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Pedepar:

1. MeTa mociiipkeHHs — NiABUIIATH €(PEKTUBHICTb KOMIIJIEKCHOTO JIiIKyBaHHSI 30BHIIIHBOT'O F€HITaJbHOIO
€HJIOMETPio3y MJIIXOM CTBOPEHHS aJITOPUTMY 3 YPaxyBaHHSIM OCOGIMBOCTEN KIITUHHO-MOJIEKYJISIPHUX MapKepiB.
HoBusHa gocnimkeHHs Ta ofepKaHuX pe3yJsbTatiB. Briepiie 6ysio MpoBeeHO BKIIOUEHHS TaKOT0 MOJIEKYJISIPHO-
reHeTUYHOro Mapkepa sk Mikpo-PHK let-7 B KomIsiekc 06CTeXXeHHS KiHOK i3 30BHIIIHIM reHiTaJlbHUM

€HJIOMeTpio30M. ByJio Brepie NpoBeeHO HAyKOBE OO PYHTYBAaHHS IOLIIbHOCTI BUKOPUCTAHHS let-7 sk



6ioMapKepa eHIOMETpPio3y IJISIXOM [TOPiBHSIHHS [TOKa3HUKIB YyTJIMBOCTI, Cllen(piYHOCTI Ta IPOTHOCTUYHOI
LiHHOCTI 17151 ceposioriyHoro Mmapkepy CA-125 i mikpo-PHK let-7 ta mikpo-PHK mir-9. IIpoBegennii aHani3 3a
MaHHOM-ViTHIi OKa3as JOCTOBIpHY pi3HUILIIO TOKa3HUKiB Mikpo-PHK let-7 MK rpynamu nauieHTOK 3
€HJIOMETPIO30M i MaLi€HTOK i3 rpyny KOHTPOJo. [Ipy npomMy iHmmi npencraBHuK Mikpo-PHK - mir-9 npu
aHaJIOTIYHOMY aHaJli3i MiXK rpyrnamu MNauieHTOK 3 EHJOMETPIO30M i KOHTPOJILHOIO I'PYIIOI0, & TAKOXK MK Ipynamu 3
KJIiHIYHO Ta riCTOJIOTIYHO TSKKUM Ta JIETKUM €HJIOMETPIO30M He J1aB CTATUCTUYHO 3HAYYILIOIO0 Pi3HULIi TOKA3HUKIB
(p>0,05). OTxe, 6ys10 noBeneHO Hee(EeKTUBHICTb 3aCTOCyBaHHs mir-9. Ha 0CHOBI OTpMMaHNX CTaTUCTUYHUX JAHUX,
a TaKOX 0JIaTKOBOTO IIPOBEIEHHS KOPEJISALIMHOrO aHali3y Ta IOPiBHSAHb IPYII 32 KpUTEPissMU MaHHa-YiTHi, 6yJ10
nposefieHo ROC-aHasi3, SKuil TakoX ITPoIeMOHCTPYBaB nepesaru Mikpo-PHK let-7 (uyTauBicTs, crienudivHicTs,
IIPOTHOCTUYHA L[iHHICTh MO3UTUBHUX | HETaTUBHUX Pe3yJIbTaTiB) y NOpiBHsHHI 3 CA-125. BpaxoByiouu HasIBHiCTb
HAyKOBOTO OOI'PYHTYBaHHS iMOBIpHOI KOPHUCTI 3aCTOCYBaHHs let-7, 6y10 po3p06JIeHO HOBUI aITOPUTM i3
BUKOPUCTaHHSIM IIOPOTY Bificiuku «4» 1yis let-7 niis npuiAHSTTS KIiHIYHUX PillleHb, 0 JO3BOJIUIIO ONITUMIZyBATH
BUOip TaKTUKU JIiKyBaHHS NallieHTOK i3 30BHIIIHIM reHiTalIbHUM €HI0MeTpio30M. B pesysbTaTi epesipku
3aIIPOIIOHOBAHOr0 AJITOPUTMY Ha HOBill BUOOPILIi BAsI0Cs IPOJEMOHCTPYBATU [1I€PEBAry B 30€peXXeHHI
OBapiaJIbHOTO pe3epBa y )KiHOK PENPOLYKTMBHOTIO BiKy 3aBJSKM 3MEHIIEHHIO Ta ONTUMI3allii METOAIB XipypridHOTO
BTPY4YaHHS, 3aCTOCYBAaHHIO CY4aCHUX ITiIXOIiB B Tajyy3i NOMOMIKHUX PENPOLYKTUBHUX TEXHOJIOTIN. [IpakTuiHe
3HAUYEHHS OTPUMAaHUX Pe3yJIbTaTiB. PO3p0671€HO airOpUTM 3 BKJIIOYEHHSM HOBOTO HEIHBAa3MBHOTO GioMapKepy
30BHILIHBOTO I€HITAILHOTO €HAOMeTpiody — Mikpo-PHK let-7, sskuil 103B0JIsI€ NOKPALUMTYU AiarHOCTUKY 11bOTO
3aXBOPIOBAHHSA Ta 00paTy ePeKTUBHUI MeTO/, JIiIKyBaHHS Ha [10YaTKOBUX CTalisIX, OCKLIbKY let-7 Mae Kparmi
[IOKa3HUKY YyTJIMBOCTI, ClIelU(piYHOCTi, IO3UTUBHUX Ta HETATUBHUX [IPOTHOCTUYHUX 3HAY€Hb, HDK JocTynHuil CA-
125, siknii TakoK B 6araTbox po60oTax MoKa3aB CBOI llepeBaru HaJ, iHIMKUMU 6ioMapKepaMy 30BHIIIHbOTO '€HiTaJIbHOTO
€HI,OMeTpio3y, ToMy 6yB 0OpaHUI1 HAaMU /17151 TOPiBHSIHHS. BUKOPUCTAHHS 3alIPOIIOHOBAHOTO aJITOPUTMY 3
BHMipIOBaHHSM let-7 y cMpoBaTLi KpOBi JO3BOJINJIO 3HU3UTH Yac [0 JIKyBaHHS €HIOMETPio3y 32 paxyHOK OibIoi
YyTJIMBOCTI Ta, OHOYACHO, cllelupivHOCTi. BUKOpUCTaHHS alIrTOPUTMY [I03BOJIsIE 3HUBUTY PU3UKY 3MEHIIEHHS
OBapiaJIbHOTO pe3epBa 3a PaxyHOK 3HMXEHHS 4aCTOTYA BUKOPUCTaHHS XipypriyHux MeTozis. Pesynbratu
IYCepTaliiiHOI pO60TH BIPOBAIKEHO B KJIiHIYHY TPAKTUKY, IIEPEBIPKY €(PEKTUBHOCTI 3aIIPOIIOHOBAHOTO AJITOPUTMY
JIiKyBaHHS IIpOBefieHO Ha 6a3i MennyHoro neHTpy «KiiHika noktopa MeaBenesay M. JJHINpo, «Xipypriunuii LeHTp

imeHi [Inporosa» M. JIHINIpo, peNPOAYKTUBHOTO LEHTPY «PonnnHe [kepeno» M. Kuis.

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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