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2. Improvement of infertility treatment in endometriosis using laparoscopic surgery and in vitro fertilization

Pedepar:

1. 3rigHo 3 My6JIiKaLiSIMU BITYM3HSIHUX Ta 3aKOPJAOHHUX aBTOPIB, O€3IJIiAN CTAaHOBUTD BEJIMKY MTpobsemMy. KoxxHa
w'sita nofpyxHs napa (18-20% HaceseHHs penpoLyKTUBHOTO BiKy) CTpaXaae Ha 6e3minns. Cepen IpUIMH
0e31ulinas €eHIOMETPio3 Mocifae TpeTe Miclie Mmicsi TPyOHO-TIepUTOHEAIbHOTO Ta €HAOKPUHHOTO (PAKTOPIB. ¥
JKIHOK PEeNpOIyKTUBHOIO BiKy IOIIMPEHICTb €HLOMETPio3y MOXe csaraTu o 70%. BpaxoByrouu Te, 1110 €HIOMETPio3
MOXe 6yTY IPUYMHOIO TPYOHO-TIEPUTOHIAILHOTO 6€3ITis,  TAKOXK TOPMOHAJIBPHOTO ucbasaHCy, 3HaY€HHs HOro
17151 IEPEMIKOIY 3aIIifHEHHIO BU3HAadaybHe. BpaxoByloun 1ii akTOpH, TEMA HAIIOTO JOCIIIPKEHHS € aKTyaJIbHOIO,
sIKa NOTpeOye MOAAIBIIOrO BUBYEHHS. [IJIs1 HALIOTO JOCTiIKEHHS, SIKe TPOBOAMUIOCH Ha 6231 KOMyHaIbHOTO 3aKJIaly
OXOPOHH 3[10POB’S «Meu4HU LeHTp JiKyBaHHS 6e3mingas» (M. UepHiBLj), a TakoxX Ha 6a3i kadeapu NaTosIorivyHo]
aHaTOMii ByKOBMHCBKOrO JI€p>KaBHOTO MEAMYHOTO YHIBEPCUTETY 6yJI0 BKIIOYEHO 160 XKiHOK, 3 AKMX 120 XKiHOK 3
IiarHO30M «Oe3IIifas» Ta «eHIOMEeTPio3», 40 KiHOK 3 AiarH030M «0e3Mtiaas»(iHuoro reHesy, eHJ0MeTpio3

BukJtoyeHui). 11i 160 sxiHok Oy 06paHi Kepy4duch po3po6ieHMMU HaMU KPUTEPISIMU BKJIIOYEHHS B JOCJIIIKEHHS



