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TUXUMDON ZAHIRASI PAST BO'LGAN KECH REPRODUKTIV YOSHDAGI
AYOLLARDA OVULYASYONNI RAG'BATLANTIRISHDA KLOMIFEN SITRAT
BO'LGAN MADDALARNING SAMARALI BAHOLANISh

Axmedjanova X.Z., Olimova K.J., Shukurov F.I.
Toshkent tibbiyot akademiyasi, O‘zbekiston

v' Rezyume

Magsad: past tuxumdon zaxirali kech reproduktiv yoshdagi ayollarda ovulyatsiyasini
rag ‘batlantirishda klomifen sitrat saglovchi preparat samaradorligini baholash.

Material va tadgiqot usullari. Tadgiqotga 60 nafar past tuxumdon zaxirali ayollar Kiritildi,
ulardan, 1- gruxni 30 nafar past tuxumdon zaxirali ayollar, 11 -guruxga 30 nafar tuxumdon zaxirasi
o‘ta past ayollar tashkil etdi. Nazorat guruxini - 20 nafar yosh reproduktiv yoshdagi ayollar tashkil
etdi. Barcha ayollarga ovulyatsiyani rag ‘batlantirish magsadida klomifen sitrat saglovchi preparat
berildi. Tuxumdonlar zaxirasini baholash uning biokimyoviy va exografik markerlarini o‘lchash
orgali amalaga oshirildi.

Natijalar va ularning muxokamasi. I-guruxda 23 (76,7%) nafar ayollarda ovulyatsiya sodir
bo‘lishiga erishildi. Ulardan 2 (11,7%) nafarida ovulyatsiya klomifen sitrat saglovchi dorining
dozasi 100mg.gacha oshirilganda, 5(29,4%) nafarida esa 150mg miqdorda berilganda sodir bo‘ldi.
Ushbu guruxning 15 (73,0%) nafar ayolida homiladorlik sodir bo“ldi. 11- guruxda 21 (76,7%) nafar
ayollarda ovulyatsiya sodir be ‘lishiga erishildi. Ulardan 3 (10%) nafarida ovulyatsiya klomifen sitrat
saglovchi dorining dozasi 100mg.gacha oshirilganda, 2(29,4%) nafarida esa 150mg miqdorda
berilganda sodir bo‘ldi. Ushbu guruxning 15 (66,7%) nafar ayolida homiladorlik sodir bo‘ldi.

Xulosa. Past tuxumdon zaxirali kech reproduktiv yoshdagi ayollarda ovulyatsiyani
rag ‘batlantirishda klomifen sitrat saglovchi preparatini go ‘llash guruxlarda mos ravishda 76,7% va
70,0%da ovulyatsini sodir bo‘lishiga va guruxlarga mos ravishda 73,0% va 66,7% ayollarda
homiladorlik bo ‘lishiga olib keldi.

Kalit sozlar: kech reproduktiv yosh, tuxumdonlar zaxirasi, ovulyatsiyani rag‘batlantirish,
klomifen sitrat 0z ichiga olgan moddalar.

OIEHKA D®®EKTUBHOCTHU KJIOMU®EH HUTPAT COAEPKALIEI'O BEIIECTB
B CTUMYJISILUU OBYJIAIIMA Y )KEHIIIUH TO3HEI'O PEINTPOAYKTUBHOI'O
BO3PACTA C HU3KHUM OBAPHUAJIBHBIM PE3EPBOM
Axmeoancanosa X.3., Onumosa K K., LLlykypoe ®.H.
TamkeHTCKass METUSUHCKAs aKaJeMusl, Y30eKHCTaH
v' Pestome

