AHOTAIIA

bonoapyx O. A. liarHocTHKa, JTIKyBaHHS TO0OPOSKICHUX Ta
NepeANnyXJIMHHUX TPOIECIB 3aJ03UCTOTO EIITENII0 TeHITaIi 3 aTHIi€l0 KIITHH
HESCHOTO TeHe3y Yy JKIHOK 3 Oesmmigasam. — Ksamidikariiina HaykoBa mparsi Ha
IpaBax PyKOIHUCY.

JucepTalliss Ha 3100yTTS HAyKOBOT'O CTYIEHsS J0KTopa ¢iocodii B ramysi
3HaHb 22 OxopoHa 370pOB’S 3a CHemialbHICTIO 222 MeauuHa (cremiamizaris
«AKYIIEPCTBO Ta T1HEKOJIOTis»). - HarlloHanbHU yHIBEpCUTET OXOPOHH 37I0POB's
Vkpainu imeni I1. JI. Hlynuka, Kuis, 2021.

B cTpykTypi 3araibHOi OHKOJIOTIYHOI 3aXBOPIOBAHOCTI PaK IIMWKU MATKU
CTaHOBUTH OnM3bKO 3,8 % Ta mocigae m’ste micue B Ykpaini (Kamincekuii B.B.,
2019). Pak Tina MaTKy cepell OHKOJOTIYHOI MaTOJIOTIl JKiHOK B YKpaiHi CKiaaae
12,1 % (bronerenr HamionaneHoro Kanmep-peectpy Ykpaiawm, 2019). Cepen
BIKOBOI KaTeropii aicHOKapImHOMa IHUHKK MaTKu aiarHoctyeTbest y 30,0 % skiHOK
Mosioie 35 PpOKIB Ta XapaKTepU3YEThCA BEIMKAM PU3UKOM PaHHBOTO
metactazyBanHs (3apouennesa H. B.,2016). Ha jmaHmii 49ac BigMmivaeTbes
MPOTPECUBHE TIBUIICHHS BHITAJIKIB aJACHOKAPIMHOMH INMWWKKA MaTKH, IO
nocsirae 25,0 % (Kozauenxo B. I1., 2017).

OCHOBHMM  HEJOJIKOM  CTaHIAPTHOTO  METOAY  KOJBIIOCKOIIYHOTO
JOCIIPKEHHSI € BIACYTHICTh Bi3yalli3allii BCi€l JOBXHHU CJIM30BOi OOOJOHKU
HEPBIKAIBHOTO KaHATYy HIMHKA MAaTKH, 110, BIAMOBIAHO, OOMEXYE N1arHOCTHUKY
naToyioriyHux npoieciB enpornepsikey (Koxanesuu E. B., 2004).

Jucepraniiina poOoTa MNpUCBAYEHA 3HMKEHHIO YacTOTH BUHUKHEHHS
TOOPOSIKICHUX Ta MEPEANYXJIMHHUX MPOIECIB 3aJ03UCTOr0 CMITENiI0 TeHITaIl Y
JKIHOK 3 aTHMIIE0 KIITHH 3a103ucToro emiteniro HesicHoro renesy (AGC-NOS) ta
OC3IUI MM  TUIIXOM  YAOCKOHAJIGHHS  JTIarHOCTUKM —Ta  JIKYBaHHS  ITUX
MaTOJIOTIYHUX ITPOIIECIB.

HocmipkeHnHss npoBoawsiock B 3 eranu. Ha 1 erami mnpoBeneHo
3arajJbHOKJIIHIYHE OoOcCTexXeHHS 3429 >KIHOK, SKI 3BEpHYJIUCS MJs JIIKYBaHHS
oesrmmiaas B KiiHIKY penpoIyKTHBHHX TEXHOJIOTIM YKPaiHCHKOTO JEepP>KaBHOTO

iHcTuTyTy penpoaykrosiorii. HYO3  Vkpainm imeni I1. JI. llynuka ta KHII



«KuiBchkMii MICBKUN LIEHTP PENPOAYKTUBHOI Ta MEpUHATAIBHOT MeTUIIMHNY. [Ipn
IIUTOJIOTIYHOMY JOCIIKEHHI IHMX JKIHOK, y 240 marieHTOK BHSIBJICHI aTHIIOBI
KJIITUHU HESICHOTO Te€HE3Y 3aJI03UCTOTO EMITEIII0 TeHITaiH.

Ha II erami cdopmoBaHi HacTymHi Tpymu: OCHOBHa rpymna - 240 XiHOK 3
Oe3IUIiAsIM Ta HAsABHICTIO TMATOJIOTIYHUX TMPOLECIB 3aJI03UCTOTO  EMITENII0
TeHITaJ1{ 3 aTUIIEI0 KIITHH HESCHOTO TeHe3y Ta Ipymna nopiBHIHHSA - 100 kxiHOK 3
oe3rmiaasaM 0e3 MaTOJIOTIYHMX TMPOIIECIB 3aJI03UCTOTO CMITENNI0 TeHITami Ta
aTUIIl KIITAH HESICHOTO TEHE3Y.

