autoimmune disease of unknown
etiology with predominant joint damage, characterized by the development of chronic erosive
arthritis and frequent systemic inflammation of internal organs [1]. NSAIDs are an important
component of the complex therapy of rheumatic diseases. At least 68.5% of patients with
rheumatoid arthritis are constantly taking NSAIDs [2]. Therefore, among patients with RA, the
highest incidence of NSAID-associated gastropathy, erosive and ulcerative lesions complicated by
gastrointestinal bleeding and other complications [3]. Therefore, the use of non-steroidal anti-
inflammatory drugs (NSAIDs) is also a factor in ulcerogenesis. However, the influence of
pathogenic factors of H. pylori on the likelihood of erosive and ulcerative damage to the
gastroduodenal zone induced by NSAID intake has not been sufficiently studied.
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Numerous studies have focused on the prevalence and role of putative H. pylori virulence
genes in the pathogenesis of diseases. The genomic sequence of H. pylori is very diverse and is a
powerful tool for understanding evolution and disease, for identifying factors that cause a higher
risk of severe consequences, and for finding new approaches to therapy [4, 11]. Assessment of the
pathogenicity of Helicobacter pylori is relatively difficult, as H. pylori isolates exhibit a high degree
of geographic variation, with certain H. pylori genotypes associated with a more severe clinical
outcome in some regions, while in other studied populations they are presented as practically
harmless options [7, 12]. Moreover, differences between East Asian and Western strains support the
hypothesis that the degree of gastroduodenal pathology depends on the complex relationships
between host genetics, environmental factors, and combinations of different H. pylori virulence
genes [8]. Although the importance of most H. pylori virulence genes has not et been uniformly
explained, knowledge of their role in pathogenesis as well as disease outcome has improved
significantly over the past two decades. A number of studies have analyzed the relationship of
Helicobacter pylori genes (cagA, vacAml, vacAm2, vacAsl, vacAsla, vacAslb, vacAslc, vacAs2,
babA, iceAl, iceA2, dupA) with the development of gastritis, gastroduodenal ulcers, and stomach
cancer [9].

Purpose of the study. Molecular genetic study of the genotypic features of Helicobacter
pylori in the formation of NSAID gastropathy in patients with RA in order to prevent
gastroduodenal lesions.

Material and methods. 82 patients with rheumatoid arthritis (71 (84%) women and 11
(16%) men) who were inpatient treatment in the rheumatology department of the Tashkent Medical
Academy multidisciplinary clinic and who had been using NSAIDs for a long time were examined.
The control group consisted of 22 healthy individuals. On the basis of laboratory examinations, the
patients were divided into 2 groups, according to the degree of activity of R.A. The material for the
study was the genomic DNA of H. pylori, isolated from a biopsy specimen of the antrum of the
stomach. Molecular genetic studies were carried out at the Republican Scientific and Practical
Medical Center of Hematology of the Republic of Uzbekistan. The molecular genetic part of the
work included several stages: 1. Selection and optimization of the operation of oligoprimer systems
for H. pylori virulence genes. 2. Collection of biological material 3. Extraction of DNA from
biological material. 4. Carrying out PCR. 5. Conducting electrophoresis and visualizing the results.
Mutations were identified by polymerase chain reaction (PCR) using known primer sequences
kindly provided by the Center of High Technologies. PCR was performed using kits from Litekh
(Russia) and Amplisens (Russia). In all examined individuals, the genotype of H. pylori cagA,
vacAm1, vacAm2, vacAsl, vacAs2, vacAslb, vacAslc, iceAl, iceA2 was determined from biopsy
samples. The estimation of the distributions deviation of the studied DNA genotypes
polymorphisms from the canonical Hardy-Weinberg, distribution was carried out using the
computer program for the analysis of genetic data “GenePop” (“Genetics of Population”)
(http://wbiomed.curtin.edu.au/genepop ). The software package "OpenEpi 2009, Version 2.9" was
used as a calculation tool.

