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AHHOTADUSA
B GonpmimHCTBE City4yaeB XpoHudeckas cepaeunas Henpocratounocts (XCH) u xponnueckast 60e3ns nouek (XbIT) seastrorest
COIYTCTBYIOIIMMH 3a007I€BaHISIMH M OKA3bIBAIOT PE3KOE HETaTHBHOE BIMSHNC HAa KAYECTBO M MPOJOIDKUTEIBHOCTD KU3HU
ManueHToB. Bee yalie BCTpevaeTcst, YTO 3TH COCTOSIHUA COMPOBOXKIAIOTC caxapHbIM auaderom (C/I) u uTo Ha ero ocHoBe
Pa3BUBAIOTCS TSDKEIbIE OCIOXKHEHUs. B naHHON crathe oueHuBanack poib Bl-TpaHchopmupyromero ¢axkropa pocra B
pa3BUTHH TpoIieccoB Gudpo3a B ceplie U MOYKax MPH XPOHUYECKOIl CepIeYHON HEeJOCTaTOYHOCTH, COMPOBOXKAAIOIEHCS
caxapHbIM 1uabeToM, n 6e3 Hero. Takke ObUIO MOKa3aHO, YTO Ha 3TH IPOLECCHI MOJOKHUTEIBHO BIMSAET KOMIUIEKCHOE
JIeYeHHNE, IPOBOTUMOE C T00ABICHNEM HHIMOUTOPOB KO-TPAHCIIOPTEPa TITIOKO3BI-HATPHSI 2-TO THIIA - JANarangIo3nHa.
KioueBble cioBa: XpoHuuYecKas CepleyHas HEJIOCTATOYHOCTh, CaxapHbli auaber, XpoHH4YecKas OOJe3Hb MOYEK,
nanariangosuH, Bl - tpanchopMupyronmii Gpakrop pocra.
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THE ROLE OF B1-TRANSFORMING GROWTH FACTOR IN THE DEVELOPMENT OF FIBROSIS
PROCESSES IN THE HEART AND KIDNEYS IN PATIENTS WITH CHRONIC HEART FAILURE OCCURING
IN COMORBID CONDITIONS

ANNOTATION
In most cases, chronic heart failure (CHF) and chronic kidney disease (CKD) are concomitant diseases and have a sharp
negative impact on the quality and life expectancy of patients. It is increasingly common that these conditions are accompanied
by diabetes mellitus (DM) or that severe complications that have been reported develop on its basis. The article evaluates
the role of B1 transforming growth factor in the development of fibrotic processes in the heart and kidneys in chronic heart
failure with diabetes and without it. It was also shown that these processes have a positive effect of complex treatment with
the addition of type 2 glucose sodium co-transporter inhibitors - dapaglifiozin.
Key words: Chronic heart failure, diabetes, chronic kidney disease, dapagliflozin, B-transforming growth factor.
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SURUNKALI YURAK YETISHMOVCHILIGI KOMORBID HOLATLARDA KECHGANDA BEMORLARDA
YURAK VA BUYRAKDA FIBROZ JARAYONLARI RIVOJLANISHIDA B1 TRANSFORMATSIYALOVCHI
TRANFORMATSIYALOVCHI O‘SISH OMOLINING ROLI

ANNOTATSIYA
Ko‘p hollarda surunkali yurak yetishmovchiligi (SYuYe) va surunkali buyrak kasalligi (SBK) komorbidlikda uchrab
bemorlar hayot sifati va davomiyligiga keskin salbiy ta’sir etmoqda. Ushbu holatlarni gandli diabet (QD) bilan birga
kelishi yoki qayd etilgan og‘ir asoratlarni uning negizida rivojlanishi tobora ko‘p uchramoqda. Ushbu maqolada surunkali
yurak yyetishmovchiligi qandli diabet va usiz kechganda yurak hamda buyraklarda fibroz jarayonlari rivojlanishida B1
transformatsiyalovchi o‘sish omilining roli baholangan. Shuningdek, ushbu jarayonlarga glyukoza natriy ko-transportyori
2-tip ingibitorlari — dapagliflozin qo‘shib o‘tkazilgan kompleks davo ijobiy ta’sir etishi ko‘rsatilgan.
Kalit so‘zlar: Surunkali yurak yyetishmovchiligi, qandli diabet, surunkali buyrak kasalligi, dapaglifiozin, B1-
transformatsiyalovchi o‘sish omili.
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Dolzarbligi. Ko‘p hollarda SYuYe va surunkali
buyrak kasalligi (SBK) komorbidlikda uchrab hayot davom-
iyligiga keskin salbiy ta’sir ko‘rsatadi. Ushbu holatlarni qa-
ndli diabet (QD) bilan birga kelishi yoki qayd etilgan og‘ir
asoratlarni uning negizida rivojlanishi tobora ko‘p uchramo-
qda. Shu sababli keltirilgan komorbid holatlarni o‘rganish,
erta tashxislash, samarali davolash xamda oldini olish mu-
him amaliy ahamiyatga ega [8,9,14, 11].