Ta BUKJIIOYEHH 3 HbOTO, PO3NOIiNIeHI paHIOMHUM LISXOM Ha 4 rpynu 1o 40 XiHOK. [lo 1 Ta 2 rpynu BB KiHKU
y SIKMX BUCTAaBJICHO J1iarHo3 6e3Ilifs, IPOBeleHO OllepaTUBHE BTPYYaHHs], JiarHOCTOBAaHO €HIOMETPio3, BUKOHAHO
onuc eHgomeTpiosy 3rigHo knacudikauiit rASF, Enzian, EF], npoBeeHO BiacHe aHKETYyBaHHS 0 Ta MiCJIs
OIIEPAaTUBHOIO BTPYYaHH4, a B IPyIIi 2 6yJI0 JOAATKOBO 3allpOIIOHOBAHE Hallle JIiKyBaHHS MpernapaTaMyu MeJIaTOHIHY
B 103yBaHHi 3MTI Ha IeHb Ta 3aCTOCYBaHHS IIperaparis, ki MicaTb B cBoeMy ckiazi Lactobacillus gasseri - ni aBi
IPyIM CKEPOBAHi 1O CAaMOCTIHOrO IMJIaHyBaHHS BariTHOCTI. Jlo rpynu 3 — 40 >XiHOK IPOOIE€POBaHi 3 IPUBOLY
0e3MIiAns Ta eHIOMeTPio3y, sIKi CKEPOBaHi Ha IIporpamy JO0NOMDKHUX pelpogyKTUBHUX TexHosori (IPT). Jo
rpynu 4 - 40 XiHOK NIPOOIIepOBaHi 3 MPUBOY 6€3IIiAs iHIIOro reHe3y, eHA0MEeTPio3 BUKIIIOUEHUIA, Ta CKEPOBaHi
Ha niporpamy IPT. Takoxx 6yso BinibpaHo 12 nauieHTOK (6 3 €eHIOMEeTpio3oM, 6 6e3 eHIOMeTPiosy), Y IKUX OyB 3a0ip
Marepiany [Jjs Oo4aJbIIOro iMyHOriCTOXiMIYHOTO BUSHAYEHHS PELIENITOPIB 0 MEJIaTOHIHY 1A. BCTaHOBIIEHO, 10O
3aIIPONIOHOBAHUI HAMU KOMILJIEKC MEIMKAMEHTO3HOI Tepartii Micid JliKyBaJbHO-IialrHOCTMYHOI JIallapOCKOIIii
IIPU3BOJMTS [0 MiJBUILEHHS YaCTOTHA HACTaHHS BariTHOCTI y MiBTOpPA pa3u Ta CTAHOBUTb 47,5 %, OPIiBHSHO i3
3aCTOCYBAHHSIM JIiKyBaJIbHO-[iarHOCTUYHOI JIallapOCKOIIii, le HaCTaHHs BariTHOCTI Binoysasocs B 30 % BUIALIKIB.
[1py BU3HAYEHHi 6a/bHOI OLIIHKY CTYIIEHS TSDKKOCTI Ta NOMKUPEHOCTI €HIOMETPio3y Ha OYEPEBHHI Ta MAaTKOBUX
TPyOax BCTAHOBJIEHO AOCTOBIPHY BiiMiHHICTB y rpyi 1 (p<0,001) - Ha ouepeBuHi, 1,08+0,09(BariTHiCTb HACTYNINIIA),
npotu 1,64+0,1(BariTHiCTs He HACTyIUJa), HA MaTKOBUX Tpybax 0,08+0,11(BariTHicTs HacTynuia) Ta 0,64+0,06
(BariTHiCTh HE HACTYIWJIA) Y TPy 2 JOCTOBiIpHOI BigMiHHOCTI He BUsiBieHO (p>0,05), 0 nigTBEPIKYe PakT
HACTaHHS BariTHOCTI IPY [1I0BEPXHEBUX [IEPUTOHEAJIBHUX (POPMax €HAOMETPio3y. B pesybraTi poboTu Mu
IOCATHYJIU MIO3UTUBHOIO PE3YJIbTATY JiKYBaHHS HEIUIAA [IPY €HIOMETPIO3Y 31 3aCTOCYBaHHAM 3aIlliIHEHHS iH
BiTpO - BariTHocTi HacTanu y 31 xiHku rpynu 3 (77,5 %), o y 2,6 pasu nepeBullye 4aCTOTy HACTaHHS BariTHOCTI B
rpymi 1, ge 3acTocoByBasach TiJIbKY JIiKyBaJbHO-AiarHOCTUYHOI JIallapoCKoIIis. TakoxX B rpymi 3 BariTHICTb
HacTaBaja B 1,6 pasu 4acrilue, HiX B Ipymi 2, ie JIiKyBaJIbHO-IiarHOCTUYHA JIallapOCKOIIis OeAHYyBaIach i3
3aIIPOIIOHOBAHOI0 HAMU MeJIMKaMEeHTO3HOIO Tepariielo. B rpymi 4, e eHmoMeTpios He 6yJI0 1iarHOCTOBaHO,
BariTHicTh HacTanay 35 XiHok (87,5 %), 1110 BKa3dye Ha HEraTUBHUI BIVIUB €HIOMETPiO3y Ha PENIPOAYKTUBHY
dyHKILiI0 B LioMy. HaykoBa HOBU3HA OTPUMAaHUX PE3YJIbTATiB. Briepiie BU3HAaY€HO BIIMB 3aIIPOIIOHOBAHOTO
MEIVKaMEHTO3HOTIO JIiKyBaHH4, 110 IIPOBOAUTLCS ITiCJI JIANIAPOCKOIIIYHOI Xipypril, Ha HaCTaHHA IPUPOIHbOI
BariTHOCTI. Briepiiie BcTaHOBJIEHO MIO3UTHBHUI BILJIUB JIaKTOOAKTEPil, 6e3rnocepenHbo L.gasseri, Ha eHIOMeTpio3 Ta
110ro NposBU. Briepie BCTaHOBJIEHO SKICHI Ta KiJIbKiCHI XapaKTEPUCTUKU €KCIIPECii pELENTOopiB 4O MEJIaTOHIHY 1A B
IIOBEPXHEBOMY Ta IVINO0OKOMY €HIOMEeTPio3i, KarcyJsli eHI0MeTPioiAHOI KiCTH, OUe€pPEeBUHI Ta sI€YHUKAX, 110
[IaTOT€HETUYHO OOI'PYHTOBYE 3aCTOCYBAHHS NIPENapariB MeJIaToHiHy. Briepiie po3po61€eHO KOMILTIEKC
IiarHOCTMYHUX Ta JIiKyBaJIbHO-IIPOQiNIaKTUYHUX 3aXO0/iB, CIIPSIMOBAHUX Ha [iarHOCTUKY €HJIOMEeTPio3y Ta
NOKpAIlleHHs! Pe3yJIbTaTiB JIAllapOCKOIIYHOrO JIiKyBaHHS Malli€HTiB 3 €HJOMETPio3-acoLii0OBaHUM 6e3IITiIIsM 3i
3aCTOCYBaHHSM 3aIlIiIHEHHS iH BiTpO. Briepie po3po6eHo MapIIpyT NalieHTKY 3 O€3ITiAsM IIPpY €HA0MeTpiosi
Ha OCHOBI MOJj€Jli TPOTHO3YBaHHSI HACTaHH4 BariTHOCTI MiCJIs JIallapOCKOIIYHOI Xipyprii. [IpakThYHe 3HaYeHHS
OTPUMaHUX pPe3yJbTartiB. [IpoBeneHi JOCHiIKEHHS [O3BOJIUIN PO3POOUTH HOBITHII KOMILIIEKC OOCTEXEHD Ta
JiKyBasIbHO-TIPO(DiIaKTUYHUX 3aX0MiB HAa OCHOBI 6araTo(akTOPHOro aHai3y, Mo JO3BOJIUIIO TOKPALUTU
eeKTUBHICTb JIIKyBaHHS €HIOMETPi03-acoLif0BaHOT0 6e3IUTiNs 3 TO3UTUBHUMU BIJIMBOM HA SKiCTb XUTTS