[Ticnss mpoBeaEeHOro0 EeTIONAaTOTEHETUYHOrO JIIKYBAaHHSA Yy JKIHOK OCHOBHOI
rpynu mpu muTojorivaoMy koHTpoui BusisneHo AGC-NOS y 72,1 % mnariieHToK.
3riIHO Pe3ybTaTIB TICTOJOTIYHUX JOCHIIKEHb, JaHa Tpyla *KIHOK pPO3MOJILICHA
Ha AB1 miarpynu: lo rpymna - 70 maimieHTOK 3 maToJioriero enaouepsikcy, llo rpymna -
103 oOcTexyBaHUX 3 NATOJIOTIEI0 €HIOMETPIS.

Brnepuie BuzHaueHi yactora (6,9 %) Ta HalOUIBII CYTTEBI (PAKTOPU PUBHKY
BUHUKHEHHS TOOPOSIKICHUX Ta TMEPENTyXJIMHHUX IMPOLECIB 3aJI03UCTOTO EMITENiI0
TeHITAIN 3 aTUIIEI0 KITUH HESICHOTO I'eHEe3Y Yy JKIHOK 3 Oe3rumiaasaM: BiIk>31 pokiB
(74,2 %), BruuB npodeciianx mkimmBux dakropiB (29,6 %), kypiaas (37,9 %),
paHHIil TouaTok ctareBoro KuTTsa (52,9 %), mpomickyiter (39,1 %), XpoHiyHi
3aXBOPIOBaHHS OpraHiB AuxaHHs (48,3 %), XpOHIUHI 3aXBOPIOBAHHS CEYOBUIIBHOI
cucremu (36,2 %), XpoHiuHMI canbmHrIT Ta oodopur (56,7 %), peuuauByroUi
konbmiti (63,3 %), miaroctpuit 1 xpoHiuHMi ByIBBIT (38,8 %), omeparuBHI
BTpyudaHHs Ha maTii (56,7 %) ta mmiii matku (10,0 %), TpuBaicts Oe3mmaas>6
pokiB (73,3 %), nmopymenHst BariHaabHOro Oiotomy (83,4 %), MOHO-iH(DIKYBaHHS
(U. Urealyticum - 9,6 %, M. Hominis - 7,9 %, C. Trachomatis - 6,7 %) ta MikcT-
iH¢ikyBanHsa I[TICHI (M. Hominis Tta U. Urealyticum - 15,4 %, M. Genitalium Ta
U. Urealyticum - 14,2 %), HasBHICTb Bipycy namisiomu jroaunu - 65,0 % (18 tum i
romy nomi6Hux (45 1 39) - 38,7 %, 16 Tun i iomy nmoni6uux (31, 33, 35, 52, 58) -
9,6 %, 45 tun - 18,3 %), acomiarisg BILJI 3 ITICIII - 40,0 %.

[Ipu anami3l cTaHy CHCTEMHOTO IMYHITETY y JOCHIIPKEHHUX 3 MaTOJOTIE0
CHIOMETpis BUABJICHA CYINpecis KIITUHHOI JIaHKKM Ha BIAMIHY B Tpynu

MOPIBHSHHS, NPO IO CBiIYMTH 3HIKCHHS SK abcomoTHOi (682,6+67,3*10%n



pOTH 1591,2:t159,1*106/ﬂ), tak 1 BigHOocHOi (31,8+3,1 % mporu 58,0+5,8)
kimbkocTi T-mimdonutiB CD3+ Tta alcomotHoi KimbkocTi T-xemmepiB CD4+
(521,6+51,4*10%n mporu 779,1+77,9*10%1), minsumenns T-cympecopis CD8+
(498,6+49,1*10% 1 mporu 216,9+21,7*10%1 Bimmosinwo) (p < 0,05).

Y mamieHTOK 3 MaToJIOTIEId  €HJAOLEPBIKCY  BIAMIYEHO  JIOCTOBIpHE
MPUTHIYCHHS KJIITHHHOI JJAHKM CHCTEMHOTO IMYHITETY (3HM)KEHHS aOCOIIOTHOI 1
BITHOCHOI KUJIBKOCTI T-nimdorutin CD3+ - 771,1:|:92,9*1O6/J'I MPOTH
1591,2+159,1*10%x1 ta 33,8+4,0 % npotu 58,0+5,8 %, Tak 1 aOCOMOTHOI KIJTBKOCTI
T-xenmmepis CD4+ - 573,2168,5*10%1 pOTHU 779,1+77,9%10%n, migswmenns T-
cympecopiB CD8+ B abcomroThiil (486,8+58,2*10%1 mporu 216,9+21,7*%10%1) ta
BIJTHOCHIM (26,6%3,2 % npotu 18,44+1,8 %) KiIbKOCTSIX BiMOBIIHO.

