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1. IndepenuitioBana Tepartisi 30BHIIIHBOI'O I'€HITAJIbHOTO €HAOMETPiO3y 3 ypaxyBaHHSIM O0COOJIMBOCTEN KJIiTHHHO-
MOJIEKYJISIPHUX MapKepiB

2. Differentiated therapy of external genital endometriosis taking into account the features of cell-molecular

markers

Pedepar:

1. MeTa mociuifkeHHs — NiABUIIUTY e(PEeKTUBHICTb KOMIIJIEKCHOTO JIiKyBaHHS 30BHIIIHbOTO I'€HITaJbHOIO
€HJIOMETPio3y IJISIXOM CTBOPEHHS aJITOPUTMY 3 YPaxyBaHHSIM OCOOJIMBOCTEN KIITUHHO-MOJIEKYJISIPHUX MapKepiB.
HoBusHa gocnimKeHHs Ta OfepKaHUX Pe3yJbTarTiB. Briepiie 6ys10 MpoBeEeHO BKIIOUYEHHS TAKOTO MOJIEKYJISIPHO-
reHeTHYHOro MapKepa sk Mikpo-PHK let-7 B KoMmIiekc 06CTeXeHHS )XiHOK i3 30BHIIIHIM I'eHiTaJlbHUM
€HZ,OMETPio30M. ByJio Briepiie mpoBeleHO HayKOBe OO PYHTYBaHHS [OLiJIbHOCTI BAKOPUCTaHHS let-7 sk
6ioMapKepa eHJIOMEeTpPio3y IJISIXOM ITOPiBHSIHHS [TOKa3HUKIB YyTJIMBOCTI, Clieln(piYHOCTI Ta IPOrHOCTUYHOI
LiHHOCTI 17151 ceponoriyHoro mapkepy CA-125 i mikpo-PHK let-7 Ta mikpo-PHK mir-9. [IpoBenenuii ananis 3a

MaHHOM-ViTHI OKa3aB JOCTOBIpHY Pi3HUIIIO [TOKa3HUKIB Mikpo-PHK let-7 MK rpynamu nauieHToK 3



