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I'naBHbI pegakrop:

Tamken6aeBa JaeoHopa HermaToBHa
O00KMOP MEOUYUHCKUX HAYK, npodeccop, 3asedyiowas Kagedpoti enymperHux 6onesnetl u kapouonozuu Ne2 Camapkanockozo
T'ocyoapcmeennoeo meouyunckozo ynusepcumema, npedceoamensv Accoyuayuu mepanesmos Camaprxanockoti obracmu.
https://orcid.org/0000-0001-5705-4972
|

3amecTUTEIb IJIABHOTO peaakropa:

Xaii0yauna 3apuna PycianoBHa
00KMOP MEOUYUHCKUX HAYK, PYKOBOOUMENLb OMOeNd OUOXUMUU € 2PYNNOL MUKPOOUOLO2UU
I'Y «PCHIIMLIX um. axao. B. Baxuoosay https://orcid.org/0000-0002-9942-2910

YNEHDI PESAKLUOHHOM KONMETM:

Aassu Anuc JlroTdyniaeBny Puzaes Kacyp AnumakaHnoBu4
axademuk AH PY3, 0okmop meouyunckux O00KMOPp MeOUYUHCKUX HAVK, npogeccop, Pekmop
nayx, npogeccop, Ilpedcedamensy Accoyuayuu Camapranockozo 20cyo0apcmeenio20 MeouyuHcKo2o
Tepanesmos Y36exucmana, Cogemnux oupekmopa yuugepcumema, https://orcid.org/0000-0001-5468-9403
Pecnybnuxanckozo cneyuaiusuposanHo20 HayuHo-

NpaKmu4ecko2o yenmpa mepanuu u MeOUYyuHCKou 3usayanaes Llyxpar XynoiidepaneBuyu
peabunumayuu (Tawxenm) 00KMOP MEOUYUHCKUX HAYK, Npodeccop, nepablil

https://orcid.org/0000-0002-0933-4993 samecmumens QUpekmopa no akademuueckoii

Oesmenvrocmu Camapkanockozo guauana
Mesicoynapoonoeo Yuusepcumema Kumé 6 Tawkenme

https://orcid.org/0000-0002-9309-3933

Boxepus Jleo AHTOHOBHY

axkademukx PAH, 0okmop meduyunckux

Hayk, npogeccop, Ilpesudenm nayunozo yenmpa
cepoeuno-cocyoucmoii xupypeuu um. A.H. bakynesa

(Mocxea), https:/forcid.org/0000-0002-6180-2619 Hxan Koak

Ipogheccop, npedcedamenv Cosema Egponetickoco

Kyp6anos PapmanGek JaB1eToBH obujecmea Kapouoio208 no UHCYIbMY, PYKOBOOUMeEb

axademuk AH PY3, 0okmop meouyunckux nayx, npogecop, CheyuanusUpoSaHHotl KapoOuono2uil, 3a6e0yioujutl
Cosemnuk oupexmopa Pecnyonuxancko2o cheyuanusupo8anHo2o omoenenuem Kapouono2uu, Kapouo- u mopaKaibHol
HAYYHO-NPAKMUYECKO20 MEOUYUHCKO20 YeHMPa KapOUuoio2uu Xupypeuu, KOHCyibmanm-kapouonoe, 6onvnuya I nenguno,
(Tawxenm), https://orcid.org/0000-0001-7309-2071 Jlecmep (Benuxobpumanus)
lIkasieB Anexceii EBrenbeBuy Cepruo Bepaapauuu
A.M.H, npogeccop, pekrop DesepanbHOro rocyjapeTBeHHOro Tpogheccop knunuyeckol OGUOXUMUU U KIUHUYECKOU
OI0/KETHOTO 00Pa30BaTEIBHOTO YIPEXKACHHUS BBICIIIETO MOLEKYNAPHOI Buono2ul, 21AGHbLTL 6PAY OMOe
o0pasosanus «VbieBckas rocy1apCTBEHHAs MEUIMHCKAs nabopamopuoil meouyunvl, bonvHuya Ynusepcumema Top
akageMus»» MUHHCTepCTBa 34paBooXpaHeHus Poccuiickoit Bepeama (Pum, Hmaius)

Denepanuu

JIusepko Upuna Biragumuposna

O00KMOP MEOUYUHCKUX HAYK, npogeccop,

3amecmumens oupexmopa no nayke Pecnybnuxanckozo
CReyuanu3upo8aHHo20 HayuHO-NPAKMU4ECcKo20