SIK y KIHOK 3 MAaTOJIOTIEN €HAOMETPIA, TaK 1 Y AOCIIHKEHUX 3 MaTOJIOTIE0
CHJOLIEPBIKCY, HAa BIJMIHY BiJ TpPyNU TOPIBHSHHSA, BU3HAUCHI MPUTHIYEHHS
IIUTOTOKCUYHOI Ta (DaroruTapHOi BJIACTUBOCTEH iMyHHOI crcTeMH ((harorurapHe
gucno - 23,2+2,3 % ta 53,6+6,4 % npotu 86,1+8,6 %, daroumrapHuii iHAEKC -
3,7£0,4 % Tta 4,2+0,5 % npotu 9,2+0,9 % signosiguo) (p < 0,05). Hanpyskenus
IYMOPAJIbHOI JIJAHKK IMYHHOI CUCTEMHU Yy OOCTEKEHHUX 3 IMATOJOTIEI0 €HAOMETPIs,
BIIMOBIHO 70 TPYIH MOPIBHSAHHS, JOBOJMTH JOCTOBIPHE ITIABUIIIEHHS BiJIHOCHOI
KibKocTi B-mimdonutie CD-22+ (27,6+£2,7 % npotu 14,9+1,5 %), nupkymorounx
imyHHHuX KomiuiekciB (118,6£11,7 % mporu 56,445,6 %), IgA (5,7+0,6 % npotu
1,1+0,1 %) 1 IgG (18,2+1,8 % npotu 6,4+0,6 %).

[Ipu pochimKeHHI CTaHy CYAMHHO-TPOMOOLMTApPHOI JIAHKH CHCTEMH
reMOCTa3y CIOCTEPIraeTbCsl 3HUKEHHS KUIBKOCTI TPOMOOIIMTIB Ta TPOMOOKPUTY Ha
Tl TEHIEHII J0 TWIABUINEHHS aHI30IMTO3y TPOMOOIUTIB Ta JOCTOBIPHOTO
3pOoCTaHHsl 3Ha4YeHb TpoMOommTonoedy. Ilpum anamizi arperaniiiHoi QyHKIIT
TPOMOOITUTIB BUSBIICHE OUIBIN BUpPa)KEHE IMABUIICHHS arperaifHol BJIaCTUBOCTI
TpoMmOoruTiB nipu 1HAYKIT 3 AlD (64,0+6,3 % npotu 39,0+3,9 %), anpenaniny
(41,0+4,0 % npotu 23,0+2,3 %) Ta xonareny (2,0+4,1 % npotu 25,0+2,5 %) came y

HAIiEHTOK 3 MMaTOJIOTIE0 eHAOMETPI0 MPOTH rpymH mopiBusaHH (p < 0,05).



VY KIHOK 3 TAaTOJIOTI€I0 EHAOLEPBIKCY TAKOX CIOCTEPIraeThCsl MiBHUILECHA
aKTHBAIls ~ arperamiiiHoi  ¢yHkmii TpoMmOomutiB 10 A D -61,0£73% Ta
anapeHamny - 39,0+4,7 %. BigMiueHa  TeHJEHIUS JO  TINEPKOAryJsiii 1o
BHYTPIIIHEOMY TIUIAXY MPOKOATyJITHTHOI JIAHKM CHCTEMH TeMOCTasy, OLIbII
BUpa)XEHa y JKIHOK 3 matojioriero eHaoMerpis (AUTY - 26,4+2,6 cekyHa NpOTH
34,0+3,4 cexynn B rpymi nopiBusaus) (p > 0,05).

[IpoBeneHmii  aHami3 pe3yiabTaTiB  IMYHOTICTOXIMIYHOTO JTOCIIIKCHHS
CBIIYMTHh IPO HAsBHY JE3IHTErpallif0 JIOKAJbHOI IMYyHOJIOTIYHOI BIATOBIIL, SK Y
KIHOK 3 TIATOJIOTI€I0 €HAOIEPBIKCY (Cympecis KIITUHHOI - 3HKeHHs piBHSI CD8 ta
TYMOPaNbHOI IMYHOJIOTIYHOI peakiiii - 3umxeHHs piBHs CD20), Tak 1 y maIi€eHToK 3
MATOJIOTIEI0 €HAOMETPIA (CyMnpecist KITUHHOI JIaHKH - 3HMKeHHs piBHga CD8 Ha T
iIBUIIIEHHOT TYMOPAJIbHOI peakilii - migsumieHHs pias CD20).

