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TEXHOJIOT1H y )KIHOK 13 eHoMeTpio3oM. - KBamidikailiiiHa HaykoBa mparis Ha rmpaBax
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Hucepraitiss Ha 3100yTTS CTymeHs Joktopa ¢utocodii B Tamy3l 3HaHb
22 OxopoHa 370pOB’s 3a cHermiaidbHIcTI0O 222 MeaunuHa (HayKOBa CIICMIAIbHICTh
«AKYIIEPCTBO Ta T1HEKOJIOTis»). — HallioHanpHa MeAuYHa aKaaeMis MiC/ IS IUIIOMHOT
ocitH imeH1 [1. JI. [llynuka MO3 Ykpaiau, Kuis, 2020.

Hucepramiitna po0OoTa MNpPUCBSYEHA MOKPALICHHIO €(EeKTUBHOCTI Tepanii
Oe3IUI A1 Y KIHOK 13 €HJOMETPI030M IUISIXOM YAOCKOHAJIEHHS JIIKYBAJIbHUX CXEM Ta
NOpSAKY  MIJATOTOBKM  TaKUX  MALIEHTOK JO  3aCTOCYBaHHS  JOMOMIKHUX
PENpOTyKTUBHUX TEXHOJIOTIH.

OnHuM 13 TOKa3HUKIB TOTIPIICHHS PENPOJIYKTUBHOTO 3JI0POB’Sl HACETICHHS €
npoOjieMa TOIMIMPEHHS >KIHOYOTO 1 4YOJoBIUOro Oe3rmiigas. B ocTtanHl poku
CIIOCTEPITAEThCSA  3OLIBIIEHHS KIIBKOCTI HEIUIJIHMX IUIF00IB, BIJCOTOK SKHX
KoJuBaeTbes y Mexax Bif 8,0 1o 29,0 % na koxHi 100 nuiro61B y pi3HUX perioHax
CBITY. 3a JaHWMHU JIITEPATypHUX JDKEPEI, BiJ OE3IUIIs y CBITI MOTEpHae OIM3bKO
50-100 muH. monmei, ToOTO, onHA 3 5-7 map penpoAyKTHUBHOTO BIKY CTpa)kaae Ha
Oe3miasd, TOX TMpoOsema HaOyBae HE TUIBKM MEIWYHOI, a ¥ coliaJibHO-
neMorpadiunoi 3Hauymocti [138, 167, 174]. IluToma Bara »XIHOYOTO O€3TLTIAIS
KOJMBa€eThes y Mexax 60-70 % [35].

B Vkpaini HapaxoByroTh MmoHaja 1 MIH. O€3MIAHMX Map, M0 CTaHOBUTh
npubmuzHo 15,0-20,0 % ycix nuiro6iB. BogHouac momiTHa CTiiika TEHICHITS 0
NIJBUILIEHHS 1BOTO Noka3Huka [37]. Xapakrep 3MiH AemorpadiyHoi cuTyalli B
VYkpaini qukTye HEOOXIMHICTH 0COOMMBOI yBaru A0 (hakTOpiB, SKI BIUIMBAIOTH Ha
dbopmyBaHHS O€3TUTI A 1 TOB’I3aHKX 13 HUM mpobiiem [12].

VY CcTpYKTypl TIHEKOJOTIYHOi 3aXBOPIOBAHOCTI €HAOMETPIO3 MOCIAa€ TPETe
MICII€ 1 HIOTO TIOMMPEHICTh HE Ma€ TEHJICHIIIT 10 3HIKeHHs. YacToTa eHI0METPIo3y B

nonyJsuii ctaHoBUTh Biag 7 A0 10 %, y xiHOK y nepumenonaysi — 50 %, y KIHOK



PENPOIYKTUBHOTO BIKy — KoymBaeThes Big 12 mo 70 %. Bigomo, mo dacrota
Oe3IUTI A MPH YCIX JIOKai3alifax TeHITaIbHOTO EHA0OMETPi03y npubian3Ho B 3-4 pasu
MEPEBUIILY€E YACTOTY OE3IUIIS Y MOMyJsiii 1 Tparsierbest y 20-48 % iHdepTuiabHuX
NAaIieHTOK, a YacToTa CaMOBLIBHOTO TME€pepuBaHHSA BariTHOCTI (4actime B 1
TpuMecTpi) konuBaeTbes Bia 10 1o 50 % [14, 49].

Ha acomiamiro eHmomeTpio3y 3 O€3MUIIAIM BKa3ylOTh Oarato JOCHIIHUKIB, SIKi
BUBYAIOTH 110 mipoOsemy [101, 108, 119, 159]. 38’130k eHaoMeTpio3y 3 OE3ILTIIASIM
MiATBEPIXKYETHCSI TAKOK YACTUM BHUSIBJICHHSM IIi€] MATOJIOTI] y Malll€HTOK, BKIIOYEHUX
JI0 TIpOrpaMH 3aIuTiqHEeHH in Vitro [104]. BogHoyac eHIOMETpio3 HEPiAKO MOETHAHNH 13
MaToJIOTIEI0, sIKa cama Mo coOl 3/JaTHa IHAYKYBaTH Oe3rumas. 30KpeMa, O3HaKu
CHJIOMETPIO3y BHUSBISAIOTH y OUIBIIOCTI XBOPUX 13 XPOHIYHOK AHOBYJIALIEIO 1
TiIepeCTPOreHi€r0, 3yMOBJICHUX €HIOKPUHONATIAMU pi3HOro renesy [201], a Takox y
YKIHOK 13 XpOHIYHUMH 3aMajlIbHUMU MPOIIeCaMy MaTKH 1 10AaTKiB [99].