So‘ngi yillardagi tadqiqotlarda SYuYe mavjud be-
morlarda komorbidlikning yuqori bo‘lishi ularning hayot
sifatini pasaytirib, ijtimoiy moslashuvi buzilishiga va o‘lim
ko‘rsatkichini oshishiga olib kelishi qayd etilgan. Ayrim
ma’lumotlarga ko‘ra, komorbidlikning uchrashi 18-44 yosh-
da 69%ga, 45-64 yoshda 93%ga, yoshi 65dan oshganlarda
98% ga yetadi [12,17,20].Uning ko‘p uchrashi va tobora
ko‘payib borishi boshqa davlatlar qatori O‘zbekiston uchun
ham bu muammoni o‘rganish zarurligidan dalolat beradi [3].

SYuYeda uzoq muddatli gipoksiya va uremik tok-
sinlar konsentratsiyasining yugqoriligi kuchli kardiotoksik,
vazotoksik hamda nefrotoksik ta’sir ko‘rsatadi. Uremik tok-
sinlarning nefrotoksik xususiyatlari ularning asosan nefron-
ning proksimal segmentida ko‘p miqdorda ishlab chiqarilishi
va buyrak funksiyasi intensiv susayishining bosh sababchisi
hisoblangan tubulointerstitsial fibroz jarayonini tezlashtirish
qobiliyati bilan bog‘liq. Ular proksimal kanalchalar hujay-
ralarida  nikotinamid-adenindinukleotid-fosfat-oksidazani
faollashtiradi va mahalliy oksidativ stress chaqirib, transkrip-
sionomil NF-kappa-yadrosi ishtirokida profibrotik sitokin 1
transformatsiyalovchi o‘sish omili (TGF-f1) ishlab chiqara-
di. Meyorida TGF-B1 hujayralar prolifiratsiyasi, differensi-
yasi, apoptozi, immun javobi, ekstrasellyular matriks remod-
ellanishining muhim boshqaruvchisi hisoblanadi [5,16,18].

Ushbu sitokin, SYuE 2-tip QD bilan birga kelgan be-
morlarda ham diabetik nefropatiyaning rivojlanish patogen-
ezida muhim rol o‘ynaydi. Zararlangan buyraklarda ushbu
sitokin hosil bo‘lishi ko‘payishi isbotlangan. Turli xil omil-
lar, xususan giperglikemiya va angiotenzin II podotsitlarda
TGF-B1ni hamda u o0z navbatida podotsitlarda kollagen sin-
tezini kuchaytiradi va oqibatda bazal membranani qalinlash-
ishi yuz berib glomeruloskleroz rivojlanadi [1,15].

Ko‘p sonli populyatsion va ilmiy tadqiqotlar nati-
jalariga asoslangan holda ishonch bilan aytish mumkinki
kardiorenal o‘zgarishlar bilan yurak qon-tomir kasalliklari,
jumladan SYuYe o‘rtasida mustahkam o‘zaro bog‘liglik
mavjud. Bemordagi SYuYe oqibatida qator hollarda SBK
rivojlanadi va ular bir-biriga kuchaytiruvchi ta’sir ko‘rsatadi.
Natijada bemorlarni shifoxonaga takror yotishlari va o‘lim-
lar soni keskin ko‘payadi hamda moliyaviy xarajatlar os-
hadi. Shu sababli ushbu muammolarni birgalikda o‘rganish
va davolashni yangi samarali usullarini izlash ilmiy-amaliy
tibbiyotning dolzarb muammolaridan biri hisoblanadi [10.4,
6,7].

Ushbu nuqtai nazardan so‘nggi yillarda SYuEn-
ing standart davosi tarkibiga kiritilgan natriy glyukoza
2-tip ko-transportyori (NGKT-2) selektiv ingibitorlaridan
keng foydalanilmoqda. NGKT-2 selektiv ingibitorlari va-
kili-dapagliflozinni samaradorligi va xavfsizligini yosh-
ga bog‘liq holda baholash magsadida bemorlarda alohida
DAPA-HF subtahlilio‘tkazilgan [8].