Ilenv: ouenxa Ihhekmusnocmu npumenenus Kiomugen yumpam cooepicauiezo eeuiecmea
6 CIUMYTLAYUY 0BYTIAYUY Y HCEHUWUH NO30HE20 PEenPOOYKIMUGHOZ0 803DACHIA C HU3UM 06APUATLHBIM

pesepeom.
Mamepuanvt u memoov. B uccnedosanue oviiu exarouenvt 60 HceHUUH ¢ NOHUNCEHHBIM
06apuanvHbiM pe3epeom, u3z nux: I1- ocnoenyw zpynny eownu - 30 jcenuwyun ¢ HU3KUM

osapuanvuvim pezeeom u 6o 11 - 30 scenuwyun ¢ Kpaiine HU3KUM 06APUATILHBIM PE3EPEOM NOTIYHAGUIUX
K1omMughen yumpam cooeprcawjuii npenapam O01as CMUMYAASUU AUYHUKOB, ZPYRNY CPAGHEHUs
cocmagunu- 20 ycenuyun ananioZudHoll NAMOI02Uell, HO OMKA3ABUWUXCA OM npuema Kiomugen
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yumpam coodeprycawie2o npenapama. Bcem nayuenmixam O0na cmumynauyuu 08yaAauyuu 0Ooviia
Ha3Hauena Kiomugen uyumpam cooeprcauwjezo eeujecmea. OueHKa 08apuanvbHOZ0 pesepea y
HCEHUWUH ObLI1 RPOBEOEHDBL C HOMOWBIO OUEHKE €20 OUOXUMUUECKO20 U IX0ZPAPUUECKO20 MAPKEPOE.

Pesynomamet. B I zpynne 6onvnoix ogynauus ovina oocmuzuymay 23 (76,79%) nayuenmox. H3
Huxy 2-x (11,7%) oeynauus nacmynuna nocie 6mopozo wyukia na o0oze ¢ 100mzuy 5 (29,4%)
nocie mpemovezo mecaua o0yaAuuu Ha 003e 6 150me Knomughen yumpam cooepircaniezo
npenapama 6 Oenv. bepemennocme nacmynunay 15 (73,0%) 6onvnvix smoii 2pynnol: y 00HOU
00n1bHOIUl 6 nepeom ce yukie jeuenus npu npueme 50mz Knomugpen yumpam cooeprcauiezo
npenpama, y émopoil Ha4 mMpemvem UUKIe CHUMYAASUU oeyaayuu npu 0oze 100mz oanmnozo
npenapama. Bo 2- zpynne 6onavnblx oeynasusa ovira docmuenyma y 21 (70,0%) oonvhvix. Y
mpex (10%) uy oeyx (6,7%) uz Hux 08y1AUUA NPOU3OULLIA HOCTE GMOPOZ0 U MPEmezo MecAua
cmumynayuu ¢ npumenenuem 100-150me knomugen yumpam cooeprcauiezo npenapama é O€Hb,
bepemennocmos nacmynuna y 15 (66,7%) o6Oonvnvix smoii zpynnel. bepemennocms 6 zpynne
cpasnenusa nacmynunay 3 (15,0%) nayuenmox.

3akniouenue. Ilpumenenue knomughen yumpam codepicauiezo npenapama y HceHWUH C
Nn030He20 PenpooOyKmMUEHO20 803PACIMA ¢ HU3ZKUM U KpAliHe HUZKUM O06APDUATbHBIM pPe3ePeoM
npueooum unoyxkyuio ogynauuu 'y 76,7% u 70,0% owcenugun coomeemcmeenno, u HaCMynieHuio
oepemennocmuy 73,0% u 66,7% srcenugun coomeemcmeeHHo.

Knrouesvie cnosa: nozomneii penpoOyKmueHbwlil 603pacm, 06APUATIbHBLIL Pe3epe, CHUMYIAUUA
08YNIAYUU, KTOMUDEH YUMPAM COOEPHCAUUTL 8eUieCNea.

EVALUATION OF THE EFFECTIVENESS OF CLOMIPHENE CITRATE CONTAINING
SUBSTANCES IN STIMULATION OF OVULATION IN WOMEN OF LATE
REPRODUCTIVE AGE WITH LOW OVARIAN RESERVE

Akhmedzhanova Kh.Z., Olimova K.zZh., Shukurov F.I.
TamkeHTcKas MEAUSHHCKAs] akageMusi, Y 30eKucTal

v Resume

Obijective: to evaluate the effectiveness of the use of clomiphene citrate-containing drug in
ovulation stimulation in women of late reproductive age with low ovarian reserve.

