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PROGESTERON RESEPTOR GENINING (PRG) TURLI GENOTIPLARI MAVJUD AYOLLARDA

EKU DAN SO‘NG HOMILADORLIKNING KECHISHI XUSUSIYATLARI
D.B. Mirzayeva, D.D. Saijalilova
Toshkent tibbiyot akademiyasi, Toshkent, O‘zbekiston

Ekstrakorporal urug‘lantirish mavjud o‘zbek populyatsiyadagi ayollarda progesteron reseptori genining (PRG) allel va genotiplari
uchrash darajalari o‘rganildi. Buning uchun 96 ta ayol qoni molekulyar-genetik tahlil qilindi, ulardan 82 ta ayol EKU dan so‘ng
bo‘lib, ular asosiy guruhni, 14 ta ayol esa homiladorligining fiziologik kechishi mavjud nazorat guruhini tashkil etdi. Tadqiqot
davomida quyidagi natijalarga erishdik: EKU ga murojaat qilgan ayollar guruhida mutant allel T tanasining mavjudligi bu allelga
ega bo‘lmagan ayollar bilan solishtirganda homila 0‘z-0°zidan tushish xavfi (OR=52,6; p<0,001), boshlanayotgan homila tushishi
(OR=16,5; p<0,001), homila tushishi (OR=8,74; p<0,001), shuningdek homila erta tug‘ilish xavfi (p<0,05), normal joylashgan
yo‘ldoshning barvaqt ko‘chishi (p<0,001), turli darajadagi ona-yo‘ldosh-homila qon aylanishining buzilishi (OR=11,7; p<0,001),
homila rivojlanishdan orqada qolish sindromi (p<0,001), muddatdan erta tug‘ruq (OR=61,7; p<0,001) asoratlari uchradi, hamda
bu ko‘rsatkichlar statistik jihatdan bog‘liq bo‘ldi. Shunday qilib, turmush qurgan juftliklarda bepushtlik rivojlanishining genezida
nafaqat etiologik omillar, balki PRG retseptorlari genotiplarining polimorf variantlari va mutant allellari mavjudligi ham muhimdir.

Tayanch so‘zlar: ekstrakorporal urug‘lantirish, reseptorlar, polimorfizm, allellar, populyatsiya.

OCOoO6EHHOCTH TeYeHIEe 6epeme}m0cn{ Y )KEHIINH € IKO ¢ BUJAMU I'€HOTUIIOB

reHa nporecreponoBoro penenropa (PRG)
H.B. Mup3saesa, [I.]]. Caudncanunoea

IIpoBeneHa omeHka pactpeneNeHHs YacTOT aJuleNiell U TeHOTHUIIOB TeHa mporectepoHoBoro penentopa (PRG) y skeHmuH ¢ 3Kc-
TPAKOPIIOPAIEHBIM OIUIOJOTBOPEHHEM y30eKCKOH momynsiiuu. MceaenoBaHo MONEKyIIpHO-TCHETHUECKUI aHAIN3 KPOBU 96 *KeH-
IIIHH, W3 HIX OCHOBHYIO Tpymy cocTaBmii 82 xenuiH ¢ OKO n 14 6epeMeHHBIX ¢ PU3HO0IOTHIECKIM TeICHNEM OepeMeHHoCTH. B
XOJI€ UCCIIEZIOBAHNS OBIIM MOYUYCHBI CIEAYIONINE PE3YNbTaThl: HATNINE MyTaHTHOTO ayutens T B rpyImie KeHIMH, 00paTHBIINXCS
3a nponenypy IKO, 1o cpaBHEHHUIO ¢ KEHIIMHAMHU O€3 JaHHOTO AJIIENsI TOBBIMIAN0 PUCK YIPO3bI CAMOIIPOM3BOJIEHOTO BBIKUIbI-
mra (OIL=52,6; p<0,001), HauaBmerocs camorpou3BoiasHOTO BEIKHABIIA (OLI=16,5; p<0,001), caMOpON3BOIEHOTO BBHIKHIBIIIA
(OI1I=8,74; p<0,001), a Takxe pUCK Yyrpo3bI MPEKIACBPEMEHHBIX poaoB (p<0,05), oTCIoWKH HOPMATBHO PACIIONOKEHHOH IIIAIIEHTHI
(p<0,001), HapymIeHns: MaTOYHO-TIIAIEHTAPHO-TUIOOBOTO KpoBooOparieHus pasnoi crenenu (OL=11,7; p<0,001), cuanpoma 3a-
nepxku pocta wiona (p<0,001), mpesxxneBpemeHHsIx pomos (OI=61,7; p<0,001), 3Ti moka3aTeny OBUTH CTATUCTHYECKH CBS3aHBI
(p<0,05). Takum 0Opazom, B TeHE3€ PA3BUTHS OCCILUTOMNS Y CYTIPYKECKUX Map MMEIOT 3HAYCHHUS HE TOJIBKO ATHOJIOTHYECKUe (pakTo-
PBI, HO ¥ HAJIMYME MYTAHTHBIX aJUIesIel MOIMMOP(HBIX BapUaHTOB TeHOTHUIOB perenTtopa PRG.