Dapagliflozinni  kardioprotektiv samarasi tana
vaznini kamayishi, qon bosimi, albuminuriyani pasayishi,
tomirlar remodellanishini sekinlashishi, kapillyar qon oqi-
mini, endoteliya faoliyatini yaxshilanishi, yallig‘lanisholdi
sitokinlarini sekresiyasini kamayishi, tomir devorlarini mak-

rofaglar bilan infiltratsiyasini, yallig‘lanish — oksidlanish
stressi kamayishi oqibatida yurak, buyrak va jigarda fibroz
jarayonlarini sekinlashishi bilan namoyon bo‘ladi[9,19,21].

NGKT-2 selektiv ingibitorlarining nefroprotek-
tiv ta’sir buyrak ichi samarasi bilan bog‘liq. U kanalchalar
(gipertrofiya, va chegaralangan yallig‘lanishni kamaytiri-
shi) va koptokchalardagi (giperfiltratsiyani, koptokchalar
gipertenziyasini va albuminuriyani pasaytirishi) ijobiy ta’sir-
lar bilan bog‘liq [13].

Shu bilan qatorda ushbu preparatni SYuYe va SBK
aynigsa ular II-tip QD bilan kechganda bemorlar ahvoliga
keskin salbiy ta’sir ko‘rsatuvchi buyrak fibroz markerlari va
yallig‘lanish sitokinlariga ijobiy ta’sir mexanizmi alohida
o‘rganilmagan(2].

Tadqiqotning magqsadi Surunkali yurak yetish-
movchiligi gandli diabet bilan komorbidlikda va usiz kech-
ganda ular negizida rivojlangan surunkali buyrak kasalligida
TGF-B1 ko‘rsatkichlari hamda NGKT-2 selektiv ingibitor-
lari-dapagliflozinning yurak-buyrak funksional holati hamda
fibroz jarayonlariga ta’sirini o‘rganish.

Tadqiqod manbasi va usullari [Imiy ishda surunka-
li yurak yetishmovchiligi qandli diabet bilan komorbidlikda
va usiz kechgan hamda ular negizida rivojlangan surunkali
buyrak kasalligi S2va S3a mavjud 80 nafar bemorlar kuzatil-
dilar. Ularning 45 nafari (56,25%) erkaklar va 35 (43,75%)
ayollar edi. Qo‘yilgan vazifalarning yechimini amalga
oshirish magsadida ilmiy tadqiqod ishi quyidagicha amalga
oshirildi.

Kuzatuvga olingan yuqoridagi 80 nafar bemor-
lar o‘z navbatida quyidagi guruhlarga ajratildilar:A gu-
ruh-SYuE+qandli diabetli (40 bemor), B-guruh SYuYe +
qandli diabetsiz kechgan (40 bemor) va har ikkala standart
davo (angiotenzinni aylantiruvchi ferment ingibitorlari yoki
angiotenzin retseptorlari antogonistlari, 3-blokatorlar, miner-
alokortikoid retseptorlari antagonistlari vakili-veroshpiron,
ko‘rsatmalardan kelib chiqib antiaritmik, antikoagulyant va
diuretiklar) negizida NGKT-2 ingibitori dapagliflozin (forsi-
ga) preparatlarini qabul gilgan bemorlar.

Tadqiqotga jalb etilgan bemorlarda SYuE tashxisi
va uning funksional sinflari ularning shikoyatlari, anamnezi,
ob’ektiv ko‘rik va laborator — asbobiy tekshiruvlar asosida
Nyu-York kardiologlar jamiyati (New — York Heart Associa-
tion, 1964) mezonlariga ko‘ra aniqlandi.

Qandli diabet tashxisi barcha hollarda endokrinolog
maslahati o‘tkazilib tegishli laborator tekshiruvlar yordam-
ida tasdiglanganidan so‘ng qo‘yildi va kuzatuvga kasallik
davomiyligi 3 va undan ortiq yil bo‘lgan 2-tip qandli dia-
bet aniglangan bemorlar olindi. Kuzatuv davomida bemorlar
muntazam ravishda endokrinolog tomondan kuzatildilar va
ularning tavsiyasiga ko‘ra gipoglikemik davo muolajalari
olib borildi.Kuzatuvdagi barcha bemorlarda davolash bosh-
lanishidan oldin va 3 oydan so‘ng laborator-asbobiy tekshiru-
vlar o‘tkazildi. Shuningdek, koptokchalar filtratsiyasi tezligi
(KFT) ni qondagi sistatin S darajasi bo‘yicha hisoblash Hoek
va hammualliflar (2003) formulasi bo‘yicha aniqlandi.