Michal Tendera

npogheccop xagedpuvl kapouonocuu Bepxnecunesckoeo
Kapouonozauueckoeo yenmpa, Cune3cKuii MeouyuHcKul
ynugepcumem ¢ Kamosuye, [lonvwa (Tlonvwa)

https://orcid.org/0000-0002-0812-6113 MEOUYUHCKO20 YeHmMPa hmusuampuu u ny1oMOHOI0UU
Pecnybnuxu Y36exucman (Tawxenm)
IMokymanos Eprenuii AHATOIbEBIY https://orcid.org/0000-0003-0059-9183
O00KMOP MEOUYUHCKUX HAVK, npogeccop,
3amecmument 2eHepaIbHO20 OUPEKMOopa no Ilyplco Bﬂa}lnan BﬂKTOPOBﬂ‘I
HayKe u pazeumuio cemu KiuHuk «L{enmp noewix 00KMOp MeOUYUHCKUX HayK, npogeccop Ilepsozo
Mmeouyunckux mexwonozuity (LHHMT), (Hosocubupck), Mockosckoeo 2ocydapcmeenHo2o MeOUYUHCKO20
https://orcid.org/0000-0002-2560-5167 ynusepcumema um. U.M. Ceuenosa (Mockesa)

https://orcid.org/0000-0001-8040-3704

3ydapos Mup:xamon MupymapoBu4
O00KMOP MEOUYUHCKUX HAVK, NPOdeccop, pyKosooumeb TpurysioBa Panca XycannoBna
omoena I y «PCHIIMLX um. axkao. B. Baxuooea» JIOKMOP MEOUYUHCKUX HAYK, PYKOBOOUMENb
https://orcid.org/0000-0003-4822-3193 1abopamopu npesenmuenoii kapouorout,
8e0VIULl HAYUHBLIL COMPYOHUK 1abopamopuu
UBC u amepockneposa. Pecnybnuxanckuil
cneyuanu3upoSaHHuIl HayYHO-NPaAKMUYecKull
Meouyunckul yenmp kapouonozuu (Tawxenm)
ORCID- 0000-0003-4339-0670

AxkunnoB XaduoyJia ArayniaeBuq

00KMOPp MeOUYUHCKUX HayK, npogheccop, Jupexmop
Llenmpa pazeumus npogeccuonanvhoil kearugurayuu
Meouyunckux pabomuuxos (Tawxenm)

Hacuposa 3apuna Ax6apoBHa

DSc, ooyenm rkagpedpor nympennux 6oaezneil u Kapouorouu TypaeB ®epy3 Parxy1aeBu4
Ne2 Camapranockozo I'ocyoapcmeennoz2o Meouyunckozo 00KMOP MEOUYUHCKUX HAYK,
ynusepcumema (omeemcmeennviii cekpemaps) ORCID: 0000- Jlupexmop Pecnybnukanckozo cneyuanusuposaHHo2o
0002-8722-0393 (omeemcmeennulii cekpemaps) HAYuHO-NPAKMU4eckKo20 MeOUYUHcKo20 yenmpa

andokpunonozuu umenu axademuxa FO.I'. Typakynosa
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Bosh muharrir:

Tashkenbayeva Eleonora Negmatovna
tibbiyot fanlari doktori,professor, Samargand davlat tibbiyot universiteti 2-sonli ichki kasalliklar va kardiologiya
kafedrasi mudiri, Samargand viloyati vrachlar uyushmasi raisi
https://orsid.org/0000-0001-5705-4972
__________________________________________________________________________________________________________________________________________________|
Bosh muharrir o'rinbosari:

Xaibulina Zarina Ruslanovna
tibbiyot fanlari doktori, “akad V. Vohidov nomidagi RIJM davlat institutining mikrobiologiya guruhi
bilan biokimyo kafedrasi mudiri’” https://orcid.org/0000-0002-9942-2910

TAHRIRIYAT AZOLARI:

Alyavi Anis Lyutfullayevich Rizayev Jasur Alimjanovich
O'zbekiston Respublikasi Fanlar akademiyasining tibbiyot fanlari doktori, professor,
akademigi, tibbiyot fanlari doktori, professor, Samargand davlat tibbiyot universiteti rektori
O"zbekiston Terapevtlar uyushmasi raisi, Respublika https://orcid.org/0000-0001-5468-9403
ixtisoslashtirilgan ilmiy va amaliy tibbiy terapiya markazi

va tibbiy reabilitatsiya direktori maslahatchisi Ziyadullayev Shuxrat Xudoyberdiyevich

(Toshkent), https://orcid.org/0000-0002-0933-4993 tibbiyot fanlari doktori, professor, Toshkent shahridagi Kimyo

xalgaro universitetining Samargand filiali direktorining

Bockeria Leo Antonovich akademik faoliyat bo‘yicha birinchi o‘rinbosari (Toshkent)

Rossiya fanlar akademiyasining akademigi,

tibbiyot fanlari doktori, professor, A.N. Bakuleva https://orcid.org/0000-0002-9309-3933
nomidagi yurak-gon tomir jarrohligi ilmiy markazi
prezidenti (Moskva) Jan Kovak
https://orcid.org/0000-0002-6180-2619 Yevropa kardiologiya jamiyati insult kengashi raisi,
2017 yildan buyon ixtisoslashtirilgan kardiologiya
Kurbanov Ravshanbek Davlatovich kafedrasi rahbari, kardiologiya, yurak va torakal jarrohlik
O'zbekiston Respublikasi Fanlar akademiyasining kafedrasi mudiri, maslahatchi kardiolog Glenfild
akademigi, tibbiyot fanlari doktori, professor, kasalxonasi, Lester (Buyuk Britaniya)