Ki1ro4eBble €j10Ba: 3KCTPAKOPIIOPATBHOE OIUIOJOTBOPEHHE, PELENTOPHI, HOMUMOP(U3M, aJIIEIH, TOMYIISALHSL.

Features of pregnancy in women with IVF with types of genotypes of the progesterone

receptor gene (PRG)
D.B. Mirzaeva, D.D. Saijalilova

The distribution of frequencies of alleles and genotypes of the progesterone receptor gene (PRG) in women with in vitro fertilization
of the Uzbek population was assessed. A molecular genetic analysis of the blood of 96 women was studied, of which the main group
consisted of 82 women with IVF and 14 pregnant women with a physiological course of pregnancy. The following results were
obtained during the study: the presence of the mutant T allele in the group of women who applied for the IVF procedure, compared
with women without this allele, increased the risk of threatened spontaneous miscarriage (OR=52,6; p<0,001), incipient spontaneous
miscarriage (OR=16,5; p<0,001), spontaneous miscarriage (OR=8,74; p<0,001), as well as the risk of threatened preterm birth
(p<0,05), abruption of a normally located placenta (p<0,001), uterine - placental-fetal circulation of varying degrees (OR=11,7;
p<0,001), fetal growth retardation syndrome (p<0,001), preterm birth (OR=61,7; p<0,001), these indicators were statistically related
(p<0,05). Thus, in the genesis of the development of infertility in married couples, not only etiological factors are important, but also
the presence of mutant alleles of polymorphic variants of the PRG receptor genotypes.

Keywords: in vitro fertilization, receptors, polymorphism, alleles, population.
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avzuning  dolzarbligi.  Yordamchi  reproduktiv
texnologiyalar ~muvaffaqiyatini  cheklovchi muhim

diagnostika usullari nafaqat irsiy kasalliklarning genlarini, balki
u yoki bu qo‘shma (ko‘p omilli) kasalliklarga moyillik genlarini

omillardan biri reproduktiv tizim organlarining reseptivligining
pasayishi hisoblanadi. Ekstrakorporal urug‘lantirish (EKU)
dasturida hal giluvchi rol reproduktiv tizim organlarining maqgsadli
to‘qimalariga ta’sir qiluvchi steroid gormonlarining mutlaq tarkibi
bilan emas, balkiuning gabul qilish qobiliyati bilan, ya'ni reseptivligi
(unga mos keladigan steroid gormonlar uchun funktsional jihatdan
to‘liq to‘qima reseptorlari soni) bilan o‘ynashi isbotlangan [1,4,9].