[cHYIOTH pi3HI TUNU CTpaATEriil A JIKyBaHHS €HIAOMETPI03-aCOI[iOBAHOTO
Oe3IuIiAs, 30KpeMa MEeIMKaMEHTO3Ha Teparisi, Xipypriuie JIKyBaHHs 1/a00 MeToau
mTyyHoro 3amtigHeHHs [48]. Jnsg moapykHIX map, SKUX CHiTKanza mpobiieMa
Oe3IUII s, YaCTO €JMHOI0 MOKJIMBICTIO peaizailii CBO€l penpoIyKTUBHOI (DYHKIIT €
3aCTOCYBaHHS METOIB JOMOMIKHUX PENPOTYKTUBHUX TEXHOJIOT1H,

Y XBOpHUX Ha EHIOMETPIO3 CIIOCTEPIraloTh MPSMYy 3alIEKHICTh MK
3MEHIIEHHSIM YacTOTH ycmimHux cnpod 3IB  Tta crynmeHeM moOMIMPEHOCTI
3axBoptoBanHs. Jlocmimkenns L. Aghajanova ta L. C. Giudice (2011) nokazanu, 110
y k1HOK 13 III/IV cTyneHemM momupeHocTi 30BHIIIHBOTO M€HITaIbHOTO €HIOMETPI03Y
4yacToTa IMIUIAHTAllli 3HAYHO HUX4Ya, MOPIBHIOOYM 31 310poBUMHM >kiHKamu (13,7 1
28,3 %, BIAMOBIHO), 3HAYYIIIE MEHIIIOIO TAKOX € YaCTOTa HACTaHHs BariTHOCTI (22,6
1 40,0 %, BignoBimHo) [51]. BomHowac, 3a eIKMMM JaHUMH, €HIIOMETPIO3 HE
MPUBOAUTH JI0 3MEHIICHHS 4YacTOTH HACTaHHS BariTHOCTEW MpU MpoIeaypax
3aIUTiTHEHHS 1H BITPO Ta IHTPAIMTOIIA3MaTUYHOI 1H'€KIii cnepmmaro3oiga [98], a
4acTOTa HACTAHHS BariTHOCTI NMPHU €HAOMETPIOITHUX KICTaX S€YHUKIB Taka Ke, sK 1
Ipy IHIIUX JOOPOSIKICHUX MyXJIMHAX SIEYHHUKIB, TPOTE MOMITHUM € TOTIPIIEHHS

SAKOCT1 eMOpioHiB [125].



OTxe, notenep BIACYTHE €AMHE YSABICHHS MPO TOYHI MEXaHI3MH, IO JIEkKaTh B
OCHOBI PO3BUTKY Oe3miifas npu enaoMerpiosi. Cepen HaltO1IbII BIpOTITHUX MPUYUH
BUJIUISIIOTH: TOPYIICHHS MPOIECIB OBYJAIII Ta IMIUIAHTAIlli HAa T €HIOKPUHHUX,
IMyHHHX Ta TeHETUYHHX Je(eKkTiB. Takoxk, HE3BaKAIOUM HA aKTyaJbHICTh 1 BEJIUKY
KUIBKICTh TMPUMYIIEHb, OIHO3HAYHOTO 1 3aJ0BUILHOTO TIOSICHEHHS 301IbIIECHHS
4acTOTH OE3IUIAAS Yy MaIllEHTOK 3 €HJAOMETpio3oM Jocl He icHye. OkpiM TOrO,
yacToTa HACTaHHA BariTHOCTI Yy JKIHOK 13 Oe3IiansM, acouifioBaHUM 13
CHIOMETPIO30M, IICJIs MPOBEACHHS KypCy JiKyBaHHS He nepeBuirye 30-33 % [139],
110 3acBiuy€ HEOOXIJHICTh MOMNIMOJIEHUX AOCHIKEHb 1 MOLIYKY HOBHX CTpaTerii,
CIpPSIMOBaHUX HA IMIJIBUILIEHHS €()€KTUBHOCTI JIKYBaHHS.