Materials and methods. The study included 60 women with reduced ovarian reserve, of which: 1 -
the main group included - 30 women with low ovarian reserve and Il - 30 women with extremely low
ovarian reserve treated with clomiphene citrate containing a drug for ovarian stimulation, the
comparison group consisted of - 20 women with a similar pathology, but refused to take a clomiphene-
containing drug. All patients were prescribed clomiphene citrate containing substances to stimulate
ovulation. The assessment of the ovarian reserve in women was carried out by assessing its
biochemical and echographic markers.

Results. In group | patients, ovulation was achieved in 23 (76.7%) patients. Of these, 2 (11.7%)
ovulated after the second cycle at a dose of 100 mg and in 5 (29.4%) after the third month of ovulation
at a dose of 150 mg of clomiphene citrate-containing drug per day. Pregnancy occurred in 15 (73.0%)
patients of this group: in one patient in the first cycle of treatment when taking 50 mg of clomiphene
citrate-containing preparation, in the second in the third cycle of ovulation stimulation at a dose of
100 mg of this drug. In the 2nd group of patients, ovulation was achieved in 21 (70.0%) patients.
Three (10%) and two (6.7%) of them ovulated after the second and third months of stimulation using
100-150 mg of clomife-containing drug per day. Pregnancy occurred in 15 (66.7%) patients of this
group. Pregnancy in the comparison group occurred in 3 (15.0%) patients.

Conclusion. The use of clomiphene citrate-containing drug in women from late reproductive age
with low and extremely low ovarian reserve leads to the induction of ovulation in 76.7% and 70.0%
of women, and the onset of pregnancy in 73.0% and 66.7% of women, respectively.

Key words: late reproductive age, ovarian reserve, ovulation stimulation, clomiphene citrate
containing substances.
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Dolzarbligi
Ayolning yoshi tuxumdonlar zahirasini belgilovchi eng muhim fiziologik omildir [1,2]. Yoshga
bog‘lig follikulalar sonining fiziologik kamayishi tug‘ilish uchun juda muhimdir. Ayollarda bu
muammo sababli bepushtlik bilan davolanishshga murojaat gilishlarining tobora keng targalgan
sababiga aylanib bormoqda [3,4]. Ayollarda reproduktiv garish tuxumdonlardagi ootsitlarning soni va
sifati yoshga garab kamayib borishi hagidagi umumiy gabul gilingan nazariyaga amal giladigan
jarayondir [5,6]. Tuxumdonlarning garishi follikulalar guruxi saglanadigan ootsitlar soni va sifatining
pasayishi bilan bog*'liq fiziologik jarayondir [7,8]. Tuxumdonlar zahirasi kamaygan kech reproduktiv
yoshdagi ayollarda ovulyatsiyani rag‘batlantirishda klomifen sitratni o‘z ichiga olgan Duinum®
preparatini samaradorligini baholash bo‘yicha nashr etilgan tadgigotlar hozirgacha mavjud emas [9,10].
Past tuxumdon zaxirali kech reproduktiv yoshdagi ayollarda klomifen sitratni o‘z ichiga olgan
preparatlarning follikulogenez va endometriy galinligiga gay darajada ta’sir gilishi hagidagi savolga
hanuzgacha anig javob topilmagan. Yugorida aytilganlarning barchasi past tuxumdon zaxirali kech
reproduktiv yoshdagi ayollarda tuxumdonlarni rag‘batlantirish va fertillikni tiklash uchun klomifen
sitratni saglovchi preparatning samaradorligini baholashga bag‘ishlangan ushbu izlanish tadgigotning
dolzarbligini ta’kidlaydi.
Tadgigotning magsadi past tuxumdon zaxirali kech reproduktiv yoshdagi ayollarda ovulyatsiyani
rag‘batlantirishda klomifen sitrat saglovchi preparat samaradorligini baholash.