Respublika ixtisoslashtirilgan kardiologiya
ilmiy-amaliy tibbiyot markazining direktor

maslahatchisi (Toshkent) Sergio Bernardini

https://orcid.org/0000-0001-7309-2071 Klinik biokimyo va I_(IiniI§ m_olekylyar bjologiya po'yicha
professor - Laboratoriya tibbiyoti bo'limi bosh shifokori —
Shklyaev Aleksey Evgenievich Tor Vergata universiteti kasalxonasi (Rim-Italiya)
Tibbiyot fanlari doktori, professor, Rossiya
Federatsiyasi Sog'ligni saglash vazirligining Liverko Irina Vladimirovna
"Izhevsk davlat tibbiyot akademiyasi" Federal tibbiyot fanlari doktori, professor,
davlat byudjeti oliy ta'lim muassasasi rektori Respublika ixtisoslashtirilgan ftiziologiya
. va pulmonologiya ilmiy-amaliy tibbiyot
Mixal Tendera markazining ilmiy ishlar bo'yicha

Katovitsadagi Sileziya Tibbiyot Universiteti,
Yuqori Sileziya Kardiologiya Markazi
kardiologiya kafedrasi professori (Polsha)
https://orcid.org/0000-0002-0812-6113

direktor o'rinbosari (Toshkent)
https://orcid.org/0000-0003-0059-9183

Surko Vladimir Viktorovich

Pokushalov Evgeniy Anatolevich tibbiyot fanlar doktori, professori
tibbiyot fanlari doktori, professor, "Yangi I.M. Sechenov nomidagi Birinchi Moskva
tibbiy texnologiyalar markazi" (YTTM) Davlat tibbiyot universiteti (Moskva)
klinik tarmog'ining ilmiy ishlar va rivojlanish https://orcid.org/0000-0001-8040-3704
bo'yicha bosh direktorining o'rinbosari

(Novosibirsk) https://orcid.org/0000-0002-2560-5167 Trigulova Raisa Xusainovna

Tibbiyot fanlari doktori, Profilaktik
kardiologiya laboratoriyasi mudiri,
YulK va ateroskleroz laboratoriyasining
yetakchi ilmiy xodimi. Respublika

Zufarov Mirjamol Mirumarovich
tibbiyot fanlari doktori, professor,
"akad V. Vohidov nomidagi RIJM
davlat muassasasi" bo'limi boshlig'i"

https://orcid.org/0000-0003-4822-3193 __ ixtisoslashtirilgan kardiologiya
ilmiy-amaliy tibbiyot markazi (Toshkent)
Akilov Xabibulla Ataullayevich ORCID- 0000-0003-4339-0670
tibbiyot fanlari doktori, professor, Tibbyot
xodimlarining kasbiy malakasini oshirish Turayev Feruz Fatxullayevich
markazi direktori (Toshkent) tibbiyot fanlari doktori, akademik
) ) Y.X.To‘raqulov nomidagi Respublika
Nasirova Zarina Akbarovna o , ixtisoslashtirilgan endokrinologiya ilmiy
Samargand davlat tibbiyot universiteti 2-sonli ichki kasalliklar

A - ; - amaliy tibbiyot markazi direktori
va kardiologiya kafedrasi dotsenti, DSc (mas'ul kotib) ORCID: . ; i _ _
0000-0002-8722-0393 (mas"ul Kotib) https://orcid.org/0000-0002-1321-4732


https://orsid.org/0000-0001-5705-4972
https://orcid.org/0000-0002-9942-2910
https://orcid.org/0000-0002-0933-4993
https://orcid.org/0000-0002-6180-2619
https://orcid.org/0000-0001-7309-2071
https://orcid.org/0000-0002-0812-6113
https://orcid.org/0000-0002-2560-5167
https://orcid.org/0000-0003-4822-3193
https://orcid.org/0000-0001-5468-9403
https://orcid.org/0000-0002-9309-3933
https://orcid.org/0000-0003-0059-9183
https://orcid.org/0000-0001-8040-3704
https://orcid.org/0000-0002-1321-4732
http://dx.doi.org/10.26739/2181-0974-2026-2/3

JOURNAL OF CARDIORESPIRATORY RESEARCH

N22/3 (2026) DOI http://dx.doi.org/10.26739/2181-0974-2026-2/3
Chief Editor:

Tashkenbaeva Eleonora Negmatovna
Doctor of Medical Sciences, professor, Head of the Department of Internal Diseases and cardiology No. 2 of the Samarkand State
Medical University, Chairman of the Association of Physicians of the Samarkand Region. https://orsid.org/0000-0001-5705-4972

L _________________________________________________________________________________________________________________________________|
Deputy Chief Editor:

Xaibulina Zarina Ruslanovna
Doctor of Medical Sciences, Head of the Department of Biochemistry with the Microbiology Group of the State Institution
“RSSC named after acad. V. Vakhidov", https://orcid.org/0000-0002-9942-2910

MEMBERS OF THE EDITORIAL BOARD:

Alyavi Anis Lutfullaevich Rizaev Jasur Alimjanovich
Academician of the Academy of Sciences Doctor of Medical Sciences, Professor, Rector
of the Republic of Uzbekistan, Doctor of Medical of the Samarkand State Medical University
Sciences, Professor, Chairman of the Association https://orcid.org/0000-0001-5468-9403
of Physicians of Uzbekistan, Advisor to the Director
of the Republican Specialized Scientific - Practical Ziyadullaev Shuhrat Khudoyberdievich
Center of Therapy and Medical Rehabilitation (Tashkent) Doctor of Medical Sciences, Professor, Deputy Director for Scientific
https://orcid.org/0000-0002-0933-4993 Doctor of Medical Sciences, Professor, First Deputy Director for
Academic Affairs of the Samarkand branch of Kimyo International
Bockeria Leo Antonovich University in Tashkent https://orcid.org/0000-0002-9309-3933
Academician of the Russian Academy of Sciences,
Doctor of Medical Sciences, Professor, President Jan Kovac
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Glenfield Hospital, Leicester (United Kingdom)
Kurbanov Ravshanbek Davletovich
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Michal Tendera Zufarov Mirjamol Mirumarovich
Professor of the Department of Cardiology, Doctor of Medical Sciences, Professor, Head
Upper Silesian Cardiology Center, Silesian of the Department of the State Institution “RSNPMTSH
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Akilov Xabibulla Ataullaevich Doctor of Medical Sciences, Head of the Laboratory of
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qualifications of medical workers (Tashkent) Specialized Scientific and Practical Medical Center of
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DSc, Associate Professor of the Department of Internal Turaev Feruz Fatxullaevich
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AiumoB lounép AnBapoBuY
OOKIMOP MeOUYUHCKUX HAYK, OUPEKMOp
Pecnybnuxanckozo HayuHo2o yeHmpa
9KCMPEHHOU MEOUYUHCKOU NOMOWU

AdnynnaeB Akbap XataMoBuY
OOKIMOP MeOUYUHCKUX HAYK, 2NABHbL
HayuHwlll compyoHuk Pecnybonuxanckozo
CReYUAnU3UPOBAHHOZ0 HAYUHO-
NPAKMULECcKo20 YeHmpa MeOUYUHCKou
mepanuu u peaburumayui
https://orcid.org/0000-0002-1766-4458

Ara6aosin Upuna PyGenoBHa
KaHOuoam MeOuyuUHCKUX Hayk, OOYeHm,
3asedyiowas kageopoti mepanuu IO,
Camapranockozo I ocydapcmeentozo
MEOUYUHCKO20 UHCIUMYMA

Anunesa Huropa PycramoBna

OOKIMOP MeOUYUHCKUX HAVK, 3a6e0Vioudsl
kagedpoii I'ocnumansroti neduampuu Nel
€ OCHO8AMU HEMPAOUYUOHHOU MEOUYUHbL
TawlIMU

HcmaunnoBa Anosat AGa1ypaxuMoBHA
O00KMOP MEOUYUHCKUX HAYK, npogeccop,
3a6edyrowas 1abopamopueit
@yHnoamenmansHol UMMYHOIO2UU
HHemumyma uMmMyHON02UU 2EHOMUKU
uenogexa AH PY3

Kamanos 3aiinutaun CaiipyranHoBua
O00KMOP MEOUYUHCKUX HAYK, npogeccop,
3a6edyrowutl 1abopamopuetl
ummyHopezynayuu Hnemumyma
UMMYHONO2UU U 2EHOMUKU

yenosexa AH PY3

KaiomoB Yayroexk KapumoBuu

O00KMOP MEOUYUHCKUX HAYK, npogeccop,
3a6edyiowuil Kageopoil 6HympeHHuUx
bonesHell u menemeouyunsl Llenmpa
paseumusi npopeccuoHanbHoll
Keanuurayuu MeOUYUHCKUX pabomHuKos

Xycunona Llloupa AxbapoBHa
Kanoudam Gunocoghckux Hayk, ooyenm,
3aeedyiowas kagedpoil obuetl npakmuxu,
cemetinoil meouyunwvt OI70
Camapranockozo I ocydapcmeentozo
MEOUYUHCKO20 UHCIMUMYMaA

Mloauxynosa I'ysanaom 3ukpusieBHa
0.M.H., npogheccop, 3a6edyrouas
Kagedpoil enympennux 6onesnei No 3
Camapranockozo I ocydapcmeentozo
Meouyuncxoeo Uncmumyma
(Camaprano)
https://orcid.org/0000-0003-2679-1296

Doniyorova Farangisbonu Alisher qizi
Toshkent Davlat tibbiyot universiteti
nevrologiya va xalq tabobati kafedrasi
dotsenti, DSc.
https://orcid.org/0009-0004-4140-4797

Alimov Doniyor Anvarovich
tibbiyot fanlari doktori, Respublika
shoshilinch tibbiy yordam ilmiy
markazi direktori (Toshkent)

Abdullayev Akbar Xatamovich
tibbiyot fanlari doktori, O'zbekiston
Respublikasi Sog'ligni saglash
vazirligining "Respublika
ixtisoslashtirilgan terapiya va tibbiy
reabilitatsiya ilmiy-amaliy
tibbiyot markazi" davlat
muassasasi bosh ilmiy xodimi
https://orcid.org/0000-0002-1766-4458

Agababyan Irina Rubenovna
tibbiyot fanlari nomzodi, dotsent,
DKTF, terapiya kafedrasi mudiri,

Samargand davlat tibbiyot instituti

Alieva Nigora Rustamovna
tibbiyot fanlari doktori, 1-sonli
gospital pediatriya kafedrasi mudiri,
ToshPTI