HocnimkenHs npoBoguwincs B 2 erand. Ha mepmomy erami 3ailicHIOBasIu
oOcTexeHHs: 149 XiHOK, sKMM OyJlO 3aCTOCOBAaHO JOMOMIXKHI PENpOAYKTHUBHI
TEXHOJIOT1i Mpu pi3HUX (Popmax 0e3rIiTHOCTI (TAIIEHTKH 13 €HJOMETPIO30M, a TAKOXK
KIHKM 13 TpyOHO-TIepUTOHEaTbHUM (akTopamu Oe3mmiais). besmmians Oyno
J1arHOCTOBAHO 3a BHU3HAYEHHSIM Ta KpuUTepisMH BcecBITHBOI opraHizalii OXOpOHH
3I0pOB'st (BIZCYTHICTh BariTHOCTI y CEKCyaJIbHO aKTHUBHOI IMapu MPOTSITOM OJHOTO
poKy ©0e3 3acTocyBaHHs KoHTpauenuii). Yomnopiuuit Qakrop Oe3mmiaas OyB
BUKIIOYeHUI. TpyOHO-TIepuTOHEAIbHUI (hAaKTOP A1arHOCTYBAIHM PI3HUMU METOJIaMU
(TakuMH K  COHOCAJIBIIIHTOCKOIMIsS,  JIAlMApOCKOMisl) 1  MiATBEPKYBAJIUCH
XIpypriuHMMH BTPYYaHHSMH B aHaMHE3l, TaKUMHU SIK TYOEKTOMis B pPE3yJbTaTi
mo3aMaTkoBoi BariTHOcTi. Ili yac A1arHOCTUYHOTO TOIIYKY MPUYMHHM O€3IUTiAs
OyJ0 BpaxoBaHO pe3yJbTaTH KIIHIYHUX OOCTEKEHb, a TaKOX pPe3yJbTaTiB
yIBTPA3BYKOBOTO JIOCHI/PKEHHs Ta Jamapockomii. Jljsg miaTBEpJKEHHS Ta
BU3HAUEHHS O3HAK aJeHOMIO3y OyJIO 3acTOCOBaHO IarHOCTHYHI COHOTrpadiuHi
KpuTepil Ta pekoMeHaaii Mi>kaapoaHo1 denepartiis akymepis i rinekosoris (2018).

Ha npyromy erami Oymno BimiOpano 119 »xiHok. JIo KOHTpOJBHOI Tpymu
yBIAILI0 50 MaIieHToK 13 Oe3MIAASIM 3 TPYOHUM (PaKTOpOM Ta O OCHOBHOI TPYIIH -
69 KIHOK 3 €HJJOMETPIOMOIO OJIHOTO SIEYHHKA MAJIUX PO3MipiB (po3mipoM A0 4 cM) 3
aJICHOMI030M Ta Oe31IiIsIM. B X011 1ocipKeHHs )KIHOK 3 €HA0OMETP1030M (sIKi Oynn

B OCHOBHIH Tpymi) OyJ0o paHAOMHO PO3MOAUICHO Ha Bl MIATPYIH, 3aJIEKHO Bij



OPU3HAYEHOTO  JIKYyBaJIbHO-IPO(IIAKTUYHOIO  KOMIUIEKCY  IMEpeArpaBiaapHOi
1ITOTOBKH.

[Ipy BUKOHAHHI JAaHOTO JUCEPTAIIfHOTO  JOCHIIPKEHHS  OCHOBHHUMH
3aBIaHHAMHU POOOTH OyiH: BUSHAYCHHS KOHTHHTCHTY IMAIIEHTOK 13 €HIOMETPIO30M,
3aJIe’KHO BiJ (pOPM 3aXBOPIOBAHHS Ta IHIIMX KPUTEPIiB, 1[0 HETATUBHO BIUIMBAIOTH HA
(bepTUIBHICTh, 1X KIIHIYHY pOJb B Tepamii Oe3IUIHOCTI METOJaMH JOMOMIKHHUX
PENPOIYKTUBHUX TEXHOJIOTIH, JOCTIAUTH KJIIHIYHI OCOOJMBOCTI Ta €()EKTUBHICTH
TEpaneBTUYHUX I[HUKJIIB JIOMOMIKHHUX PENpPOAYKTUBHUX TEXHOJOTIH y KIHOK 3
€HJOMETPIO30M;  BHUBUMTH  OCOOJMBOCTI  aHATOMO-(DYHKI[IOHAJBLHOIO  CTaHy
rinogi3apHO-s€EYHUKOBOI CHUCTEMU Y TALIEHTOK 13 €HJIOMETPI03-acoliiioBaHUM
Oe3IUIAASIM; TOCTIANTH BIUIMB €HAOMETPIO3y Ha 3arajbHE CaMOMOYYyTTS Ta SIKICTh
KUTTS KIHKH 13 LI€I0 TPOoOIEeMOI0; IPOBECTH TOCHIIKEHH MOP(PODYHKIIOHATBHUX
OCOOJIMBOCTEM EHJOMETPII0 Ta EKCIPEeCil0 EHJOMETPIAIbHUX PEIEenToOpiB /10
CTEPOiTHUX TOPMOHIB y JKIHOK 13 €HAOMETP1030M; PO3POOUTH KOMILIEKC JIIKyBaIbHO-
PO UIAKTUYHMX 3aXO0A1B, 0 ONTUMI3YIOTh MEpEArpaBiiapHy MIATOTOBKY Y KIHOK 13
OC3IUTIIHICTIO Ha TJIi €HI0METPI03Y.