€HIOMETPIO30M i MaLi€HTOK i3 rpyny KOHTpOoJo. [1pu npomy iHmmi npencraBHuK Mikpo-PHK - mir-9 npu
aHaJIOTIYHOMY aHaJli3i MiXK rpylamu NalieHTOK 3 EHJOMETPIO30M i KOHTPOJIBHOIO IPYIIOI0, & TAKOXK MK rpylaMi 3
KJIIHIYHO Ta riCTOJIOTIYHO TSKKUM Ta JIETKUM €HJIOMETPIO30M HE [1aB CTATUCTUYHO 3HAYYILIOIO Pi3HULII TOKA3HUKIB
(p>0,05). OTxe, 6ys10 HOBeIeHO HeeEeKTUBHICTb 3aCTOCYBaHHS mir-9. Ha 0CHOBi OTpUMaHUX CTAaTUCTUYHUX IAHUX,
a TaKOX J0JJaTKOBOTO MPOBEJE€HHS KOPEeJIALIMHOrO aHai3y Ta OPiBHSIHB IPYIl 3a KpUTepissmMu ManHa-YiTHi, 6ys10
nposefieHo ROC-aHasi3, SIK1ii TakoXX ITPoieMOHCTPYBaB nepesaru Mikpo-PHK let-7 (uyTauBicTs, crienudivHicTs,
IIPOrHOCTMYHA LiHHICTb TO3UTHBHUX | HETraTUBHUX Pe3yJIbTaTiB) y NopiBHsHHI 3 CA-125. BpaxoByloun HasIBHICTb
HAyKOBOT'O OGI'PYHTYBaHHS iMOBipHOI KOpHUCTi 3acToCyBaHHS let-7, 6ys10 po3p0o6ieHO HOBUI alITOPUTM i3
BHUKOPHCTaHHSIM IIOPOTY BifIciuky «4» 1yis let-7 niis NpuUHSTTS KIiHIYHUX pillleHb, 10 JO3BOJIUIIO ONTUMIZYBaTH
BUOip TaKTUKU JIiKyBaHHS allieHTOK i3 30BHIIIHIM reHiTalIbHUM €HIOMEeTPio30M. B pesysbTaTi epesipku
3aIIPONIOHOBAHOrO AJITOPUTMY Ha HOBill BUOOPLi BIAI0Cs IPOJEMOHCTPYBATU [1I€PEBAry B 30€peXXEHHI
OBapiaJIbHOTO pe3epBa y )KiHOK PENPOLYKTHMBHOIO BiKy 3aBISKM 3MEHIIEHHIO Ta ONTUMI3allii METOAIB XipypridHOToO
BTPY4YaHHS, 3aCTOCYBAaHHIO CY4aCHUX ITiTXOIiB B Tajyly3i NJOIMOMIKHUX PENPOLYKTUBHUX TEXHOJIOTIN. [IpakTudHe
3HAUYEHHS] OTPUMAaHMX PE3yJIbTaTiB. PO3p0671€HO aIrOPUTM 3 BKJIIOYEHHSM HOBOTO HEIHBAa3UBHOTO OioOMapKepy
30BHIIIHBOTO I€HITaJILHOIO eHAoMeTpiody — Mikpo-PHK let-7, axuii 103BoJIsI€e MOKPALIUTHU AiaTHOCTUKY LIbOTO
3aXBOPIOBaHHS Ta 00paTy ePeKTUBHUI MeTO/, JIIKyBaHHS Ha [10YaTKOBUX CTalisIX, OCKLIbKY let-7 Mae Kparni
IIOKa3HUKY YyTJIMBOCTI, ClIeLIU(pIiYHOCTI, [IO3UTUBHUX Ta HETATUBHUX [IPOTHOCTUYHUX 3HAY€Hb, HDK JocTynHuil CA-
125, siknii TakoK B 6araTbox po60Tax MOKa3aB CBOI llepeBaru HaJ, iHMMMU 6ioMapKepaMy 30BHIIIHbOTO F€HiTaIbHOTO
€HJIOMeTpio3y, ToMy OyB 00paHuii HaMU 715l TIOPiBHSHHS. BUKOpHCTaHHS 3aIIPOTIOHOBAHOTO AJITOPUTMY 3
BMMipIOBaHHSIM let-7 y cpoBaTLi KPOBi O3BOJINJIO 3HU3UTH Yac [0 JIiKyBaHHS €HIOMETPio3y 32 paxyHOK OiJbI0i
YyTJIMBOCTI Ta, OJHOYACHO, cllelu(pivHOCTi. BUKOpUCTaHHS alTOPUTMY [I03BOJISIE 3HUBUTY PU3UKY 3MEHILIEHHS
OBapiaJIbHOTO pe3epBa 3a PaXyHOK 3HIDKEHHS YaCTOTY BUKOPUCTAHHS XipypriyuHUx MeToxiB. Pe3ysnbraTtu
IycepTauifiHoi poOOTH BIIPOBAIKEHO B KJIiHIYHY PAKTUKY, [lepeBipKy e(eKTUBHOCTI 3aIIPOIIOHOBAHOIO AJITOPUTMY
JIiKyBaHHSI IpPOBefieHO Ha 6a3i MennyHoro neHTpy «KiiHika nokropa MeasezneBa» M. JJHINpo, «Xipypriunuii LeHTp

imeni [Iluporosa» m. [IHInpo, penpoaykKTuBHOrO LEeHTPY «Ponguuue Jxepeno» M. Kuib.