JIOTIOBHEH1 ~ O3HAKK  JOOPOSKICHUX Ta TNEPEeANyXJUHHHUX TMPOIECIB
CHJIOIIEPBIKCY IIPH KOJIBIIOIEPBIKOCKOMIYHOMY JOCII/DKEHHI: Pi3HOMaHITHICTh
konpopy emitemo (57,2 %), aneroOinuii rponomoxionmii emitemi (11,4 %),
HepiBHUU penbed TepBikanbHOro Kanamy (72,9 %), BHpaxxeHa CKJIaa4acTiCTh
3anmo3uctoro emitemo (67,1 %), HasgBHICTH 3ananbHux cyauH (22,9 %) Ta
arunoBux cyauH (10,0 %).

YTouHeHI O3HaKM JOOPOSIKICHUX Ta  TMEPENNyXJIMHHUX  TPOIECIB
EHJIOIEPBIKCY TIPU MPOBEACHHI YJIBTPA3BYKOBOIO JOCHIPKCHHS: TOBIIMHA
eHomepBikcy >5 mm (61,4 %), HeogHOpiAHA CTPYKTypa eHpouepsikey (97,1 %),
HasIBHICTh TINEPEXOTeHHUX CyOEHAOLEPBIKAIbHUX BKItOUEHb (41,4 %) Ta mominu
nepBikagbHoro kaHany (5,7 %). Ilpu V3]l enmomerpis AOCTOBIPHO 4YacTillle
BU3HAYAIOThCA Horo notoBmieHHs (73,8 %), HepiBHMit kKoHTYp (36,9 %) Ta ioro
HEOJHOpiMHA exocTpykTypa (96,1 %), rimepexoreHHi BKJIIOYEHHS B JIUISHII
cepeaunHoro M-exa (78,6 %), a Takox B mpoekiiii 6asanpHoro 1apy (36,9 %). 3a
JAHUMU ~ JOTUIEPOMETPUYHOTO  JOCIHIKEHHS  J[IarHOCTOBAHO  JOCTOBIpHE
MIJBUIICHHSI CHUCTOJIO-/11aCTOJIIYHOTO BIAHONICHHS y OOCTEKEHHMX 3 MaTOJIOTIEI0
CHIOMETPIisl Ha BIZIMiHY BiJ IpynH MOPIBHAHHS B mpasii (8,2+42,7 npotu 2,1+1,4)

ta niBii (9,1£2,8 nporu 2,4+1,5 BinnosigHo) maTkoBHX apTepisax (p < 0,05).



ITpu LEPBIKOTICTEPOCKOMITYHOMY JOCTIIKEeHH1 CIOCTEPIratoThCs
pi3HOMaHiTHICTE Kombopy emitenmiss (81,4 %), ameToOumi MAUISHKY — CMITENIIO
nepBikanpHOrO Kanany (14,3 %), Hepiuuii penbed enpoueprikey (77,1 %), rpyOy
CKJIQ9acTICTh CIIM30BOi 000JI0HKHU TiepBikanbHOTO KaHamy (70,0 %), rinepriasito
enaouepsikca (37,1 %), nedopmariito nepsikaibHoro kanany (7,1 %) ta mominu
1epBikajabHOro kanany (5,7 %).

[Tpu mpoBeAeHHI T1CTEPOCKOMIT Y KIHOK 3 MATOJIOTIEI0 €HIOMETPisl BU3HAUEHO
rineprpodito enpometpis (33,9 %), HepiBHOMIpHY TOBIIMHY eHpomerpis (56,3 %),
HAsBHICTh MIKPOIOMINONOAIOHUX po3pocTanb (36,9 %), MHOXKHMHHI Ta MOOJIUHOKI
nominu exaomertpis - 4,9 % Tta 6,8 % BIAMOBIIHO, HEPIBHOMIPHY 3a0apBIEHICTDH
cim30Bo1 (92,2 %), BUpaKeHUM CYIWHHUN MalltOHOK cimu30BoOi (84,5 %), MacuBHI
kpoBoBunuBu (18,4 %), mHOXkuHHI  KpoBoBWwMBH (11,7 %), JokanbHY
rinepBackyspu3saitiio (68,9 %) Ta curapom «monyHui» (89,3 %).