[lin 4vac pocnmipkeHHS OYyJI0 BHSBICHO, MO y OE3MIJHUX JKIHOK 3
CHIOMETPIO30M MHUTOMA Bara IIEPBHHHOI Oe3rumaHocTI ckimamama 65,3 %,
BPaxOBYIOUH, IO CEPEIHS TPUBAIICTh OC3IUIIAS 10 3BEPHCHHS B KIHIKH
JOTIOMDKHUX PENpOJyKTUBHUX TEXHOJIOTIM y LMX Mall€eHTOK ckiaaana 6,6+4.6 p,
npu  Oe3mmiai 3 TpyOHO-TIEpUTOHEATbHUM (DAKTOpOM 1€l TEpMIH CTAaHOBUB
7,4+4,2 p. (p<0,05), m0 MOkXe CBIAYMUTU TPO MIABUUIEHY HACTOPOMKEHICTH KIHOK 3
€HJAOMETPIO30M 3 MPUBOAY MNpoOsieM (EepTUIBHOCTI, @ TAKOXK HASBHICTH Ta30BOIO
007110, TII0 YaCTO CYMPOBOKYE ITUX MAIIEHTOK, HE3AJICKHO Bl )OPMH €HIOMETPIO3Y,
110 3MYIIIY€E paHille 3BEPHYTHUCH 3a JIIKAPCHKOIO JOMTOMOTOIO.

[Tin gac mpoBeneHHsI PETPOCIIEKTUBHOTO aHAI3y 3aCTOCYBAaHHS JOTIOMIKHUX
PENPOIYKTUBHUX TEXHOJIOTIH mpu pizHUX ¢opmax OE3IUTIIHOCTI BUSABICHO, IO B
CTPYKTYp1 MOPYIICHb KIHOYO01 (PEepTHIHLHOCTI MUTOMA Bara €HJ0METPi03y CTAHOBUTH
29 %. Ilpm 1pomMy KIIHIYHO 3HAYMMHUMH TIATOTEHETUYHUMHU BaplaHTaMU

EHJIOMETPIO3Y Y CTPYKTYpl €HIOMETpPio3y, 110 BIUIMBAIOTh Ha TAKTHKY BEJEHHS Ta



pe3yIbTaTUBHICTH METO/IB JOTIOMIKHHUX PENPOAYKTUBHUX TEXHOJIOTIH, € aIeHOMIO3,
CH/IOMETPIOMHU SIEUHUKIB, & TAKOXK PETPOLIEPBIKAIILHUN €HIOMETPI03.

JlocaikeHHsT BCTAHOBHWIHM, IO KIIHIYHUMH OCOOJIMBOCTSIMHU JIOIOMIKHHUX
PENPOIYKTUBHUX TEXHOJIOTIM y JKIHOK 3 €HJAOMETPIO30M, HE3aJIeKHO BiJl KIIHIKO-
NAaTOTEHETUYHOTO BapiaHTy € CTaTUCTUYHO 3HAaYyuMe 3OUIBIICHHS KUIBKOCTI
G omITpOoITiHY, 3aCTOCOBAHOTO ISl CTUMYJIALIT (POJIIKYJIOTe€HE3Y B JOBFOMY ITPOTOKOJI1
3 aroHICTaMU TOHAIOTPOMIH-PUITIZUHT TOPMOHIB (39,041,6 ammy:n) mpu eHaOMETpPio3i
npu nopiBHsHHI 3 27,0+0,5 ammynamu B rpymi koHTpoio (p<0,05) Ta KOpOTKOMY
MPOTOKOJIAX, M0 MOXE CBIIUMTU MPO 3HWIKEHHS MPUPOIHOT (PEePTUIBLHOCTI, 30KpeMa
OBap1aJIbHOTO PE3EPBY, HA TJI1 €HAOMETPIO3Y.

3aBASKA TPOBEICHHIO JIAHOTO JIOCHIDKEHHS OyJ0 BCTaHOBJICHO, IIO
pe3yJAbTAaTUBHICTh (YacTOTa HACTaHHA  KJIIHIYHOI  BariTHOCTI)  JIOMOMIKHHX
PENPOAYKTUBHUX TEXHOJIOT1H y MAIIEHTOK 13 €HJ0OMETPi030M CTaHOBUTH 23,7+4,2 %,
II0 ICTOTHO HIJKYE LHOTO MOKA3HUKA y MAIliEHTOK 0e3 eHmoMeTpiody (41,6+5,6 %),
p<0,05. Ilpu 1bOMYy pENPOAYKTUBHUN TMPOTHO3 TOTIpIIy€e 3O0UIBIICHHS PIBHS
npojaktuny Bunie 25 ur/mia (r=-0,42+0,14), p<0,01. BcranoBneHo piBHI HAaCTaHHS
BariTHOCTI MICJIs 3aCTOCYBaHHS JOTMIOMI)KHUX PENPOAYKTUBHUX TEXHOJOTIH. A came —
IIpU aICHOMI031 11l pe3yIbTaTUBHICTh cTaHOBUTH 23,1+11,7 %, npu engomerpiomax
seyHukiB 28,6+17,1 %, a npu perporepBikaabHOMYy eHaoMeTpiosi 23,1+£5,8 %, mo
ICTOTHO HMKYE, HIXK Y KIHOK 0€3 €HI0METPi03y.