Shu  sababli, ekstrakorporal  urug‘lantirishdan  keyin
homiladorlikning kechishi va oqibatlarini o‘rganadigan ilmiy
izlanishlar sonini ko‘paytirish juda muhimdir. [2,6]. Biroq,
ekstrakorporal urug‘lantirishdan keyin homiladorlikning kechishi va
oqibatlari muammolariga doimiy e’tibor qaratilayotganiga qaramay,
ko‘plab masalalar haligacha hal gilinmagan. [3,5,7]. Molekulyar
42

ham aniqlash imkonini beradi. Homiladorlikning mo’tadil kechishi
uchun mas’ul bo‘lgan genlarning allel polimorfizmini o‘rganish
homilani ko‘tara olmaslik genotiplarini aniglashning istigbolli
yo‘nalishi hisoblanadi [4,8].

Tadqiqot magqgsadi. Akusherlik va perinatal asoratlarni
rivojlanishida  ekstrakorporal urug‘lantirish mavjud o‘zbek
populyasiyali ayollarda progesteron (PRG) geni polimorfizmining
allellari va genotiplarining klinik-diagnostik ahamiyatini qiyosiy
baholashni o‘tkazish.

Tadqiqot materiallari va usullari. PRG geni polimorfizmini
aniqlash magsadida 96 nafar ayolda qonning molekulyar genetik
tadqiqoti o‘tkazildi. Ulardan asosiy guruh IVF/ICSI dasturida
ishtirok etgan 82 nafar ayoldan iborat edi. Ushbu tadqiqotning
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1-jadval
Tekshirilayotgan ayollarda PRG retseptorlari genining polimorfizmini tahlili :
Guruhlar Allellar uchrash chastotasi Genotiplarning uchrash chastotasi
G T G/G G/T T/T

n % n % n % n % n %
Asosiy guruh (n=82) 130 79,3 34 20,7 58 60,4 14 14,6 10 10,4

Nazorat guruhi (n=14) 26 92,9 2 7,1 12 12,5 2 2,1 - -
Jami (n=96) 156 81,3 36 18,8 70 72,9 16 16,7 10 10,4

nazorat guruhi homiladorlikning fiziologik kechishiga ega bo‘lgan
14 homilador ayoldan iborat edi. Bemorlarning genotipidagi gen
polimorfizmini tahlil qilish periferik qon namunalaridan DNKni
ajratish bilan amalga oshirildi. Statistik tahlil IBM SPSS Statistics
v.26 dasturi (IBM Corporation tomonidan ishlab chiqgilgan)
yordamida amalga oshirildi.

Tadqiqot natijalari. Asosiy guruhda o‘rtacha yosh 31,84+0,46
ni, nazorat guruhida 27,35+1,19 ni tashkil etdi. Ekstrakorporal
urug‘lantirishdan keyin eng ko‘p 30 yoshdan 34 yoshgacha
oralig‘idagi bo‘lgan ayollar uchradi va ular 32,9% ni, eng kami —

21-24 yoshni tashkil etib, ular 6,5% ni tashkil qildi.

Bemorlarning genotipining assosiasiyasini baholash uchun
ikkala guruhdagi ayollarda PRG reseptorlari genining allellari va
genotiplarining tagsimlanishi tahlil qilindi (1-jadval).

Ekstrakorporal urug‘lantirishdan mavjud ayollarda progesteron
reseptorlari  (PRG  Val660Leu G>T) genining polimorfizmi
tahlil qilindi. Asosiy guruhning 14 nafarida (17,1%) PRG gen
polimorfizmining (G/T) geterozigot variantlari aniglandi. Nazorat
guruhida bu ko‘rsatkich 2 ayolda (14,3%) topildi. PRG reseptorlari
genining geterozigot variantining (G/T) ikkala guruhda uchrashi

2-jadval

PRG reseptorlari genining polimorfizmiga qarab homiladorlikning birinchi yarmida ayollarda akusherlik
asoratlarining uchrash chastotasi (n=96)