Results and discussion. The human bacterial pathogen Helicobacter pylori, the subject of
intensive research since its first description in 1984, affects half of the world's population [6]. The
first H. pylori genome sequence was published in 1997 (Tomb et al. 1997), and it was the first
bacterium for which two genome sequences became available in 1999 (Alm et al. 1999). These two
strains showed high levels of genomic differences, both at the sequence level and at the predicted
gene level. Helicobacter pylori lends itself to natural transformation, and mutations, recombination
and frequent genetic exchange have led to a high level of genome variability, which can be
observed over time even in one patient (Kuipers et al. 2000).) The chromosome contains genes that
encode a cluster of urease genes, different cytotoxins and cag island of pathogenicity. Toxins
include cytotoxin, a stretching cytotoxin, vacuolizing cytotoxin (VacA), which induces apopoptosis
of host epithelial cells (cell death), and a cytotoxin-associated antigen (CagA), which leads to
altered host cell signaling pathways. The CagA protein is translocated into host cells by the type IV
secretion system encoded by the cag pathogenicity islet [5].
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Our studies made it possible to select and optimize the operation of H. pylori gene
oligoprimer systems. The developed methodology became the basis for genotyping of H. pylori
genes in RA patients with and without gastropathy, which made it possible to conduct preliminary
molecular genetic studies to determine the frequency of occurrence of allelic variants of the above
genes among conditionally healthy and sick patients. Optimization of molecular genetic methods
for detecting H. pylori virulence genes will help increase the efficiency and reduce the cost of the
study.

Many studies have assessed the influence of genes of the H. pylori microorganism on the
development of gastritis, peptic ulcer and stomach cancer, however, the information available in the
literature on the role of the H. pylori genotype in the development of gastroduodenal diseases is
contradictory.

As a result of the molecular genetic study, no statistically significant differences were found
between the groups of patients in the degree of activity (p> 0.05). But at the same time, in the group
of patients with the 2nd degree of RA activity, the spectrum of H. pylori genotypes was
significantly different, vacAm2 and iceA2 were much more common. The vacA gene has 2 regions:
signal - s (signal) and middle - m (middle). In the signaling s-region of the gene, two allelic variants
are distinguished - s1 and s2. The middle m-region also has two allelic types - m1 or m2. The
amount of VacA cytotoxin generated depends on the genotype of the strain. H. pylori strains
vacAslml produce the greatest amount of VacA cytotoxin and are more often associated with
peptic ulcers [5].

Genes cagA, vacAml, vacAsl, vacAsla, vacAslb, vacAslc, iceAl were equally often
detected in patients with 1 and 2 degrees of RA activity. In patients who constantly took NSAIDs
before therapy with Diclofenac sodium and continued to take them in the future, did not lead to a
change in the frequency of the spectrum of H. pylori genotypes. The results of molecular genetic
studies are presented in table 1.

Table 1

Indicators of molecular genetic study of H. pylori virulence genes in patients with RA of

I and Il degrees of activity

H. pylori| RA of the 1st RA of the 1st healthy Statistics
genotypes degree of degree of activity individuals
activity N= 33 N=49 N=22

N % N % N %
cagA 16 48 21 43 7 31 x%=0,05 p=0.11
vacAml 17 50 22 45 5 22 x%=0,20 p=0.712
vacAm?2 14 43 34 70 - - x*=4,12 p=0.011
vacAsl 13 40 17 35 4 18 x?=0,09 p=0.671
vacAs2 8 25 29 60 - - x*=0,55 p=0.550
vacAslb 2 6 3 7 1 5 x?=0,09 p=1.09
iceAl 7 22 11 23 3 14 x?=0,90 p=1.09
iceA2 10 30 25 52 - - x%=6,71 p=0.036

Thus, according to the data of a molecular genetic study, the pathogenic strain VacA mz2,
IceA 2 prevails in patients with RA of the 2nd degree of activity.

Conclusion. Our preliminary results suggest that H. Pylori genes VacA m2, IceA 2 can be
considered as an additional markers of NSAID gastropathy in rheumatoid arthritis.
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