Posmpeno HaykoBy iHGOpMAIlil0 100 OCOOJUBOCTEH EHIOKPUHHOTO
CTaTyCy Yy JKIHOK 3 eHgomerpio3zoM. Ilpu Oe3mmigHocTi Ha Tl TIMOOKOTO
1H(MUIBTPATUBHOTO €HIOMETPIO3y (PEeTpOUEPBIKAIBHUIA €HIOMETPIOo3 Ta aJAeHOMIO3)
CIIOCTEPITAIOThCS OBYJISITOPHI MEHCTPYalibHI IUKINA 31 30€pEKEHHSIM HOPMAaIbHHUX
PIBHIB TOHAQJOTPOIMIHIB, HE3HAYHOIO TEHJICHIIEI0 0 MiIBUINCHHS PIBHS €CTPagiory
Ha TJ CTATHCTHYHO 3HAYMMHX 3pOCTaHHs PiBHA npojaktuHy (p<0,05) 1 3HMKEHHS
CUPOBATKOBOI  KOHIIEHTpAIlii  aHTUMIOJIepoBoro  ropmoHy  (p<0,05). Ilpm
SHIOMETpIOMax SE€YHUKIB Ta OE3IUIAHOCTI BIAMIYAEThCA HAWMOUIBII 3HAYKUME
3pOCTaHHS PIBHS MPOJAKTUHY Ta 3HWIKEHHS PIBHS aHTUMIOJIEPOBOTO TOPMOHY, IO

NOPSIJT 13 OJITOMEHOPEEI0 MOKE CBIIYUTH PO HAWOLIBILY BUPAKEHICTh arpECUBHOIO



BIUIMBY €HAOMETPIOIIHUX TETEpOTOMii SE€YHUKIB Ha TIOKa3HUKUA OBApiaIbHOTO
pe3epBy KIHKM. BcCTaHOBIEHO TpsIMHII B3a€EMO3B’SI30K MK  KOHIIEHTPALI€I0
MIPOJIAKTUHY Ta TSHKKICTIO KIITHIYHOTO nepediry ennomerpiosy (r=0,42+0,14, p<0,01),
TOOTO MOXHa CTBEP/KYBaTH, IO MIABUIICHHS PIBHA MPOJAKTUHY CTaTHCTUYHO
3HAYMMO KOPEJIIOE 31 3HUKEHHSAM PEMPOTyKTUBHOIO MPOTHO3Y.

3aBAsSKA  MOPOBEIEHHIO JAHOrO  JAMCEpPTAlIMHOrO  JOCHIKEHHS — OyJo
BCTAHOBJICHO, 1[0 aCOLif0BaHa 3 €HIOMETPIO30M KJIIHIYHA CHUMIITOMAaTHKa 3HAYHO
MOTIPIIYE SKICTh KUTTS KIHOK 3 JJAHOIO MATOJIOTIEI0, aJiKe aHam3 JaHux mkaiau SF-
36 mokazaB 3HWKEHHS AK IMOKa3HUKIB (DI3UMYHOro 370poB’s (cydcdepa mxanu PH
66,4+8,8 % Ta 49,8+7,6 % y marieHTOK 13 OE3IIAJISIM Ta EHJOMETPI030M, TOPIBHIHO
3 72,24€11,2 % y rpym koutpoimto, p<0,001), Tak 1 TNCHUXOEMOIIHHOTO CTaHy
(cyocdepa mkanu RE y xiHOK 3 eHmomeTpio3oMm: 62,699 % ta 42,4+4,0 %, y
MOPIBHSHHI 3 )KIHKaMu 0e3 gaHoi natosorii 73,7+6,7 % , p<0,001).

[IpoBeneHe nucepTaiiiiHe OOCTIKEHHS JIO3BOJIMJIO BUSBUTH, IO Yy KIHOK 3
€H/IOMETPI030M, a caMe — aJIECHOMIO30M Ta €HJOMETPIOMAaMH SIEYHUKIB (po3Mipamu 110 4
CM) TICTOJIOTTYHO BEpU(IKYETHCS A1arHO3 aJIECHOMIO3Y Ta XPOHIYHOTO €HJOMETPUTY, 110
BUHUKAE BTOPUHHO $IK pE3yJbTaT IMYHHOI BIJIOBIAI Ha TPHUBATY NEPCUCTEHLIIO
SHJIOMETPIOITHUX TETEPOTOIiN B €HIO- 1 MIOMETpii, a TAaKOXXK BHACHIJOK MPOJIAKTUH-
3aJIeKHOTO 3HMKEHHS YyTJIMBOCTI CIIM3UCTOI MOPOKHUHU MAaTKU JI0 JIii MPOreCTEPOHY,
0 MIATBEPKYETHCS BIJCYTHICTIO TOPYILIEHb JIOKAJIBHOI EKCHpecli CTEpOinHUX
perienTopiB npu peepeHTHUX PIBHIX CTaTeBUX cTepoiaiB [166].