Material va usullari

Tadgigotga 60 nafar past tuxumdon zaxirali ayollar Kiritildi, ulardan, 1- gruxni 30 nafar past
tuxumdon zaxirali ayollar, Il -guruxga 30 nafar o‘ta tuxumdon zaxirasi o‘ta past ayollar tashkil etdi.
Nazorat guruxini - 20 nafar yosh reproduktiv yoshdagi ayollar tashkil etdi. Barcha ayollarga
ovulyatsiyani rag‘batlantirish magsadida klomifen sitrat saglovchi dori berildi. Tuxumdonlar zaxirasini
baholash uning biokimyoviy va exografik markerlarini o‘lchash orqgali amalaga oshirildi. Tadgiqotga
kiritilgan ayollarning o‘rtacha yoshi 35,5+0,2 yoshni tashkil etdi. Tadgigotda klinik, gormonal,
ultratovush va statistik tadgiqot usullaridan foydalanildi. Chanog a'zolarining ultratovush tekshiruvi
SAMSUNG (Koreya) apparatida mos ravishda 3,5-4,5 va 6-7 MGts chastotali transabdominal va
transvaginal datchiklar yordamida amalga oshirildi.

Mazkur tadgigotda biz tuxumdonlarni rag‘batlantirish magsadida ilk bor klomifen sitrat saglovchi
Duinum® preparatidan foydalandik. Ushbu preparatni ayollarga berishda biz ularda aniglangan
tuxumdonlar zaxirasini gay darajada ekanligini hisobga olgan holda berdik.

Olingan natijalarni statistik gayta ishlash Statistica for Windows 7.0 dasturi yordamida amalga
oshirildi. Ma’lumotlar M+m sifatida taqdim etiladi. p<0,05 ga to‘g‘ri keladigan farqlar statistik
ahamiyatga ega deb hisoblandi.

Natijalar va tahlillar

Barcha ayollarda tuxumdonlar zahirasining darajasiga garab, quyidagi sxema bo‘yicha klomifen
sitratini o‘z ichiga olgan preparat yordamida ovulyatsiya rag‘batlantirildi: 1- guruxga kiruvchi past
tuxumdon zaxirali ayollarda ovulyatsiyani rag‘batlantirish 1-oyda, hayz siklining 3-7-kunlari orasida 1
tabletkadan 1 marta 5 kun davomida (50 mg) ichish tavsiya gilindi. Xayz siklini 2-oyida xayzni 3-7
kunlari, tuxumdonlar ovulyatsiyani rag‘batlantirishni 1 tabletkadan 2 marta 5 kun davomida (100 mg),
xayz siklini 3-oyida xayzni 3-7 kunlari esa 1 tabletkadan 3 maxaldan (150 mg) 5 kun davomida ichish
buyurildi.

2-guruxga kiruvchi o‘ta past tuxumdon zaxirali ayollarda ovulyatsiyani rag‘batlantirish 1-oyda, hayz
siklining 2-6-kunlari orasida 1 tabletkadan 1 marta 5 kun davomida (50 mg) ichish tavsiya gilindi. Xayz
siklini 2-oyida xayzni 3-7 kunlari, tuxumdonlar ovulyatsiyani rag‘batlantirishni 1 tabletkadan 2 marta 5
kun davomida (100 mg), xayz siklini 3-oyida xayzni 3-7 kunlari esa 1 tabletkadan 3 maxaldan (150 mg)
5 kun davomida ichish buyurildi.

Xayz sikli dinamikasida va davolanish vaqgtida tuxumdonlar funksiyasini rag‘batlantirish
samaradorligini  baholash magsadida ultratovush yordamida follikulometriya o‘tkazildi va
endometriyning galinligi o‘lchandi. Ultratovush tekshiruvida endometriyning galinligi va exogenligi,
hayz davrining 8, 12 va 14-kunlarida etakchi follikullarning soni va hajmini shuningdek xayzning
ikkinchi yarmida sariq tana hosil bo‘lishi baholandi.
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Ovulyatsiyani rag‘batlantirish uchun klomifen sitrati preparatini o‘z ichiga olgan olgan bemorlarning
1-guruhida maksimal follikulaning diametri sezilarli darajada (p<0,05) o‘sdi va o‘rtacha 2,2 + 0,4 sm.ni
tashkil etdi, I1- guruhda ushbu ko‘rsatkich 2,0 £ 0,3sm.ni tashkil etdi. Ushbu ikkala guruh ayollarida
endometriyning qgalinligi ham sezilarli darajada oshdi (p<0,05) va I-guruhda o‘rtacha 0,9+0,03 smva Il-
guruhda 1,0+0,2 sm.ni tashkil etdi. Shu bilan birga, ushbu ko‘rsatkichlar bo‘yicha ikki guruhni
tagqoslash shuni ko‘rsatdiki, 1-guruhdagi bemorlarda maksimal follikulaning diametri va
endometriyning galinligi 2-guruh mos ko‘rsatkichlaridan sezilarli darajada oshib ketgan (p<0,05).