Homiladorlikning n | Allellar uchrash Genotiplarning uchrash chastotasi s Imkoniyatlar
birinchi yarmida chastotasi p nisbati;
ayollarda akusherlik G T G/G G/T T/T 95% 10
asoratlari % % N % N % o %
Homila o‘z-0‘zidan | 37 | 56,8 43,2 13 13,5 16 16,7 8 8,3 *>=44,55; 52,6;
tushish xavfi p<0,001 | 11,02-251,2
Boshlanayotgan 17 50,0 50,0 4 4,2 9 9,4 4 4.2 1*=26,63; 16,5;
homila tushishi p<0,001 4,64-58,68
Homila tushishi 13 | 46,2 53,8 4 4,2 4 4,2 5 5,2 1=16,81; 8,74;
p<0,001 2,39-31,8
3-jadval

PRG reseptorlari genining polimorfizmiga qarab homiladorlikning birinchi yarmida ayollarda akusherlik
asoratlarining uchrash chastotasi (n=96)

Homiladorlikning n | Allellar uchrash Genotiplarning uchrash chastotasi s Imkoniyatlar
birinchi yarmida chastotasi p nisbati;
ayollarda akusherlik G T G/G G/T T/T 95% 10
asoratlari % % 0 % N % 0 %
70 | 86,4 13,6 55 78,6 11 15,7 4 5,7
Homila erta tug‘ilish | 17 | 73,5 26,5 8 11,4 9 12,9 - - x2=24,05; -
xavfl p<0,001
Normal joylashgan | 6 33,3 66,7 - - 4 5,7 2 2,9 ¥2=24,76; -
yo‘ldoshning p<0,001
barvaqt ko‘chishi
Ona-yo‘ldosh- 18 | 63,9 36,1 8 11,4 7 10,0 3 4,3 %2=16,96; 11,7;
homila gon p<0,001 3,17-43,52
aylanishining
buzilishi
Homila 9 333 66,7 - - 6 8,6 3 4,3 x2=38,96; -
rivojlanishdan p<0,001
orqada qolish
sindromi
Muddatdan erta 9 38,9 61,1 1 1,4 5 7,1 3 4,3 %2=30,2; 61,7;
tug‘ruq p<0,001 6,68-569,9

43
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statistik ahamiyatga ega bo‘lmadi (p=0,345). PRG reseptorlari
genining gomozigot mutant genotipi (T/T) faqat asosiy guruhdagi
ayollarda (10,4%) aniglandi, nazorat guruhidagi ayollarda esa
aniqlanmadi (p<0,05).

Tadqiqotning keyingi bosqichida tekshirilgan ayollarda PRG
allellari va genotiplariga garab, ushbu homiladorlikning birinchi
yarmida akusherlik asoratlarining uchrash chastotasi tahlil gilindi.

2-jadvaldan PRG gen polimorfizmi va homilani kotara olmaslik
o‘rtasidagi muhim bog‘liglikni ko‘rish mumkin. Ushbu genetik
o‘zgarishlar PRGlarning biologik funksiyasini o‘zgartirishi va
implantatsiya hamda plasentaning patologiyasiga hissa qo‘shishi
mumkin, bu esa birgalikda homiladorlikni ko‘tara olmaslika olib
keladi (p<0,05). Shunday qilib, asosiy guruhning 26 nafarida
(31,7%) homila tushishi kuzatildi.

Tadqiqotimiz davomida, tekshirilgan ayollarda PRG allellari
va genotiplariga qarab, ushbu homiladorlikning ikkinchi yarmida
akusherlik asoratlarining uchrash chastotasi ham tahlil gilindi.

Bu barcha asoratlar statistik ahamiyatga ega (p<0,05) bo‘ldi.