B pesynpraTi Bhmepmie po3poOJEHOr0 Ta  3amaTEHTOBAaHOTO  HAMH
HUTOMOP(OJIOTIYHOTO JOCHIJIKEHHS aTUIIOBUX 3aJ03UCTUX KIITUH HESCHOTO
3HaueHHa y 60,7 % mociiaKyBaHUX BHSIBJICHI 3aJI03UCTI KIITHHU 3 aTHUIOBUM
AIPOM HEBEJIMKHX PO3MIpPIB 3 OJHMM Ta JIBOMa MOJIMOPPHUMH SACPUSAMH, IO
CBITYUTH TIPO MaToyiorito eHpomeTpis 1y 39,3 % KIHOK aTUIOBI sJipa BEIUKHX
pPO3MIpPiB 3 HASBHICTIO BIJl TPHOX M0 M'STH 1 OUIbIIE TOJIIMOPGHUX MAKPOSIEPEIb,
10 € 03HAKOIO €HIO0IIEPBIKAIIBHOI MATOJIOT 1.

Cnig  BIAMITUTH, IO JIaHI TICTOJOTIYHOTO Ta IMUTOMOQOJIOTTIHOTO
3aKJII0YEHb CTOCOBHO JIOKaJi3alii MAaTOJIOTIYHMX TMPOILECIB EHJIOMETpPis Ta
SHJIOIIEPBIKCY MaroTh criBnaaiHHsg y 98,1 % ta 97,1 % Bumankax BiAMOBIAHO. 3a
pe3yibTaTaMu  IMyHOTICTOXIMIYHOTO  JIOCHI/DKCHHSI ~ O1OMTaTiB  €HAOMETPIs
BusiBiieHa ekcrpecis CD138 y 83,5 % maifieHTok 3 maToJIOTIEI0 €HIOMETPIs.

Otpumani pe3yibTaTH CTadd MIATPYHTSIM JUIsI PO3POOKH TMATOTCHETUYHO
OOrpyHTOBAHOTO KOMIUIEKCY A1arHOCTUYHO-JIKYBAJIbHUX 3aXOJIB MPH HAasBHOCTI
JTOOPOSKICHUX Ta MEPEANYXJIUHHUX MPOIIECIB 3aJI03UCTOTO EMITENI0 TeHITalIl y
KIHOK 3 AaTUIIE€I0 KIITUH HESCHOTO TeHe3y Ta Oe3MnigasiM Ha OCHOBI

nudepeHIliioBaHOr0 KOMIUIEKCHOTO TIAXOAYy 10 JIOKali3alii MaToJ0T14HOro



IpOLECY 3aJO3UCTOTO EMITeNil0, BITHOBIEHHS 3aXHCHOI (YHKIII KIITUHHOTO
IMyHITETy, HOpMaii3amii piBHI LHUPKYIIOIOYMX IMYHHHX KOMIUIEKCIB Ta
HOpMaJIi3allii BIaCTUBOCTEH CYUMHHO-TPOMOOLIUTAPHOT JIJAHKH CUCTEMH T'€MOCTa3y.

Ha III eram mnpoBemeHa oOImiHKa €(QEKTUBHOCTI PO3POOJIECHOTO HAMH
QITOPUTMY JIarHOCTUYHUX Ta JIKYBATHHUX 3aXOMAIB Yy KIHOK 3 O€3IUIamsM Ta
HasBHICTIO ATOJIOTIYHUX IPOIIECIB 3a103UCcTOTO emitenito reHiTanii 3 AGC-NOS,

3 €0 METO0 METOA0OM paHAOMi3allii BUALUICHO TpymH kiHOK: [A rpyma - 30
NAIlEHTOK 3 TATOJIOTI€I0 EHAOLEPBIKCY, SIKUM MPOBOAMIIACH 3alpPOIIOHOBaHA
JikyBalibHa cxemMa Ta rpymna IB-31 mnaimieHTka 3 NaTOJIOTIEI0 E€HJOILEPBIKCY,
BEJICHHS SIKUX MPOBOJAUIOCH 3a TPAAUIIHHOI MeToauKow, ITA rpyna - 45 xiHOK 3
MATOJIOTIE€I0 €HAOMETPIs, SKUM MTPOBOIUIIACH 3alIPONIOHOBAHA JIIKYBaJIbHA CXEMa Ta
IIB rpyna - 44 nmaii€HTKH 3 MaTOJOTIEI0 €HAOMETPIsl, BEIEHHS SIKUX MPOBOIMIOCH
3a TPaJUIIITHOI0 METOIUKOIO.