Ismoilova Adolat Abduraximovna
tibbiyot fanlari doktori, professor,
O'zbekiston Respublikasi Fanlar
akademiyasining Odam genomikasi
immunologiyasi institutining
fundamental immunologiya
laboratoriyasining mudiri

Kamalov Zaynitdin Sayfutdinovich
tibbiyot fanlari doktori, professor,
O'zbekiston Respublikasi Fanlar
akademiyasining Immunologiya va
inson genomikasi institutining
Immunogenetika laboratoriyasi mudiri

Qayumov Ulug'bek Karimovich
tibbiyot fanlari doktori, professor,
Tibbyot xodimlarining kasbiy
malakasini oshirish markazi, ichki
kasalliklar va teletibbiyot kafedrasi
mudiri (Toshkent)

Xusinova Shoira Akbarovna
tibbiyot fanlari nomzodi, dotsent,
Samargand davlat tibbiyot instituti
DKTF Umumiy amaliyot va oilaviy
tibbiyot kafedrasi mudiri (Samargand)

Shodiqulova Gulandom Zikriyaevna
tibbiyot fanlari doktori, professor,
Samargand davlat tibbiyot instituti 3-
ichki kasalliklar kafedrasi mudiri
(Samargand)
https://orcid.org/0000-0003-2679-1296

Jouusipopa @apanrucoony Anuuiep
KH3bI
doyenm Kagheopwl HeeposocuU u
Hapoowotl meduyurvl Tawkenmckozo
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AHHOTALUA
Cucremuas kpacHas BomuaHka (CKB) — xpoHHueckoe ayTOMMMYHHOE 3a00JIeBaHHE C TIOJHOPraHHBIM MOPaXKEHHEM, OOYCIOBICHHOE
HapyLICHHEM UMMYHHOI! TOJIEPAHTHOCTH U 00pa30BaHHEM ayTOAHTHUTE K SJIePHBIM aHTUreHaM. 110 TaHHBIM SMUIEMHOIOT MYECKUX HCCICI0BAHNI,
pacnupoctpanénHocT CKB coctaBmsier 20-150 cnyyaeB Ha 100 000 HaceneHus, mpu 3ToM 3a00J€BAEMOCTh CYIIECTBEHHO BBIIIE CPEIH KESHIIUH
PEnpOayKTHBHOTO Bo3pacTa. [larorexes BkitoyaeT AedeKThl arnonTo3a, akTHBALMI0 HHTEP(EpOHOBBIX CUIHANIBHBIX MMyTel | Trna, HapyuieHus B-
U T-KJIETOYHOH TOJEPAHTHOCTH, & TAKIKE OTIIOKECHUE UIMMYHHBIX KOMIUIEKCOB B TKaHAX. KIMHUUeCKHe MPOSBICHHS Ype3BbIYaiHO Pa3HOOOPa3HbI
— OT NOPAXEHUs KOXKH M CYCTaBOB JI0 JKM3HEYTDOXKAIOIIMX BUCLEPAIbHBIX OCIOXHEHMH. COBpeMEHHas CTpaTerus Je4eHUs OCHOBaHa Ha
JOCTHKCHHH PEMHCCHH C TPUMEHEHHEM THIPOKCHXJIOPOXHMHA, TIIIOKOKOPTHKOHIIOB, MUMMYHOCYIPECCAaHTOB M OHOJIOIMYECKUX IIpErapaToB
(6enmumymab, anudppomymad).
KiroueBbie ciioBa: cucteMHas KpacHas BOJIYaHKA, ayTOMMMYHHTET, aHTHHYKJICapHbIe aHTHTena, uHtepdepon I Tuma, momyc-Hedpwr,
OHOJIOTUYECKas! TEePATTHSL.
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SYSTEMIC LUPUS ERYTHEMATOSUS: EPIDEMIOLOGY, PATHOGENESIS, DIAGNOSIS AND MODERN TREATMENT
APPROACHES
ANNOTATION
Systemic lupus erythematosus (SLE) is a chronic autoimmune disease characterized by multi-organ involvement, resulting from disrupted
immune tolerance and the production of autoantibodies against nuclear antigens. Epidemiological data indicate a global prevalence of 20-150 cases
per 100,000 population, with a markedly higher incidence among women of reproductive age. The pathogenesis encompasses defective apoptotic
clearance, activation of type | interferon signaling pathways, impaired B- and T-cell tolerance, and deposition of immune complexes in target
tissues. Clinical manifestations are extraordinarily heterogeneous, ranging from cutaneous and musculoskeletal involvement to life-threatening
visceral complications including lupus nephritis and neuropsychiatric lupus. Contemporary management strategies aim at achieving and sustaining
remission through hydroxychloroquine, glucocorticoids, immunosuppressive agents, and biologic therapies such as belimumab and anifrolumab.
Keywords: systemic lupus erythematosus, autoimmunity, antinuclear antibodies, type | interferon, lupus nephritis, biologic therapy.
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TIZIMLI QIZIL YUGURIQ: EPIDEMIOLOGIYA, PATOGENEZ, TASHXIS VA ZAMONAVIY DAVOLASH
YONDASHUVLARI