Xulosa. O‘tkazilgan tadqiqotlar biz taklif qilgan diagnostik
genetik biomarkerning, ya’ni qon zardobida progesteron
retseptorlari gen polimorfizmining (PRG) mutant allelini (T) va
genotipini (T/T) aniglash yuqori samaradorligini isbotladi. Bu esa
ekstrakorporal urug‘lantirish mavjud ayollarda nafagat bepushtlik,
balki ekstrakorporal urug‘lantirishning ijobiy oqibatlarini asosiy
sabablaridan biri edi. Bemorlarning faqat klinik va gormonal
ko‘rsatkichlariga asoslangan holda ekstrakorporal urug‘lantirish
amaliyotini bajarish 9,7 foiz holatda oglanmadi, aynigsa EKU dan
so‘ng homila tushishi yuzaga kelganda o‘z tasdig‘ini topdi.
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THE ROLE OF ELEVATED HOMOCYSTEINE LEVELS IN GYNECOLOGY AND PREGNANCY
Sh. Okhunova®, D. Sadikova®, M. Maksudova®
1 - Department of Obstetrics and Gynecology of Tashkent Medical Academy
2 - IVF Center «Siz ona bo‘lasiz», Tashkent, Uzbekistan

The purpose of the study was to assess the effect of hormonal status on the level of homocysteine, an independent risk factor for
the development of cardiovascular pathology, thrombophilia, and pregnancy complications. The influence of hormonal status on the
level of this amino acid was revealed, which may be important for the treatment of hyperhomocysteinemia and, as a result, reducing
the risk of thrombotic complications and complications of pregnancy.

Keywords: hyperhomocysteinemia, hormonal status, hemostasis, pregnancy complications

Ginekologiya va homiladorlikda yuqori homosistein darajasining o'rni
Sh.B. Ohunova, D.R. Sadiqova, M.M. Maksudova
Tadqiqotning maqsadi gormonal holatning yurak-qon tomir patologiyasi, trombofiliya va homiladorlik asoratlari rivojlanishi uchun
mustaqil xavf omili bo‘lgan homosistein darajasiga ta’sirini baholash. Gormonal holatning ushbu aminokislota darajasiga ta’siri
aniqlandi, bu giperhomosisteinemiyani davolash uchun muhim bo‘lishi mumkin va natijada trombotik asoratlar va homiladorlikning

asoratlari xavfini kamaytiradi.

Tayanch so‘zlar: giperhomosisteinemiya, gormonal holat, gemostaz, homiladorlikning asoratlari

Ponp moBbINIEHHOTO YPOBH:A TOMOIICTEMHA B TUHEKOIOIMN U 6epeMeHHOCTI/I
II.B. Oxynosa, [I.P. Cadwixoea, M.M. Maxcydoea
Ilenb uccne0BaHusl — OLEHHUTD BIHSHUE FOPMOHAJIBHOTO CTaTyca Ha ypOBEHb FOMOLCTEHHA, SBIIIOMIErocs He3aBUCUMbIM
(haKTOpOM pHCKA Pa3BUTHS CEPACYHO-COCYANUCTON MATOIOIHH, TPOMOODUINK U OCIOKHEHUH OepeMeHHOCTH. BbIsBICHO BIMsHME
FOPMOHAJIBHOTO CTaTyca Ha yPOBEHb JaHHOH aMHHOKUCIIOTBI, 4TO MOXKET HMETh 3HAYCHHE JUIS JICYCHHS TUIIEPIOMOLMCTENHEMHH H,
KaK CJIe[ICTBHE, CHIKEHHS PHCKA TPOMOOTHYECKHX OCIOKHEHUH U OCIOKHEHHIT OepEeMEHHOCTH.
KitioueBble ¢/10Ba: rUIeProMOLUCTEHHEMHUS, TOPMOHAJIBHBIH CTAaTyC, IFEMOCTa3, OCI0KHEHUs OEPEMEHHOCTH.
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ntroduction. Recently, more and more works have been

devoted to the effect of sex steroid hormones on the
cardiovascular system and the hemostasis system.

The protective effect of estrogens on the vascular endothelium
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is well known. Despite many studies, the mechanism of this
effect is not completely clear. K. Ryan [1] was the first to
suggest that the protective effect of estrogen genes is associated
with their effect on homocysteine metabolism.