B mpoueci nocnikeHHS po3poOsiieHHid Ta anpoOOBaHUN HOBHI KOMILIEKC
JIKYBaJbHO-NPO(MUIAKTUYHUX 3aXOJIB TMEpeArpaBiJapHOi MIATOTOBKH KIHOK 13
EHIOMETPI030M, 110 BKJIF0Ua€E 0a30BE MPU3HAYCHHS BITaMIHIB Ta MIKPOEJIEMEHTIB Ta
napajenbHe 3acTOCyBaHHS TMPOrecTHHa abo aroHicta TrOHAIOTPOIIH-PUII3UHT
rOpMOHa 3 METOI0 Tepamii eHIOMETpio3y, e(EeKTHUBHO 3ale3leuye aJeKBaTHY
MIATOTOBKY JI0 JOMOMIXHUX PETPOTYKTUBHUX TEXHOJIOTIH MUIIXOM 3HI)KCHHSI PIBHIB
ectpaxiony (78,56+19,8 Hr/mi1 pu 3acTOCYBaHHI AI€HOTECTY Ta npu aroHictax ['HPT
29,8+13,6 ur/mn, p<0,001), nponakruny (14,86+4,1 Hr/MI y KIHOK, SIKI TIpHMaA

nporectunu [165], a Takox 10,14+3,7 Hr/mi npu BBeAcHHI TpunTopelniny, p<0,05),



TEHJCHIII 1O 3pOCTAaHHS PIBHS AHTHUMIOJEPOBOTO TOPMOHY 3a YMOB HpHUIOMY
nienorecty (2,13+0,76 ar/ma ta 2,48+0,51 Hr/Mi g0 Ta micis Teparii BiAMOBITHO;
p<0,05), 1m0 CYTTEBO TIJBHUIIYE pPE3yJbTAaTUBHICT, MPOrpaM JIOMOMIDKHHX
penpoayktuBHux TexHonorid (37,1£8,2 %, y mnopiBusuHHi 3 23,7+4,2 % 0e3
nepearpaBigapHoi miarotoku; p<0,05), a TakoX YMHUTH MO3UTUBHUI BILUIUB Ha
AKICTh XUTTS KIHOK 3 €HJIOMETPIO30M CTAaTUCTUYHO 3HAYUMO 3MEHIIYIOYU PIBEHb
oomo (3a mkamoro VAS 3amwkenns Ha 51,7 (£ 11,0) MM mpu 3acTocyBaHHI
nieHorecty Ta 50,4 (+ 8,8) mMm npu Tepamnii Tpunropeniaom; p<0,05).

[IpoBeneHi AOCTiKEHHS TO3BOIMIM 3aPOIIOHYBATH BUKOPUCTAHHS BU3HAUCHHS
CHPOBAaTKOBOTO pIBHS TPOJAKTMHY HE JIMIIE SK JIarHOCTUYHOTO  MapKepy
€HJIOMETP103Y, a 1 y SIKOCTI OKa3HUKA MPOTrPECYBaHHs 1IbOI'0 3aXBOPIOBAHHS Y JKIHOK 3
oe3mnisaM. CTBOpEHO Ta anpoOOBaHO HOBUM KOMILIEKC JIKYBAJIbHO-PO(UIAKTUYHUX
3aXOJIIB MeperpaBiapHoi MATOTOBKY KIHOK 13 €HAOMETPIO30M Tepe]] 3aCTOCYBAaHHSIM
TEpareBTUYHUX MIPOrpam JOMOMBKHUX PENPOTyKTUBHUX TEXHOJIOTH.

OtpuMaHni pe3yJbTaTH BKIIOUYEHO JO aJTOPUTMIB JOCIHIKEHb Ta MiJATOTOBKU
KIHOK, SIKUM 3aCTOCOBYIOTBHCSI JOTOMDKHI PENpOAyKTHUBHI TexHosorii y JI3
«IIpukapnarcbkuii 1eHTp penpoaykuii moguan» MO3  VYkpainum (M. IBaHo-
@paHKIBChK) Ta y HaBYAJIbHUNA TIpoiiec Kadeap akyliepcTBa, TIHEKOJOorii Ta
MEePUHATOJIOTI{, TAKOX aKyIlIepCTBa, THEKOJIOTii Ta penpoaykroiorii HarioHanbHOT
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SUMMARY
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The dissertation is devoted to the improved efficacy of infertility therapy in
women with endometriosis by enhancing treatment regimens and the manner of
preparing such patients for assisted reproductive technologies (ART).

One of the indicators of the deteriorated reproductive health of the population is
the problem of the prevalence of female and male infertility. In recent years, there has
been an increase in the number of infertile marriages, the percentage of which ranges
from 8.0 to 29.0 % per every 100 marriages in different regions of the world. According
to literature sources, about 50-100 million people suffer from infertility worldwide, i.e.,
one in 5-7 couples of reproductive age suffers from infertility, therefore the problem
becomes not only of medical but also socio-demographic significance [138, 167, 174].
The proportion of female infertility ranges from 60 to 70% [35].

There are more than 1 million infertile couples in Ukraine, which is
approximately 15.0-20.0 % of all marriages. At the same time, there is a steady
tendency to an increase in this value [37]. The nature of changes in the demographic
situation in Ukraine dictates the need for special attention to the factors that affect the
occurrence of infertility and related problems [12].

In the structure of gynaecological morbidity, endometriosis ranks third and its
prevalence does not tend to decrease. The incidence of endometriosis in the
population is from 7 to 10 %, in perimenopausal women - 50 %, in reproductive-aged
women it ranges from 12 to 70 %. The incidence of infertility in all localizations of
genital endometriosis is known to be approximately 3-4 times higher than the

incidence of infertility in the population. It occurs in 20-48 % of infertile female



patients, and the incidence of spontaneous abortion (usually in the 1st trimester)
ranges from 10 to 50 % [14,49].