Barcha immunoferment va biokimyoviy tekshiruvlar
COBAC 6000 (Germaniya-Yaponiya), uskunalarida Tosh-
kent tibbiyot akademiyasi ko‘p tarmoqli klinikasi klinik-lab-
orator diagnostika bo‘limida amalga oshirildi.

Qon zardobidagi TGF-B1 “Human TGF beta 1 ELI-
SA Kit” (Bender MedSystems GmbH, Avstriya) reagentlari-
dan foydalanilgan holatda immunoferment tahlili yordamida
aniqlandi. Biz TGF-B1 ni aniqlashda foydalanilgan reagent
jamlamasida molekular og‘irligi 26 kDa ni tashkil etgan stan-
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dart ishlatildi. Tekshirish sezgirligi — 0,29 ng/ml ni tashkil
etdi.

Tadqiqotda olingan ma’lumotlarga statistik ishlov
berishda MS Excel (2016) paketli kompyuter dasturidan foy-
dalanildi. Barcha jadvallarda keltirilgan ko‘rsatkichlarning
o‘rtacha arifmetik va standart og‘ishlari (M+m) hisoblanildi.
Guruhlar o‘rtasidagi tafovutlar ishonchliligi Styudent me-
zonlarini toq va juft farqlarini qo‘llash orgali aniglandi.

Tadqiqot natijalari. Kuzatuvimizdagi SYuYe
mavjud QD aniqlangan va aniqlanmagan bemorlar guruhi-
daTGF-B1 ko‘rsatkichlarini aniqlash va uning yurak hamda
buyrak funksional holati hamda yallig‘lanish sitokinlari bi-
lan korrelyatsion bog‘liglik darajasi muhim ahamiyatga ega
ekanligini inobatga olib, qayd etilgan holatlarni o‘rgandik.

=11 ®@C

YKKO®D

SYuYe II FS qandli diabet mavjud bemorlarda (I A guruh)
TGF 1 bilan interleykin (IL)-6 sezilarli (r=0,6, R<0,01)
va sistatin-S bilan kuchli musbat (r=0,86, R<0,001), KFT
(r=-0,82, R<0,0001) va chap qorincha qon otish fraksiya-
si (ChQQOF) (r=-0,8, R<0,0001) bilan kuchli manfiy, chap
goincha miokardi vazni (ChQMV) bilan o‘rtacha musbat
(r=0,44, R<0,05) korrelyatsion bog‘liglik qayd etildi.SYuE
IIT FS gandli diabet mavjud bemorlarda esa (I A guruh) TGF
B1 bilan IL-6 yuqori (r=0,7, R<0,001) va sistatin-S bilan
kuchli musbat (r=0,9, R<0,001), KFT (r=-0,9, R<0,001) va
ChQQOF (r=-0,86, R<0,0001) bilan kuchli manfiy, ChQMV
bilan sezilarli musbat (r=0,6, R<0,05) korrelyatsion bog‘lig-
lik aniglandi. Quyidagi 1- rasmda olingan natijalar keltiril-
gan.
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1-rasm. Surunkali yurak yyetishmovchiligi II-III funksional sinf qandli diabet bilan kechgan bemorlarda qon
zardobidagi TGF p1 bilanqatorko‘rsatgichlar o‘rtasidagi korrelyatsion bog‘liqlik.

Quyidagi 1-jadvalda SYuE III FS bemorlarda muo-
lajalardan keyingi exokardiografiya ko‘rsatgichlari o‘zaro

solishtirma o‘rganilgan.

1-jadval

Surunkali yurak yyetishmovchiligininglIII funksional sinfi qandli diabet va usizkechgan bemorlarda turli tarkibli
davo muolajalaridan so‘ng yurak yurak ichi gemodinamikasiko‘rsatgichlari.