I-guruhdagi ayollarda ovulyatsiya 23 (76,7%) nafarida sodir bo‘ldi. Ulardan 2 tasida (6,6%)
ovulyatsiya ikkinchi xayz siklida rag‘batlantiruvchi preparatni kuniga 100 mg ichgach sodir bo‘ldi. Bir
(3,3%) nafar bemorda esa uchinchi davolash siklida rag‘batlantiruvchi preparatani kuniga 150 mg
etkazganda sodir bo‘ldi. Homiladorlik ushbu guruhdagi 17 (73%) nafar bemorlarida yuz berdi. bir nafar
bemorda ovulyatsini rag‘batlantirishning birinchi siklida klomifen sitrat saglovchi preparatni migdori
50 mg miqgdorda gabul gilganda, ikki nafarida esa ovulyatsiiyani rag‘batdantirishning uchinchi siklida
klomifen sitrat saglovchi preparatini 100 mg dozada gabul gilganida sodir bo‘1di.

I1-guruh bemorlarida ovulyatsiya 21 (70,0%) nafar bemorlarda sodir bo‘ldi. Ulardan 3 (10,0%)
nafarida ovulyatsiya klomifensitrat saglovchi preparatni kuniga 100-150 mg qo‘llash orgali ikkinchi va
uchinchi rag‘batlantirish oylarida sodir bo‘lgan. Taqgoslash guruhidagi ayollarda homiladorlik 3
(10,0%) nafarida sodir bo‘lgan (rasmga garang).

76,7
Ovulysiya [ 70
6
) _ 73
Homiladorlik | 66,7
5
0 10 20 30 40 50 60 70 80 90
1-gurux W 2-gurux Taqqoslash guruxi

Rasm. Klomifen sitrat saglovchi preparatini gabul gilgan ayollarda ovulyatsiya va homiladorlikni
salmog*‘i, %.

Shunday qilib, klomifen sitrat saglovchi preparat bilan ovulyatsiyani rag‘batlantirish samarali usul bo‘lib,
tuxumdonlar zaxirasi past bo‘lgan kech reproduktiv yoshdagi ayollarning 73,3%da ovulyatsiyaga erishishni
ta’minlaydi. Ovulyatsiyani rag‘batlantirish fonida, klomifen sitrat saglovchi preparatni muddatidan oldin
to“xtatishni talab giladigan jiddiy nojo‘ya ta’sirlarga olib kelmadi.

Olingan ma’lumotlarga ko‘ra, klomifen sitrat saglovchi preparatni qo‘llash bilan 60 ovulyatsiya siklida
xayz siklining o‘rtalarida diametri 18 mm.dan ortiq bo‘lgan follikullarning o‘rtacha soni 44 ta (73,3%)ni
tashkil gilib, ulardan barcha follikulalar etilgan va follikulogenezni rag‘batlantirishga erishilgan, 6 xayz
siklida ikkitadan follikula etilishiga erishilgan. Follikula rivojlanishining preovulyator bosgichiga bo‘lgan
davr o‘rtacha 13,5 + 0,2 kunni tashkil etdi. Ovulyatsiya sodir bo‘lganligi tasdiglangan ayollarda hayz
davrining 12-14-kunlarida dominant follikulning o‘rtacha diametri 18 = 1,3 mm.ni tashkil etdi. Ikkala asosiy
guruxga kiruvchi ayollardagi etakchi follikulaning o‘lchamlari klomifen sitrat saglovchi preparatini turli
dozalarini gabul gilganda solishtirishni ushbu jadvalda ko‘rish mumkin (1-jadvalga garang).