The association of endometriosis with infertility has been pointed out by many
researchers who study this problem [101, 108, 119, 159]. The association of
endometriosis with infertility is also confirmed by the frequent detection of this
pathology in patients included in the IVF program [104]. At the same time,
endometriosis is often concomitant with pathology, which in itself can induce infertility.
In particular, signs of endometriosis are found in most patients with chronic anovulation
and hyperestrogenism caused by endocrinopathies of various origins [201], as well as in
women with chronic inflammatory processes of the uterus and appendages [99].

There are different types of strategies for the treatment of endometriosis-
associated infertility, including drug therapy, surgery and / or artificial insemination
[48]. For married couples who have experienced infertility, often, the only way to
realize their reproductive function is to use ART.

In patients with endometriosis, there is a direct relationship between the decrease
in the rate of successful IVF attempts and the prevalence of the disease. L. Aghajanova
and L. S. Giudice (2011) showed that in women with external genital endometriosis
stage Il / 1V, the incidence of implantation is significantly lower compared to healthy
women (13.7 and 28.3 %, respectively), the rate of pregnancy is also significantly lower
(22.6 and 40.0 %, respectively) [51]. However, according to some data, endometriosis
does not reduce the incidence of pregnancies during I\VF / ICSI procedures [98], and the
incidence of pregnancy in endometrial ovarian cysts is the same as in other benign
ovarian tumours, but there is a deterioration in the quality of embryos [125].

Overall, there still has not been a single idea of the exact mechanisms
underlying the development of infertility in endometriosis. Among the most probable
causes are violation of ovulation and implantation against the background of
endocrine, immune and genetic defects. In addition, despite the relevance and the
large number of assumptions, an unambiguous and satisfactory explanation for an
increased infertility in patients with endometriosis still does not exist. In addition,

after treatment, the incidence of pregnancy in infertility associated with



endometriosis does not exceed 30-33 % [139], which indicates the need for in-depth
research and the search for new strategies to improve the efficacy of treatment.

The study was conducted in two stages. In stage one, 149 women who
underwent ART for various forms of infertility (patients with endometriosis and tubal
peritoneal infertility) were examined. Infertility was diagnosed according to WHO
definitions and criteria (the failure to achieve a clinical pregnancy after 12 months or
more of regular unprotected sexual intercourse without contraception). The male
factor of infertility was excluded. The tubal peritoneal factor was diagnosed by
various methods, including sonosalpingoscopy, laparoscopy, and confirmed by a
history of tubectomy due to ectopic pregnancy. The findings of clinical examinations,
ultrasound and laparoscopy were taken into account during the diagnostic search for
the cause of infertility. Diagnostic sonographic criteria and FIGO guidelines (2018)
were used to confirm and determine the signs of adenomyosis.

In stage two, 119 women were selected. The control group included 50 patients
with tubal factor infertility; the main group was made of 69 women with small-sized
endometrioma of one ovary (up to 4 cm), adenomyosis and infertility. In the study,
women with endometriosis (who were in the main group) were randomly divided into
two subgroups with respect to the mode of prescribed therapeutic and preventive pre-
conception treatment.

While performing this dissertation research, the main objectives were as follows: to
determine the contingent of patients with endometriosis with respect to the forms of the
disease and other criteria that negatively affect fertility, their clinical role in the treatment
of infertility by assisted reproductive technologies; to study the clinical features and
efficacy of therapeutic cycles of ART in women with endometriosis; to investigate the
features of the anatomical and functional condition of the pituitary-ovarian system in
patients with endometriosis-associated infertility; to study the impact of endometriosis on
the general well-being and quality of life of women with this pathology; to examine the
morphological and functional features of the endometrium and the expression of

endometrial receptors for steroid hormones in women with endometriosis; to develop a set



of treatment and prevention measures that can optimize peri-conceptional preparing
women with infertility against the background of endometriosis.

The study found that among women with endometriosis, the proportion of
primary infertility was 65.3%. The average duration of infertility before treatment in
ART clinics in these patients was 6.6 + 4.6 years, whereas in tubal-peritoneal factor
infertility, this period was 7.4 + 4.2 years (p <0.05). This may be due to the increased
vigilance in women with endometriosis about fertility problems, and the pelvic pain
that is often associated with endometriosis regardless of the form, which forces
women to seek medical attention earlier.

During a retrospective analysis of the use of assisted reproductive technologies
in various forms of infertility, it was revealed that in the structure of female fertility
disorders, the proportion of endometriosis was 29 %. At the same time, in the
structure of endometriosis, clinically significant pathogenetic variants of
endometriosis, which affect the management tactics and efficacy of assisted
reproductive technologies, were adenomyosis, ovarian endometrioma, and
retrocervical endometriosis.

The study found that the clinical features of ART in women with
endometriosis, regardless of the clinical and pathogenetic variant is a statistically
significant increase in follitropin used to stimulate folliculogenesis in a long protocol
with GnRH agonists (39.0 = 1.6 ampoules in endometriosis versus 27.0 = 0.5
ampoules in the control group, p <0.05) and short protocols, which may indicate a
decrease in natural fertility, in particular ovarian reserve, against the background of
endometriosis.