A guruh, SYuE III FS qandli diabet B guruh, SYuE III FS qandli
Ne Ko‘rsatgichlar mavjud (n=20) diabetsiz (n=20)
Davodan oldin Davodan oldin Davodan keyin DaVOflan
keyin
1 Chap qorincha so'ngi sistolik 50,35+1,6 450+1,5% 46,9+1,5 42, 441,3%
o‘lchami (26-38 mm), mm
o | Chap gorincha so'ngi diastolik 69.35+1,5 63,241 ,2%% 653412 60,241,1%*
o‘lchami (44-54 mm), mm
Chap qorincha so‘ngi diastolik "
3 hajmi (88-145 ml), ml 203,9+7,9 178,4+6,8 192,3+6,8 174,6+6,6
Chap qorincha so‘ngi sistolik
+ +8,1* + +7.2%
4 hajmi (45-68 ml), ml 112,349,1 89,6+8,1 104,15+8,1 80,2+7,2
5 Chap gorincha gon otish 36,5+0,9 44,841 ,2%%% 41,713 47241 2%
fraksiyasi, %
6 Chap qorincha miokard vazni, g 246.75+6,2 230.245,5 240.9+5,5 221.245,3%*
Izoh: * - davodan oldingi hamda keyingi ko‘rsatgichlar farqi ishonchliligi: * - r<0,05., ** - r<0,01., *** - 1<0,001
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Oc‘tkazilgan muolajalardan so‘ng chap qorincha
so‘ngi sistolik o‘lchami o‘zgarishlari ikkala guruh bemor-
larda ham ishonchli bo‘ldi (R<0,05). Chap qorincha so‘ngi
diastolik o‘lchami birinchi guruhda muolajadan oldin
69.35+1,5mm va muolajadan keyin 63,2+1,2mm, ikkinchi
guruhda mos ravishda 65.3+1,2mm va 60,2+1,Imm ni tash-
kil etdi. Ikkala guruhdagi o‘zgarishlar o‘zaro solishtirilganda
yuqori ishonchli farglar qayd etildi (R<0,01). Birinchi gu-
ruhda chap qorincha so‘ngi diastolik hajmi 203,9+7,9mldan
178,4+6,8ml ga kamaydi (R<0,01). Ikkinchi guruhda
esa o‘zgarishlar ishonchli bo‘lmadi (192,3+6,8ml dan
174,6+6,6mlga kamaydi, R>0,05). Chap qorincha so‘ngi
sistolik hajmi ikkala guruhda ham muolajalardan so‘ng 1,3
martaba kamaydi va ishonchli farglar kuzatildi (R<0,05).
Chap qorincha qon otish fraksiyasi birinchi guruhda muo-
lajalardan keyin 36,5+0,9% dan 44,8+1,2%ga oshib, yuqori

ishonchli farq qayd etildi (R<0,001). Ikkinchi guruhda
41,7£1,3%dan 47,2+1,2 % ga ko‘tarildi va ishonchli farq
aniqglandi (R<0,01). Chap qoricha miokardi vazni standart
davo+dapagliflozin (forsiga) olgan bemorlarda 1,07 marota-
ba kamaydi, lekin o‘zgarishlar ishonchli bo‘lmadi. Ikkinchi
asosiy guruh bemorlarda muolajalardan so‘ng farq ishonchli
bo‘ldi (240.9+5,5g dan 221.2+5,3g ga kamaydi, R<0,05).

Demak, olingan natijalardan xulosa qgiladigan bo‘Isak
tarkibida dapagliflozin bo‘lgan kompleks davo bemorlar-
da yurak gemodinamikasi ko‘rsatkichlarini ijobiy tomonga
o‘zgarishiga, binobarin fibroz jarayonlarini barqarorlashiga
olib keldi. Bu aynigsa SYuE II-IIT FS negizida gandli diabet
mavjud bemorlarda yaqqol namoyon bo‘ldi.

Bemorlarda muolajalardan keyingi olingan TGF 1
ko‘rsatkichlari 2-rasmda keltirilgan.

2- rasm

Tadgqiqotga jalb qilingan bemorlarda TGF 1 ko‘rsatkichlarining muolajalardan keyingisolishtirma tahlili.
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Izoh: * - davodan oldingi va keyingi ko‘rsatgichlar
farqi ishonchliligi: * - r<0,05., ** - r<0,01. *** - r<0,001.

A guruh SYuYe II FS qgandli diabet mavjud bemor-
larda muolajalardan oldin TGF B1 ko‘rsatkichlari 4,77+0,3
ng/ml hamda keyin 3,5+0,27 ng/ml ni tashkil etib, ular
orasidagi farq ishonchli bo‘ldi (R<0,01). SYuYe III FS qa-
ndli diabet mavjud bemorlarda TGF B1 ko‘rsatkichlari 7,4
+0,3ng/ml dan 4,6 +0,4 ng/ml ga, 1,6 marotaba kamaydi va
yugori ishonchli farq qayd etildi (R<0,001). B guruh SYuYe
II-III FS qgandli diabet va usiz kechgan bemorlarda TGF 1
ko‘rsatkichlarimuolajalardan oldin mos ravishda 3,6 = 0,27
ng/ml va 5,6 = 0,4ng/ml ni tashkil gilgan bo‘lsa, SYuYe II
FS mavjud bemorlarda muolajadan so‘ng 2,2+ 0,27 ng/mlga

3.6
* %
36- -
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b rypyx, CIOE II- ITI ®C Kangan
aHAdeTCH3
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1,6 marotaba kamaydi hamda yuqori ishonchli farq kuzatil-
di (R<0,001).SYuYe III FS mavjud bemorlarda esa 4 + 0,3
ng/ml ga 1,4 marotaba kamaydi va ishonchli farq aniqlandi
(R<0,01).