ANNOTATSIYA

Tizimli gizil yuguriq (TQY) — immunologik tolerantlikning buzilishi va yadroviy antigenlarga garshi autoantitelolar hosil bo'lishi natijasida
rivojlanadigan, ko'p organlarni zararlovchi surunkali autoimmun kasallikdir. Epidemiologik ma'lumotlarga ko'ra, TQY targalishi 100 000 aholiga
nisbatan 20-150 holat tashkil etib, reproduktiv yoshdagi ayollar orasida kasallanish ko'rsatkichi sezilarli darajada yuqori. Patogenezida apoptotik
klirens defektlari, | tipdagi interferon signal yo'llarining faollashuvi, B- va T-hujayra tolerantligining buzilishi hamda to'gimalardagi immun
komplekslarning cho'kishi muhim o'rin tutadi. Klinik ko'rinishlari juda xilma-xil — teri va bo'g'im shikastlanishidan hayot uchun xavfli visseral
asoratlargacha. Zamonaviy davolash strategiyasi gidroksixlorokin, glyukokortikoidlar, immunosupressivlar va biologik preparatlar (belimumab,
anifrolumab) yordamida remissiyaga erishish va uni saglashga asoslanadi.

Kalit so'zlar: tizimli gizil yugurig, autoimmunitet, antinuklear antitelolar, I tipdagi interferon, lupus nefriti, biologik terapiya.

Tizimli gizil yuguriq (TQY, lot. Lupus erythematosus systemicus)
— autoimmun xarakterga ega bo'lgan, ko'plab organ va tizimlarni
zararlovchi, surunkali kechuvchi diffuz biriktiruvchi to'gima kasalligi.
Kasallikning asosini immunologik tolerantlikning buzilishi tashkil
etadi: organizm 0z hujayralari yadroviy va sitoplazmik
komponentlariga garshi autoantitelolar ishlab chigarishni boshlaydi va
natijada immun komplekslar hosil bo'lib, to'gimalarda yig'iladi [1, 2].
TQY revmatologiyaning eng murakkab kasalliklaridan biri hisoblanadi
va 0z ichiga epidemiologik, genetik, immunologik hamda klinik
jihatdan ko'plab muammolarni gamrab oladi [3].

TQY dunyo migyosida 100 000 aholiga nisbatan 20 dan 150 gacha
holat bilan targalgan bo'lib, Osiyo va Afrikadagi populyatsiyalarda bu
ko'rsatkich yuqoriroq [4]. Kasallanish ko'rsatkichi yiliga 100 000
aholiga 1-10 holat bo'lib, barcha yoshdagi kishilar, shu jumladan
bolalar va keksa yoshdagilar ham kasallanishi mumkin. Ammo TQY
ning 90% dan ortiq holatlari ayollarda kuzatiladi, aynigsa reproduktiv
yoshdagi (15-44 yosh) ayollar orasida kasallik 9-10 marta ko'proq
uchraydi [1, 5].

Xavf omillarini bir necha guruhga bo'lish mumkin. Genetik moyillik
muhim o'rin tutadi: HLA-DR2, HLA-DR3 genlari, komplementning
C4A, C2 komponentlari, TREX1, IRF5, STAT4, BLK, PTPN22
genlaridagi polimorfizmlar kasallik xavfini oshiradi [3, 6]. Identik
egizaklarda kasallikning uyg'unligi 25-50% ni tashkil etishi genetik
omillarning katta ahamiyatini ko'rsatadi. Ekzogen omillar orasida
ultrabinafsha nurlanish (UV-B), ayrim dori-darmonlar (gidralazin,
prokainamid, minosiklin, izoniazid — dori bilan bog'lig lupus),
Epshteyn-Barr virusi infeksiyasi alohida ajralib turadi [5, 7]. Gormonlar
ham muhim rol o'ynaydi: estrogenlar B-limfotsitlar faolligini oshiradi
va immunotoleranceni kamaytiradi, bu esa kasallikning ayollarda
ustunligini izohlaydi.

TQY patogenezida bir gancha o'zaro bog'lig mexanizmlar ishtirok
etadi. Markaziy zveno — apoptotik hujayralar va hujayraviy debris ning
yetarli darajada tozalanmasligi (defektli klirens). Odatda makrofaglar va
dendritik hujayralar tomonidan o'z vaqtida yo'q gilinishi kerak bo'lgan

apoptotik  qoldiglarda  yadroviy  antigenlar DNK,
ribonukleoproteinlar, histonlar — to'planadi va immun tizim uchun
antigenik stimul bo'lib xizmat giladi [2, 8].

Plazmatsitoid dendritik hujayralar (pDHK) tomonidan | tipdagi
interferonlar (IFN-a va IFN-B) ning ortigcha sintezi — «interferon
imzosi» (interferon signature) — TQY patogenezining bosh mexanizmi
sifatida tan olingan. Endosomal toll-like retseptorlar (TLR-7, TLR-9)
orgali 0'z-DNK va RNK ning tanib olinishi pDHK ni faollashtiradi va
interferon kaskadini ishga tushiradi. Natijada B-limfotsitlar faollashuvi,
autoantitelolar ishlab chigarilishi, dendritik hujayra etilishi va tizimli
yallig'lanish kuchayadi [6, 8].