Based on this study, it was found that the efficacy (rate of clinical pregnancy)
of assisted reproductive technologies was significantly lower in patients with
endometriosis (23.7 = 4.2 %, versus 41.6 = 5.6 % in patients without endometriosis, p
<0.05). The reproductive prognosis was worsened by an increase in prolactin levels
above 25 ng / ml (r = -0.42 + 0.14), p <0.01. There was established that the rate of

pregnancy after ART in adenomyosis was 23.1 = 11.7%, in ovarian endometriomas,



it wass 28.6 £ 17.1%, and in retrocervical endometriosis, it was 23.1 + 5.8%, which is
significantly lower than in women without endometriosis.

There has been gained a better scientific understanding on the features of
endocrine status in women with endometriosis. In infertility against the background of
deep infiltrative endometriosis (retrocervical endometriosis and adenomyosis), there are
observed ovulatory menstrual cycles with the preserved normal gonadotropin level, a
slight tendency to a rise in the level of estradiol with a statistically significant increase in
the level of prolactin (p <0.05) and a decrease in the serum AMH (p <0.05). In ovarian
endometriomas and infertility, there is the most significant increase in prolactin levels
and a decrease in AMG levels, which along with oligomenorrhea may indicate the
greatest severity of the aggressive effect of endometrioid ovarian heterotopias on the
female ovarian reserve. There is a direct relationship between prolactin concentration
and the severity of the clinical course of endometriosis (r = 0.42 = 0.14, p <0.01), i.e. it
can be argued that an increase in prolactin levels is statistically significantly correlated
with a decrease in reproductive prognosis.

Owing to this dissertation study, it was found that the clinical symptoms
associated with endometriosis significantly impaired the quality of life of women
with this pathology, because the analysis of SF-36 scores showed a decrease in
physical health (PH scale of 66.4 + 8.8 % and 49.8 + 7.6 % in patients with infertility
and endometriosis versus 72.2 £ 11.2% in the control group, p <0.001), and
psychoemotional condition (RE scale in women with endometriosis: 62, 6 = 9.9 %
and 42.4 + 4.0% versus 73.7 = 6.7% in women without this pathology, p <0.001).

The dissertation research revealed that in women with endometriosis, namely,
adenomyosis and ovarian endometrioma (up to 4 cm in size), adenomyosis and chronic
endometritis were histologically verified. It occurs secondarily because of the immune
response to long-term persistence of endometrial heterotopies in the endometrium and
myometrium, as well as due to a prolactin-dependent decrease in the sensitivity of the
uterine mucosa to the action of progesterone, which is confirmed by the absence of

disorders of local expression of steroid receptors at reference levels of sex steroids [166].



While conducting the study, there was developed and tested a new set of
therapeutic and prophylactic measures for peri-conceptional preparing women with
endometriosis, including the basic prescription of vitamins and trace elements and the
concomitant use of progestin or an agonist of gonadotropin-releasing hormone for the
treatment of endometriosis. It ensured the relevant, efficient preparing for assisted
reproductive technologies by reducing estradiol levels (78.56 = 19.8 ng / ml with
dienogest and 29.8 + 13.6 ng / ml with GnRH agonists, p <0.001), prolactin (14.86 +
4.1 ng / ml with progestins [165], and 10.14 + 3.7 ng / ml with triptorelin, p <0.05), a
tendency to an increased AMH under the conditions of taking dienogest (2.13 + 0.76
ng / ml and 24 + 0.51 ng / ml before and after therapy, respectively; p <0.05), which
significantly increased the efficacy of ART programs (37.1 + 8.2% versus 23.7 +
4.2% without peri-conceptional preparation; p <0.05), and also had a positive the
impact on the quality of life of women with endometriosis significantly reducing the
level of pain (p <0.05).

Based on the findings of the studies, there has been offered to use serum
prolactin not only as a diagnostic marker of endometriosis, but also as an indicator of
disease progression in women with infertility. A new set of therapeutic and
prophylactic measures for pre-conception preparing women with endometriosis
before the use of ART therapeutic programs has been created and tested.

The obtained results have been included in the algorithms of examining and
preparing women receiving ART in the State Institution “Ciscarpathian Centre for
Human Reproduction” of the Ministry of Health of Ukraine (Ivano-Frankivsk) and in
the educational process of Obstetrics, Gynaecology and Perinatology Department,
and Obstetrics, Gynaecology and Reproductive Medicine Department of Shupyk.
National Medical Academy of Postgraduate Education.

Publications. The main results of the dissertation have been presented in 13
publications. There have been published 13 articles in specialized professional
journals recommended by the Ministry of Education and Science of Ukraine, three
articles were written by the dissertator solely, two articles have been published in the

journals cited in the Scopus scientometric database, two articles have been published



in a foreign journal in the European Union (Poland). In addition, four abstracts have
been presented in the congress and scientific-practical conference proceedings and
four patents for innovations have been obtained.

Key words: pregnancy, infertility, endometriosis, assisted reproductive
technologies, pre-conception preparing, adenomyosis, ovarian endometriomas,
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