Yuqorida keltirilganidek o‘tkazilgan davo muola-
jalardan so‘ng qon zardobida TGF B1 ko‘rsatkichlarining
kamayishi, tadqiqotga jalb gilingan bemorlar organizmida
yallig‘lanish hamda fibroz jarayonlarining susayganligini
anglatadi. Buni biz kuzutuvdagi bemorlarda sistatin-S yor-
damida aniqlangan KFTning yaxshilanganligida ko‘rishimiz
mumkin. Quyidagi 3-rasmda muolajalardan keyingi KFT-
ning solishtirma tahlili keltirilgan.
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3-rasm

Tadqiqotga jalb gilingan bemorlarda turli tarkibli muolajalardan keyingi koptokchalar filtratsiyasi tezligi (ml/
min/1.73m2) ko‘rsatkichlarining solishtirma tahlili.
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Izoh: * - davodan oldingi va keyingi ko‘rsatgichlar
farqi ishonchliligi: * - r<0,05., ** - r<0,01. *** - r<0,001.

Koptokchalar filtratsiyasi tezligi A guruh SYuE II
FS gandli diabet mavjud bemorlarda muolajalardan oldin
56,75+2,2ml/min/1.73m2va keyin 68,4+2,4ml/min/1.73m2
ni tashkil etib o‘rtacha ishonchli (R<0,01) farq qayd etildi.
SYuE III FS da esa muolajalardan keyin mos ravishda 45,8
+2,6 ml/min/1.73m2 dan 52,6 2,7 ml/min/1.73m2 ga 1,22
marotaba oshdi va ishonchsiz farq kuzatildi (R>0,05). B gu-
ruh SYuE II FS bemorlarda ham ishonchli o‘zgarishlar qayd
etilmadi (R>0,05). SYuE III FS mavjud bemorlarda muola-

II &C I &C

b rypyx, CIOE II- ITI ¢C rasnan
aHadeTcHs

u][aBogaH KeHHH

jalardan keyin ishonchli farq aniqlandi (mos ravishda 57,7
+2,7 ml/min/1.73m2 va 66,4+3,0 ml/min/1.73m2, R<0,05).

Xulosa. Kuzatuvlarimiz SYuE 2-tip QD va usiz
kechgan bemorlarda dapaglifiozin kompleks muolajalar
qo‘shib o‘tkazilganda har ikkala guruhda yurak ichi gemodi-
namikasi, TGF B1 va KFT ko‘rsatkichlarida ijobiy dinami-
ka kuzatilganligini tasdiqladi. Lekin bu o‘zgarishlar QD siz
kechgan guruhda yaqqolroq namoyon bo‘lgan bo‘lsa ham u
mavjud bemorlarda ham aksariyat hollarda ishonchli o‘zgar-
ishlar qayd etildi.

References / Cincox sutepatypsl /Iqtiboslar

1.

2.

11.

12.

Bookosa N.H., lllectakoBa M.B., IllykunaA.A. [Inabernueckas Hedponatust — GOKyc Ha MOBPEKICHHUE MOAOIUTOB //
Hedpomnorus, - 2015. -19(2): -C. 33-43.

Kemxkae, M. JI., T'anues, V. 1., Xonos, I'. A., & Ixypaesa, H. O. // TlaToreHetnueckuii MEXaHH3M YHOTSIHATBHON
JUCHYHKIMH B 3aBUCMOCTH OT BHJa OCTPOro KopoHapHoro curjapoma. / Hayka monoapix—Eruditio Juvenium, -2015
-(3), -C.46-50.

. Xomnos, I'. A., Kenxaes, M. JI., Tanues, V. IL1., Ixypaesa, H. O., & A6nmwxkanunosa, C. U. /Ponb paHHUX TPU3HAKOB

PEMOJIETTMPOBAHMS CEep/Illa B IPOTHO3E XPOHHYECKOW 0OCTpYKTHBHOI Oonesnu jnerkux. //Hayka momompix—Eruditio
Juvenium, -2015 -(1), -C.-56-67.