B-limfotsitlar tolerantligining buzilishi TQY patogenezining
muhim bo'g'ini. BLyS (B-limfotsitlarni stimullovchi omil) darajasining
yuqoriligi autoreaktiv B-hujayra klonlarining omon qolishi va
differentsiatsiyasiga olib keladi. Natijada anti-dsDNK (ikki zanjirli
DNKga garshi antitelolar), anti-Sm, antifosfolipid antitelolari va boshga
autoantitelolar ko'plab to'gimalarni zararlaydigan immun komplekslar
hosil giladi [3, 9]. T-limfotsitlar tomonidan, aynigsa folikulyar
yordamchi T-hujayralar (Tfh) tomonidan B-hujayralarning yordam
olishi autoantitelo ishlab chiqarilishini yanada kuchaytiradi, regulyator
T-hujayralar (Treg) esa kamayib ketadi [6].

Immun komplekslarning buyrak klochkachalari, teri, bo'g'imlar va
gon tomir devorlari komplementiga cho'kishi mahalliy yallig'lanishni,
to'gima shikastlanishini va organ disfunktsiyasini keltirib chigaradi.
Buyrakda bu jarayon lupus nefriti ko'rinishida namoyon bo'lib, TQY da
og'ir prognozli asoratlardan biri hisoblanadi [7, 10].

TQY tashxisi klinik ko'rinishlar, laboratoriya va instrumental
ma'lumotlarning majmui asosida qo'yiladi. 1997 yilgi ACR mezonlari
uzoq vaqgt go'llanib keldi, ammo 2012 yilda SLICC (Systemic Lupus
International Collaborating Clinics) va 2019 yilda ACR/EULAR
go'shma mezonlari ishlab chigildi. ACR/EULAR 2019 mezonlari
bo'yicha tashxis uchun kirish mezoni sifatida ANA titri >1:80 talab
etiladi, so'ngra turli domenlarda to'plangan ball 10 va undan yugqori
bo'lganda TQY tashxisi go'yiladi [11].

1-jadval. TQY tashxis mezonlari (ACR/EULAR 2019 asosida) [11, 12]

SLICC 2012 va ACR/EULAR 2019 mezonlari bo'yicha TQY tashxis mezonlari

Soha / Domain

Mezonlar / Criteria

Tizimli belgilar

Isitma (>38.3°C), og'irlik yo'qotish, charchoq

Teri va shilliq gavat

Malar toshma, diskoid toshma, og'iz yarasi, fotosezgirlik, sochlarning
to'kilishi, Raynaud fenomeni

Tayanch-harakat tizimi

Artralgiya va artrit (bo'g'im yallig'lanishi), miaalgiya, avaskular nekroz xavfi

(<100 000/mKI)

Buyrak Proteinuriya (>500 mg/kun), silindruriya, lupus nefriti (biopsiya bilan
tasdiglanadi)

Neyrologik Epileptik xurujlar, psixoz, mononeyrit, periferik neyropatiya, miyelin
shikastlanishi

Gemolitik Autoimmun gemolitik anemiya, leykopeniya (<4000/mkl), trombositopeniya
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Immunologik

Anti-dsDNA, anti-Sm, antifosfolipid antitelolari, komplement pasayishi (C3,
C4), to'g'ridan-to'g'ri Koombs testi

Antinuklear antitelolar (ANA)

ANA titri >1:80 (HEp-2 hujayralari bo'yicha) — kirish mezoni hisoblanadi

Laboratoriya tashxisida asosiy ko'rsatkichlar quyidagilar: ANA
(sezgirlik >95%, lekin o'ziga xosligi past), anti-dsDNA (yuqori 0'ziga
xosligi, kasallik aktivligi bilan korrelyatsiya qgiladi), anti-Sm (past
sezgirlik, lekin TQY uchun o'ta spesifik), antifosfolipid antitelolari
(antikardiolipin, beta-2 glikoprotein 1), komplement C3 va C4
darajasining pasayishi. Qon tahlilida leykopeniya, limfopeniya,
trombositopeniya va gemolitik anemiya kuzatilishi mumkin. Siydik
tahlilida proteinuriya va silindruriya lupus nefritini ko'rsatadi [4, 9].

Instrumental usullar orasida buyrak biopsiyasi lupus nefritini
tasniflashda (WHO yoki ISN/RPS tasnifi bo'yicha 1-VI sinf) va
prognozni belgilashda  hal giluvchi ahamiyatga  ega.
Ekokardiodiagrafiya, MRT va KT tekshiruvi organlardagi shikastlanish
darajasini aniglashda go'llaniladi [7, 10].

TQY ning klinik ko'rinishlari nihoyatda xilma-xil bo'lib, deyarli har
ganday organ va tizimni zararlashi mumkin. Teri shikastlanishi
kasallikning eng ko'p uchraydigan belgisi bo'lib, klassik «kapalak»
ko'rinishidagi malar toshma (yuzda yonoq va burun ustida)
bemorlarning 50-60% da kuzatiladi. Diskoid toshma, fotosezgirlik,
0g'iz yarasi va sochlarning to'kilishi (lupus alopetsiyasi) ham tez-tez
uchraydi [1, 5].

Tayanch-harakat tizimi shikastlanishi (artrit, artralgiya, miaalgiya)
bemorlarning 90% da kuzatilib, kasallikning dastlabki belgilari sifatida
namoyon bo'lishi mumkin. TQY da artrit odatda eroziv bo'Imaydi va

simmetrik xarakter kasb etadi. Serozit (plevrit, perikardit) 30-50%
bemorlarda uchraydi va ko'krak og'rig'i, nafas gisishi bilan namoyon
bo'ladi [3, 8].