1 Jadval
Tadgigotga kiritilgan ayollarda etilgan follikulalarning o‘lchami, (M+m)
KS saglovchi 1-gurux, n=30 2-gurux, n=30
preparat XSning 8- | XSning XSning XSning 8- | XSning XSning 14-
dozasi,mg kuni 12-kuni 14-kuni kuni 12-kuni kuni
50 9,1+0,2 16,0+0,2 19,1£1,2 9,0+0,1 16,0+0,2 19,0£1,2
100 9,0+0,1 15,8+0,1 19,0+1,3 8,8+0,3 15,8+0,3 18,8+1,4
150 8,9+0,3 15,0+0,3 18,9+1,2 8,7+0.4 15,6+0,1 18,7+1,21
P >0,05 >0,05 >0,05 >0,05 >0,05 >0,05

Klomifen sitrat saglovchi preparatning dozasiga garab, xayz sikli davomida endometriy galinligida
ham sezilarli farglar aniglanmadi (2-jadvalga garang).
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2-Jadval
Tadgiqotga kiritilgan klomifen sitrat saglovchi gabul gilgan ayollarda endometriyning qgalinligi, (M

+m)
KS saglovchi 1-gurux, n=30 2-gurux, n=30
preparat dozasi,mg | XSning 8- | XSning 12- | XSning 14- | XSning 8- | XSning 12- | XSning  14-
kuni kuni kuni kuni kuni kuni
50 7,0+0,1 7,8+0,1 9,2+1,3 6,8+0,2 9,0+0,1 9,2+1,3
100 6,9+0,2 7,7+0,2 9,0+1,1 6,7+0,3 8,8+0,2 8,7+1,2
150 6,7+0,3 7,0+£0,3 8,9+1,0 6,5+0,4 7,6+£0,3 7,7+1,1
P >0,05 >0,05 >0,05 >0,05 >0,05 >0,05

Tadgigotga kiritilgan jami ayollardan 44 (73,3%) nafarida ovulyasiya sodir bo‘lishiga erishildi. Kech
reproduktiv yoshdagi 16 (8,3%) nafar ayolda klomifen sitrat saglovchi preparati bilan uch oyda
rag ‘batlantirilishiga qaramasdan anovulyasiya holati saglanib qoldi. Xayz siklining o‘rtasida endometriyning
o‘rtacha galinligi 9,2 + 0,3 mm.ni tashkil etdi, bu urug‘langan tuxum xujayrani implantatsiyasi uchun qulay
o‘lchamdir. Homiladorlik tadgiqotga Kiritilgan ayollardan 42 (70,0%) nafarida sodir bo‘lgan. Klomifen sitrat
saglovchi preparatni go‘llashda tuxumdonlarning javob berish reaksiyasini va homiladorlar salmog*ini tahlil
gilish, go‘llanilayotgan klomifen sitrat saglovchi preparatning dozasiga garab, ya’ni, preparat dozasini kuniga
100mg.ga oshirish homiladorlik tezligini ikki baravar oshishiga olib kelishini ko‘rsatdi (p<0,05).

Shunday qilib, klomifen saglovchi preparatni ovulyasiyani rag‘batlantirish magsadida qo‘llash natijasida
tadgiqotga Kkiritilgan ayollarning 42(70%) nafarida homilador bo‘lishiga erishildi va u guruxlarda mos
ravishda 23(76,7%)nafar va 21(70,0%) nafarni tashkil etdi.

Xulosa
Past tuxumdon zaxirali kech reproduktiv yoshdagi ayollarda klomifen sitrat saglovchi preparatini
qo‘llash guruxlarda mos ravishda 76,7% va 70,0% ayollarda ovulyasini sodir bo‘lishiga, hamda guruxlarda
mos ravishda 73,0% va 66,7% ayollarda homilador bo‘lishlikga olib keldi.
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