BianoBinHO A0 OTpUMaHHMX PE3yNbTATiB MPOBEICHUX JOCTIHKEHb BIIEPIIE
pO3pO0JIECHO QJITOPUTM JIAaTHOCTUYHMX Ta JIKYBJIBHMX 3aXOJIB JKIHOK 3
JOOPOSKICHUMH Ta TMEPEANyXJUHHUMHU TpollecaMu  3aJI03UCTOr0  CMITENII0
remitamii 3 AGC-NOS Ta Oe3mmigasaM, mo Bkaodae: | eram — KOMINIEKCHA
JIarHOCTUKA, €TIOMAaTOTCHETHYHA  KOHCEpBAaTHMBHA  CIIMIHAINS  BHUSBJICHUX
iH(pekiiHux arentiB; |l eram - KOHTpoJibHa KOMIUIEKCHA J1arHOCTHKA 13
JIOTATKOBUM ITUTOMOP(MOIOTIYHUM JOCTIPKEHHSIM SIJIEp MPU HAIBHOCTI aTUIIOBUX
3JIOZUCTUX  KIITHH  HESICHOrO 3HAUEHHA 3 BU3HAYEHHAM  JIOKasi3arii
NaTOJIOTTYHOTO mpouecy. Ilpu BuUsBIEHI MaTOJOrii €HAOLIEPBIKCY MPOBOIUTHCA
IIEPBIKOTICTEPOCKOIIIYHE JOCTIHKEHHS 3 O10TICIE€I0 Ta TICTOJIOTIYHE JOCHIKCHHS,
Ipy  JIaTHOCTHUINl TATOJOTIi  €HIOMETPIis - TICTEPOCKOMIYHE JTOCTIKCHHS 3
Oiomciero, ricrojoriyie Ta iMyHorictoximiune npociimkeHus (CI138); III eram -
npu HasSIBHOCTI nucruiasii €H/IOLIEPBIKCY - XIpypriuHe JKyBaHHSI
(LIEpBIKOTICTEPOCKOITIS 3 MPHIIIILHOI €KCIHM31€0 MATOJOTIYHOT AUISHKH) Ha Tl
MPOBEJICHHS  IMyHOKOperywo4oi Tepamii (ajlokiH-anbda), 3 MNPOBEICHHSIM
KOMITJIEKCHOI TICsonepaiiitHoi Tepamii (iIMyHOKOperyroda, Jae3arperaHtHa Ta
paHO3XKUBJISIIOYA TEparisi), MPYU BU3HAYCHHI €HIOMETPUTY - KOMIUIEKCHA Tepartis

(IT minis anTHOAKTEpiaBHOT Teparii 3 ypaxyBaHHSIM UYyTJIMBOCTI 10 1HPEKIIHHUX



areHTiB, IMyHOKOpEryloua Ta Je3arperaHTHa Teparis, nporecTuHu); IV eram -
OIlIHKAa PE3yNbTATIB JIKyBaHHS: KOHTPOIb dYepe3 6 TWxkHIB, 3 Ta 6 MicAIiB
(KOIBIIOIIEPBIKOCKOIIIYHE,  IMTOJIOTIYHE,  OaKTEepIOCKOMIYHE  JOCIHIKCHHS,
nocnimkenuss Ha BIDI) micns nikyBaHHS [uCIUIa3ii €HAOLEPBIKCY Ta B3ATTA
MiKpoOioNTaTy 3 MOPOKHUHU MAaTKH Ha iMyHoricroximiune gociimkenus CI 138
TICIIS JIIKYBaHHS €HAOMETPHUTY.

Po3pobrena HaykoBO OOTpyHTOBaHa METOJMKA TIPOBEICHHS BIIEPIIE
3alPONOHOBAHOTO  ITUTOMOP(OJOTIYHOTO  OCTIDKEHHS  sSAep  aTUIIOBHX
3aJI03UCTUX KIIITHH HESICHOTO 3HAYEHHS 3 TMOJAJBIIOK OIOMNCI€I0 MATOJOTIUHOT
JUISHKY M1 €HJOCKOIIYHOI Bi3yali3alli€lo, TICTOJIOTIYHOTO JOCHIIKEHHS Ta
KOMILJIEKCHOTO  JIIKYBaHHS ~ JOOPOSIKICHUX Ta MEpPEeAlyXJMHHHX IPOLECIB
3aJI03UCTOTO EMITENII0 TeHITaNI 3 aTUIIEI0 KIITHH HESCHOTO T€HE3y J03BOJHUTh
MIPOBECTH CBOE€YACHY TEPAIlif0 HEOIIACTUYHHX IPOIECIB Ta IMIBUAIIC PO3MOYATH
JKyBaHHS O€3TUTiAIS.

EdexTuBHICTD 3alpONOHOBAHOT HAMHM CXEMH JIIKYBaHHs JTOOPOSIKICHHX Ta
NEPEeANYXJIMHHUX MPOLECIB EHIOLEPBIKCY y JKIHOK 3 O€3IUIIAIM 3 aTHUIIE
KJIITUH 3aJI03UCTOT0 €MITeNi0 HEesICHOro reHesy ckinana 96,7 % mnpotu 51,6 %,
mikyBaHHs eHpomerputry - 93,3 % mnpotu 52,3 % (p <0,05) mpu 3acrocyBaHHI
CTaHJAAPTHO1 CXEMH JIIKYBaHHS BIJIITOBITHO.