Buyrak shikastlanishi (lupus nefriti) TQY da eng og'ir asoratlardan
biri  bo'lib, bemorlarning 40-60% da rivojlanadi. Proteinuriya,
silindruriya, arterial gipertenziya va buyrak yetishmovchiligi uning
asosiy belgilari. Davolanmagan lupus nefritida terminal buyrak
yetishmovchiligi xavfi yuqori [7, 10].

Neyropsixiatrik lupus (NPSLE) inme, epileptik xurujlar, kognitiv
buzilishlar, psixoz va periferik neyropatiya ko'rinishida namoyon
bo'lishi mumkin. NPSLE bemorlarning 25-75% da gayd etiladi va og'ir
prognoz bilan bog'lig [6, 9]. Gemolitik anemiya, leykopeniya va
trombositopeniya kabi gematologik buzilishlar ham tez-tez kuzatiladi
va infeksion asoratlar hamda qon ketish xavfini oshiradi.

TQY davolashda asosiy magsad — remissiyaga erishish yoki
minimal kasallik aktivligiga tushirish, organ shikastlanishining oldini
olish, hayot sifatini yaxshilash va umumiy o'lim ko'rsatkichini
kamaytirish. EULAR 2023 ko'rsatmalariga ko'ra, gidroksixlorokin
(HCQ) kontraindikatsiyalar bo'lmasa barcha TQY bemorlari uchun
asosiy bazis preparat sifatida tavsiya etiladi, chunki u qo'zishlar
chastotasini, organ shikastlanishini va o'lim xavfini kamaytiradi [11,
12].

2-jadval. TQY da go'llaniladigan asosiy dori guruhlar [11, 12, 13]

TQY da qo'llaniladigan asosiy dori guruhlar

Dori guruhi Asosiy preparatlar

Ko'rsatmalar

NSAIDIlar

Ibuprofen, naproksen, diklofenak

Artralgiya, serozit, isitma, engil
kechim

Antimalariyaliklar

Gidroksixlorokin (Plaquenil)

Barcha bemorlarda bazis terapiya;
aktivlikni kamaytiradi, go'zishlarni oldini
oladi

Glyukokortikoidlar

Prednizolon, metilprednizolon

O'rta va og'ir kechim; impuls-terapiya
— og'ir organlardagi shikastlanishlarda

Immunosupressivlar

Azatioprin, mikofenolat mofetil,
siklofosfamid, metotreksat

Lupus nefriti, neyrolupus, og'ir
sitopenik holatlar

Biologik preparatlar
(anti-IFN-1)

Belimumab (anti-BlyS), anifrolumab

O'rta/og'ir kechim; standart
terapiyaga javob bermaydigan holatlarda

Kalsineyrin ingibitorlari

Siklosporin, takrolimus

Lupus nefriti (memranoz turi), ko'z
shikastlanishi

Glyukokortikoidlar (GK) kuchli yallig'lanishga garshi ta'siri tufayli
go'zish davrida keng qo'llaniladi. Ammo uzoq muddatli foydalanish
osteoporoz, infeksion asoratlar, glyukoza metabolizmi buzilishi va
yurak-gon tomir kasalliklariga olib kelishi mumkin. Shu bois
zamonaviy ko'rsatmalar GK dozasini imkon gadar tez kamaytirish va
uni immunosupressivlar bilan almashtirish tavsiya etadi [12].

Biologik preparatlar orasida belimumab (BLyS ingibitori) 2011
yilda TQY uchun birinchi muvaffagiyatli maqullangan biologik
preparat bo'lib, o'rta va og'ir kechimda kasallik aktivligini kamaytiradi.
2021 yilda maqullangan anifrolumab (I tipdagi IFN retseptori ingibitori)
teri, bo'g'im va buyrak asoratlari bo'lmagan holatlarda yuqori
samaradorligini ko'rsatgan [8, 13]. Lupus nefritida mikofenolat mofetil
va takrolimus kombinatsiyasi, shu jumladan voclosporin (kalsineyrin

ingibitori) yaqin yillarda kuchli klinik dalillar asosida tavsiya etilmogda
[10].

TQY — murakkab patogenezi, xilma-xil klinik ko'rinishlari va og'ir
asoratlari bilan ajralib turadigan autoimmun kasallik. Kasallikning erta
aniglash, zamonaviy tashxis mezonlarini (ACR/EULAR 2019) to'g'ri
go'llash va individual davolash strategiyasini belgilash bemorlar
prognozini sezilarli yaxshilaydi. | tipdagi interferon yo'li va BLyS
tizimiga yo'naltirilgan biologik terapiya yangi davolash imkoniyatlarini
ochib, organ shikastlanishini kamaytirish va remissiyani saglashda
muhim ahamiyat kasb etmogda. Kelgusida genomik va proteomik
tadgiqotlar, aniglik tibbiyoti (precision medicine) prinsiplari asosida
TQY davolashning yanada samarali va shaxsiylashtirilgan usullarini
ishlab chigish istigbolli yo'nalish bo'lib golmogda [6, 8, 13].
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