2. The aim of the study is to increase the effectiveness of complex treatment of external genital endometriosis by
creating an algorithm taking into account the characteristics of cell-molecular markers. The novelty of the study
and the results. For the first time the molecular genetic marker such as let-7 miRNA was included in the complex
of examination of women with external genital endometriosis and a new algorithm was used to select the optimal
treatment tactics for patients with this pathology. For the first time, the comparison of sensitivity, specificity and
prognostic value was performed for such non-invasive biomarkers in the blood of patients with EGE as CA-125 and
let-7 miRNA and mir-9 miRNA. Mann-Whitney analysis showed a significant difference in let-7 miRNA levels
between groups of patients with endometriosis and patients in the control group. At the same time, another
representative biomarker miRNA mir-9 in a similar analysis between groups of patients with endometriosis and the
control group, as well as between groups with clinically and histologically severe and mild endometriosis did not
give a statistically significant difference. Given into account that the cancer antigen CA-125 is used to diagnose
endometriosis ovarian cysts, we performed the analysis of sensitivity, specificity, positive and negative prognostic
values. Based on promising data obtained from correlation analysis and groups comparisons using Mann-Witney
criteria, we decided to perform the ROC analysis. The following indicators has been calculated in our ROC analysis
of miRNA let-7 and also for CA-125. For miRNA let-7 sensitivity was 92.563, specificity - 82.545, PPV - 93.912, NPV -
79.234. Indicators of the classification model for CA-125 were: sensitivity - 86.105, specificity -76.422, PPV - 91.397,
NPV- 65.406. We've seen from the ROC analysis that flat under curve for miRNA let-7 is higher than for CA-125.
Thus, miRNA let-7 has the best parameters (sensitivity, specificity, predictive value of positive and negative
results). Comparison with Ca-125 using ROC analysis showed the presence of the larger area under the curve, it
indicates great prospects for this marker, which may be used for early diagnosis of endometriosis. The practical
significance of the results. The developed algorithm with the inclusion of a new non-invasive biomarker allows to
improve the diagnosis of this disease and choose an effective method of treatment in the early stages of the
disease, let-7 miRNA has better sensitivity, specificity, positive and negative prognostic values showed its



advantages over other EGE biomarkers, so it was chosen by us for comparison. The median value of let-7 miRNA
was 4.43, when analyzing the mean values of the indicator and comparing endometriosis group 1 (mild and
moderate) and endometriosis group 2 (moderate and severe endometriosis), we obtained an average value of 3.96
in the latter group, thus the indicator let-7 "4" was chosen for use in the new algorithm. To test the effectiveness of
the algorithm, a study was conducted on 32 women with PGI, treatment tactics were determined taking into
account the indicator of a new biomarker (group 3, n = 32). Results compared with the group of patients with EGE
in the main part of the study, all women from whom underwent laparoscopic treatment without taking into
account the indicators of let-7 miRNA in the blood (group 1 + 2, n = 64). We determined the significance of the
difference between the studied groups using t-test (Student's criteria). This allowed us to make the correct
distribution of data in the study groups. The study of the distribution was carried out by the Shapiro-Wilk method.
According to the results of p-value calculation for comparison groups on such indicators as VAS, AMH, AFC, age,
BMI, CA-125 level (IU / ml), the level of miRNA let-7 - groups wasn't statistically different. A statistically significant
difference between these groups was found in the indicator "Time to treatment” (p = 0.001). After that, the results
of treatment in both groups were evaluated. In group 1 + 2, due to the fact that all patients had the surgical
treatment, we noted a decrease in ovarian reserve ~AMH and AFC in 1.8 times, which is a negative fact, and
indicators of the intensity of pain (VAS scores) were significantly reduced, which can be assessed as a positive
effect of treatment. To comparing the results before and after treatment in the test group of the algorithm there
was no difference in ovarian reserve due to reduced frequency of surgical treatment, use of modified
sclerotherapy techniques and ART methods, while the effect of treatment as a significant difference in pain
intensity was achieved. This once again proves the need for a differentiated approach to the selection of treatment

for external genital endometriosis, taking into account additional non-invasive biomarkers.
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