JUis  JIKyBaJIbHUX YCTaHOB Ta NPAaKTUKYIOUMX JIKapiB pPo3poOsIeHHIA
aJTOPUTM IOSTAITHOTO OOCTEKEHHS KIHOK 3 OC3IUIISIM Ta HAsSBHICTIO aTHUIIOBUX
3aJI03UCTUX KJITUH HESICHOTO 3HAYEHHS 3 METOK MpOQIIAKTUKU Ta JIIKYBaHHS
JTOOPOSKICHUMX Ta MEPENNYyXJIMHHUX TPOLECIB 3aJI03UCTOTO EMITENII0 TeHITaiH.
YnockoHaneni il JliKaps-akylmiepa TIHEKOJiora, CIPSMOBaHI Ha KOPEKIIIo
IMYHHOT'O CTaTyCy Ta CYJWHHO-TPOMOOIIUTAPHOI JaHKH Y MAIIEHTOK 3 O€3ILIi M
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Kniwouosi cnosa: noOposikicCHI Ta TEPEANMYXJIMHHI TATOJIOTIYHI TPOLEeCH
3QJI03UCTOTO EMITENII0 TeHITali, aTUMis 3aJ03UCTUX KIITHUH HESCHOTO ITeHE3Y,
Oe3ruTiaus, BipyCc MAMiJIOMH JIOJUHU, UTOMOPQOJIOTIUHE MOCTIKCHHS sIep

ATUIIOBUX 3aJI0O3MCTUX KJIITHH HESICHOTO 3HAYCHHS.
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In the structure of the overall cancer incidence, cervical cancer is about 3.8%
and ranks fifth in Ukraine (Kaminskyi V.V., 2019). Uterine corpus cancer accounts
for 12.1% among cancer-related pathologies of women in Ukraine (Bulletin of the
National Cancer Registry of Ukraine, 2019). Among the age category, cervical
adenocarcinoma is diagnosed in 30% of women younger than 35 years and is
characterized by a high risk of early metastasis (Zarochentseva N.V., 2016). At
present, there is a progressive increase in the number of cases of cervical
adenocarcinoma, reaching 25.0% (Kozachenko V.P., 2017).

The main disadvantage of the standard method of colposcopic examination
is the lack of visualization of the entire length of the mucous membrane of the
cervical canal that limits the diagnosis of pathological processes of the endocervix
(Kohanevich E. B.2004).

The thesis is concerned with reducing the incidence of nonmalignant and
premalignant processes of glandular epithelium of genitals in women with atypical
glandular cells of unknown origin (AGC-NOS) and infertility by improving the
diagnosis and treatment of these pathological processes.

The study was conducted in 3 stages. At the first stage, a general clinical
examination of 3,429 women seeking infertility treatment at the Clinic of
Reproductive Technologies of the Ukrainian State Institute of Reproductology of
NMAPE and Kyiv City Center for Reproductive and Perinatal Medicine was
conducted. Cytological examination revealed atypical cells of unknown origin of

the glandular epithelium of the genitals in 240 patients.



At the second stage, the following groups were formed: treatment group
which included 240 women with infertility and the presence of pathological
processes of the glandular epithelium of the genitals with atypical cells of
unknown origin, and experimental group which included 100 women with
infertility without pathological processes of the glandular epithelium of the genitals
or atypical cells of unknown origin.

Cytologic screening revealed AGC-NOS in 72.1% of patients of the
treatment group after ethiopathogenetic treatment. According to the results of
histologic study, this group of patients was divided into two subgroups: o group
which included 70 patients with endocervical pathology, and Ilo group which
included 103 patients with endometrial pathology.

It is the first time the frequency (6.9%) and the most significant risk factors
for nonmalignant and premalignant processes of glandular epithelium of genitals
with atypical cells of unknown origin in women with infertility have been
determined. They involve age over 31 years (74.2%), occupational hazards
(29.6%), smoking (37.9%), early sexual activity (52.9%), sexual promiscuity
(39.1%), chronic respiratory diseases (48.3%), chronic diseases of the urinary
system (36.2%), chronic salpingitis and oophoritis (56.7%), recurrent colpitis
(63.3%), subacute and chronic vulvitis (38.8%), surgical intervention on uterus
(56.7%) and cervix (10%), infertility for more than 6 years (73.3%), vaginal flora
imbalance (83.4%), monoinfection (U. Urealyticum — 9.6%, M. Hominis — 7.9%,
C. Trachomatis — 6.7%) and mixed sexually transmitted infections (M. Hominis
and U. Urealyticum — 15.4%, M. Genitalium and U. Urealyticum — 14.2%), human
papilloma virus — 65.0% (type 18 and similar (45 and 39) — 38.7%, type 16 and
similar (31, 33, 35, 52, 58) — 9.6%, type 45 — 18.3%), association between HPV
and STIs — 40.0%.