Xonos,I'. A.,'anues, Y. 1., & Ixypaesa, H. O.// Bausuus kapAroceIeKTHBHBIX 6eTa-0JI0KaTOPOB Ha DHIOTEIHAIBHYIO
(GyHKIMIO Y OOJNBHBIX XpPOHUUYECKOI 00CTpyKTHBHOI Oone3nbio nerkux. // Hayka mononsix—Eruditio Juvenium, -2015
-(2), -C.33-45.

. Ilykypos P.T., A6aymnae T.A.. 'ennepHble pa3auuus U KOMOPOMAHOCTb y OOJBHBIX C XPOHHYECKOH cepledHOi

HEJ0CTaTOYHOCTHI0. // KapanoBackyJisipHast Tepanus u npoduinakruka. -2017. -16(6). -C. 87-91.
Benjamin EJ, Blaha MJ, Chiuve SE, et al. Heart Disease and Stroke Statistics-2017 Update: A Report From the American
Heart Association. Circulation. 2017;135(10):e146-¢603. doi:10.1161/CIR.0000000000000485.

. Bottinger E.P., Bitzer M. TGF-p signaling in renal disease // J. Am. Soc. Nephrol. — 2002. — Vol. 13. — P. 2600-2610.
. Djuraeva, N. O. (2022). Chronic Heart Failure Comorbid Changes in the Late Kidney and Influence of Complex

Treatments on them. Central Asian Journal of Medical and Natural Science, 3(4), 183-188.
Djuraeva, N. O., & Kholov, G. A. (2021). Kidney disfunction in chronic heart failure. Tibbiyotda yangi kun, (6), 38.

. Kholov G. A., & Djuraeva N. O. // Evaluation of cardiospiratory indicators on the basis of complex treatment of chronic

obstructive pulmonary disease with pulmonary hypertension. // Art of medicine international medical scientific journal,
-2022. -2(1).

Lam CSP, Chandramouli C, Ahooja V, Verma S. SGLT-2 Inhibitors in Heart Failure: Current Management, Unmet
Needs, and Therapeutic Prospects. J] Am Heart Assoc. 2019;8(20):¢013389. doi:10.1161/JAHA.119.013389.

[Tamcuer A.M., Xycurosa C.A. (2008). Bnusiare GpaxTopoB OKpYIKaroIIei cpeibl Ha 3JI0pOBhE YeIIOBEKA B Y30CKHCTaHE.
B: Benke P. (pen.) CounanbHO-9KOHOMHYECKHE TIPHYMHBI U MTOCIIEACTBHS OIycThiHMBaHus B L{eHTpanbHoii Azun. Cepust
«Hayxa HATO st mupa n 6e3onacHoctiy. [lnpunrep, Jopapext. https://doi.org/10.1007/978-1-4020-8544-4 11

269



13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

Xycunona III. A., Abnakynoa M. X. [luabernan ongunru xonat //IIpobaeMsr 6uonoruu u Meautuubl. — 2017, — Ne.
1.—-C.93.

Xycunona 1., A6nakynoa M. Jleiina Xakumosa [Iporecc pannoHaabHOTO Ha3HAYCHHS JICKAPCTBEHHBIX CPEICTB H
BBIOOP NEPCOHANIBHOTO JIeKapcTBa B pakTuke BOIL. —2020.

Jletina Xaxumosa, Illonpa XycunoBa, Mynuca AGmakyinoBa, dummona Ab6mgyxammuaoBa besomacHoe MaTepHHCTBO
u >ddexruBHbld aHTeHaTanbHblid yxon / OWM. 2021. Ne8/S. URL: https://cyberleninka.ru/article/n/bezopasnoe-
materinstvo-i-effektivnyy-antenatalnyy-uhod

[lonpa Xycunosa, Mynuca AGnakynoBa, Jleitna Xakumona [Ipomecc pannoHambHOro Ha3HAYEHHUS JEKAPCTBEHHBIX
CpeZCTB U BBIOOP IepcoHaiIbHOro JekapctBa B mpaktuke BOIT // OMU. 2020. Nel/S. URL: https://cyberleninka.ru/
article/n/protsess-ratsionalnogo-naznacheniya-lekarstvennyh-sredstv-i-vybor-personalnogo-lekarstva-v-praktike-vop
(mata oopamenus: 18.03.2023).