TMalieHTiB Ta HACTAHHS IPUPOIHBOI BariTHOCTI.

2. According to publications from domestic and international authors, infertility represents a significant issue. One
in five married couples (18-20% of the reproductive-age population) experiences infertility. Among the causes,
endometriosis ranks third after tubal-peritoneal and endocrine factors. The prevalence of endometriosis in
reproductive-aged women may reach up to 70%. Considering that endometriosis can cause tubal-peritoneal
infertility and hormonal imbalance, its significance in obstructing fertilization is paramount. Hence, the topic of
our research is relevant and demands further study. Our study was conducted at the Municipal Healthcare
Institution "Medical Center for Infertility Treatment" (Chernivtsi) and the Department of Pathological Anatomy of
Bukovinian State Medical University. A total of 160 women were included in the study: 120 women diagnosed with
“infertility” and “endometriosis”, and 40 women diagnosed with infertility of another origin (endometriosis
excluded). These 160 women were selected based on our pre-developed inclusion and exclusion criteria and were



randomly divided into four groups of 40 women each. Groups 1 and 2 included women diagnosed with infertility
who underwent surgical intervention and were diagnosed with endometriosis. The description of endometriosis
was carried out according to the rASRM, Enzian, and EFI classifications, and our own questionnaire was conducted
before and after the surgery. In Group 2, in addition to the above, our treatment protocol was applied, including
melatonin (3 mg per day) and the use of preparations containing Lactobacillus gasseri. Both of these groups were
referred for natural pregnancy planning. Group 3 included 40 women operated on for infertility and
endometriosis, who were then referred to assisted reproductive technology (ART) programs. Group 4 included 40
women operated on for infertility of another origin (endometriosis excluded) and were also referred to ART
programs. Additionally, 12 patients were selected (6 with endometriosis and 6 without) for tissue sampling aimed at
immunohistochemical detection of melatonin receptor 1A. We established that the drug therapy complex proposed
by us after diagnostic-therapeutic laparoscopy increased pregnancy rates by 1.5 times, achieving 47.5%, compared
to laparoscopy alone, where pregnancy occurred in 30% of cases. When scoring the severity and extent of
endometriosis on the peritoneum and fallopian tubes, a significant difference was found in Group 1 (p<0.001): on
the peritoneum, 1.08+0.09 (pregnancy occurred) versus 1.64+0.1 (no pregnancy); on the fallopian tubes, 0.08+0.11
(pregnancy occurred) versus 0.64+0.06 (no pregnancy). As a result of our research, we achieved positive outcomes
in infertility treatment with IVF in endometriosis cases: pregnancy occurred in 31 women from Group 3 (77.5%),
which is 2.6 times higher than the pregnancy rate in Group 1, where only diagnostic-therapeutic laparoscopy was
used. Moreover, pregnancy occurred 1.6 times more often in Group 3 compared to Group 2, where laparoscopy
was combined with the proposed medical therapy. In Group 4, where endometriosis was not diagnosed, pregnancy
occurred in 35 women (87.5%), highlighting the negative overall effect of endometriosis on reproductive function.
Scientific novelty of the obtained results. For the first time, the impact of the proposed medication therapy
conducted after laparoscopic surgery on the occurrence of natural pregnancy has been established. For the first
time, the beneficial effects of lactobacilli, specifically Lactobacillus gasseri, on endometriosis and its clinical
manifestations have been demonstrated. Qualitative and quantitative characteristics of melatonin 1A receptor
expression in superficial and deep endometriosis, endometrioid cyst capsules, peritoneum, and ovaries have been
established for the first time, providing pathogenetic justification for the use of melatonin preparations.
Additionally, a novel set of diagnostic, therapeutic, and preventive measures aimed at diagnosing endometriosis
and improving outcomes of laparoscopic treatment in patients with endometriosis-associated infertility using in
vitro fertilization has been developed for the first time. Furthermore, a clinical pathway for managing infertility
patients with endometriosis, based on a predictive model for pregnancy outcomes following laparoscopic surgery,
has been formulated for the first time. Practical significance of the obtained results. The conducted research
enabled the development of an innovative set of diagnostic and therapeutic-preventive measures based on
multifactorial analysis, leading to improved effectiveness in treating endometriosis-associated infertility. These
measures have positively impacted patient quality of life and increased the occurrence of natural pregnancies.
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