Akbarovna, K. S. (2022). UVB Therapy for the Treatment of Patients with Chronic Dermatosis. Central Asian Journal of
Medical and Natural Science, 3(5), 676-678. Retrieved from https://cajmns.centralasianstudies.org/index.php/CAJMNS/
article/view/1152

Xycunosa III. A., AmurOB 3. 3. MeponpHsTHsi, IPOBOANMBIC B yIPESIKACHHUAX IIEPBUIHON MEINKO-CAHUTAPHON TOMOIIN
o npodunaktuke pacrnpocrpanenuss COVID-19 //Menununckoe odpazoanue ceromns. — 2020. — Ne. 3. — C. 190-201.
XycunoBa III. A. PacnpocTpaHEHHOCTh apTepHalIbHON THIIEPTCH3UH, OCOOCHHOCTH €€ KIMHHYCCKOTO TCUCHHS W
COCTOsTHHE OETKOBO-THITHIHOrO 0OMeHa y pabOTHUKOB TabauyHOro Mpou3BOACTBa //ABTOped. TUce.... KaH/I. Me/l. HAyK.
Tamkent. — 1998. — C. 24.

Khakimova L. R., Khusinova S. A. MH Ablakulova Results of the implementation of a clinical protocol for the integrated
management of patients with arterial hypertension and diabetes mellitus in primary health care. 2018 //Journal Health,
demography, ecology of the Finno-Ugric peoples. — Ne. 4. — C. 66-68.

Xycunoa, . II., Xakumona, . JI., & Kypbanos , b. (2022). PE3VJIbTATbI OLIEHKN KAYECTBA JIEUEHNA
BOJIbHBIX C CEPJAEYHOM HEIOCTATOYHOCTBIO B VYCJIOBUSAX IOJIMKIUHUKW. XKypuan
KapIHOopecTInpaToOpHbIX HccnenoBanuii, 2(3), 82—84. https://doi.org/10.26739.2181-0974-2021-3-16

LiH, HastingsMH, Rheel, etal. Targeting Age-Related Pathways in Heart Failure. CircRes. 2020;126(4):533-51.
doi:10.1161/CIRCRESAHA.119.315889.

Martinez FA, Serenelli M, Nicolau JC, et al. Efficacy and Safety of Dapagliflozin in Heart Failure With Reduced
Ejection Fraction According to Age: Insights From DAPA-HF. Circulation. 2020;141(2):100-111. doi:10.1161/
CIRCULATIONAHA.119.044133.

Orifovna, D. N. // Comparative Characteristic of the use of Glucose-Containing Drugs in A Complex and Separate with
Diabetes Mellitus Associated with Chronic Renal Pathology. // Central asian journal of medical and natural sciences,
-2021. -393-396

Petrykiv S., Sjostrom C.D., Greasley P.J. et al. Differential effects of dapagliflozin on cardiovascular risk factors at
varying degrees of renal function // Clin. J. Am. Soc. Nephrol. 2017. Vol. 12. Ne 5. P. 751-759.

Seferovi¢ PM, Petrie MC, Filippatos GS, et al. Type 2 diabetes mellitus and heart failure: a position statement from the
Heart Failure Association of the European Society of Cardiology. Eur J Heart Fail. 2018;20(5):853-72. doi:10.1002/
ejhf.1170.

Shah KS, Xu H, Matsouaka RA, Bhatt DL, Heidenreich PA, Hernandez AF et al. Heart Failure with Preserved, Borderline,
and Reduced Ejection Fraction. Journal of the American College of Cardiology. 2017;70(20):2476—86. DOI: 10.1016/].
jacc.2017.08.074.

Silverberg DS. J Am Coll Cardiol 2000. — Towm 35, Ne7. — P.1737-44., Dickson V.V., Buck H., Riegel B. A qualitative
meta-analysis of heart failure self-care practices among individuals with multiple comorbid conditions // J. of Cardiac
Failure. - 2011. -Vol. 17, Ne 5. - P. 413-419.

Skrti¢ M., Cherney D.Z. Sodium-glucose cotransporter-2 inhibition and the potential for renal protection in diabetic
nephropathy // Curr. Opin. Nephrol. Hypertens. 2015. Vol. 24. Ne 1. P. 96-103.

Tsao CW, Lyass A, Enserro D, Larson MG, Ho JE, Kizer JR et al. Temporal Trends in the Incidence of and Mortality
Associated with Heart Failure with Preserved and Reduced Ejection Fraction. JACC: Heart Failure. 2018;6(8):678-85.
DOI: 10.1016/j.jchf.2018.03.006.

Wolf G, Chen S, Ziyadeh FN. From theperiphery of glomerular capillary wall toward thecenter of disease: podocyte
injury comes of age indiabetic nephropathy. Diabetes. 2005; 54(6): p. 1626-1634.

270