The analysis of the systemic immunity state of patients with endometrial
pathology revealed cell components suppression as opposed to the experimental
group, as evidenced by the decrease in both absolute (682.6+67.3*10%1 vs.
1591.2+159.1%10%1) and relative (31.843.1% vs. 58.0£5.8) number of T-



lymphocytes CD3+ and the absolute number of T-helpers CD4+ (521.6+51.4*10%I
vs. 779.1£77.9%10%1), the increase in T-suppressors CD8+ (498.6+49.1*10%1 vs.
216.9+21.7*10°/1, respectively) (p<0.05).

Patients with endocervical pathology had a significant suppression of the
systemic immunity cellular component: a decrease in the absolute and relative
numbers of T-lymphocytes CD3+ — 771.1492.9%*10%1 vs. 1591.2+159.1*10%1 and
33.844.0% vs. 58.0£5.8%, and the absolute number of T-helpers CD4+ —
573.2468.5*10%1 vs. 779.1+77.9%10%1, an increase in T-suppressors CD8+ in
absolute (486.8+58.2*10%1 vs. 216.9+21.7*10%1) and relative (26.6+3.2% vs.
18.4+1.8%) numbers, respectively.

Both patients with endometrial pathology and those with endocervical
pathology, as opposed to the experimental group, had a suppression of cytotoxic
and phagocytic properties of the immune system (phagocytic number — 23.2+2.3%
and 53.6+6.4% vs. 86.1£8.6%, phagocytic index — 3.7+0.4% and 4.2+ 0.5% vs.
9.240.9%, respectively) (p<0.05). The humoral immune responsiveness in patients
with endometrial pathology, as related to the experimental group, proves a
significant increase in the relative number of B-lymphocytes CD-22+ (27.6+£2.7%
vs. 14.9+1.5%), circulating immune complexes (118.6+£11.7% vs. 56.4+£5.6%), IgA
(5.7£0.6% vs. 1.1£0.1%) and IgG (18.2+1.8% vs. 6.4+0.6%).

The study of vascular-platelet component of homeostasis showed a decrease
in the number of platelets and plateletcrit on the background of a tendency to an
increase in platelet anisocytosis and a significant increase in thrombocytopoiesis.
The analysis of platelet aggregating function revealed a greater increase in platelet
aggregation properties during induction with ADP (64.0+6.3% vs. 39.0+£3.9%),
adrenaline (41.0+4.0% vs. 23.0+2.3%) and collagen (2.0+4.1% vs. 25.0£2.5%) in
patients with endometrial pathology as opposed to the experimental group
(p<0.05).

Patients with endocervical pathology had also an increased activation of platelet
aggregating function to ADP (61.0£7.3%) and adrenaline (39.0+4.7%). There is a

tendency to hypercoagulation on the intrinsic pathway of the procoagulant component



of hemostasis, which is more pronounced in women with endometrial pathology
(APTT — 26.4+£2.6 seconds vs. 34.0+3.4 seconds in the experimental group) (p>0.05).

The results of immunohistological analysis show disruptions in local immune
response both in women with endocervical pathology (cellular response suppression —
a decrease in CD8, and humoral immune response suppression — a decrease in CD20)
and in women with endometrial pathology (cellular suppression — a decrease in CD8
on the background of increased humoral response — increased levels of CD20).

The signs of nonmalignant and premalignant processes of endocervix have
been supplemented during colpocervicoscopic examination. They involve the
diversity of epithelial color (58.0%), acetowhite botryoid epithelium (12.0%),
rough surface of the cervical canal (72.9%), pronounced folding of the glandular
epithelium (67.1%), the presence of inflammatory vessels (22.9%) and atypical
vessels (10.0%).

The signs of nonmalignant and premalignant processes of endocervix during
ultrasound examination have been specified, which include endocervix
thickness >5 mm (61.4%), heterogeneous structure of the endocervix (97.1%), the
presence of hyperechoic subendocervical inclusions (41.4%) and polyps of the
cervical canal (5.7%). Ultrasound of the endometrium significantly more often
determines its thickening (73.8%), uneven contour (36.9%) and its inhomogeneous
echostructure (96.1%), hyperechogenic inclusions in the area of the midline echo
(78.6%), and also in the projection of the basal layer (36.9%). According to the
dopplerometry, a significant increase in systolic-diastolic ratio was diagnosed in
patients with endometrial pathology in contrast to the experimental group in the
right (8.242.7 vs. 2.1£1.4) and left (9.1£2.8 vs. 2.4£1.5, respectively) uterine
arteries (p<0.05).

Cervicohysteroscopic study showed the diversity of epithelial color (81.5%),
acetowhite areas of the cervical canal epithelium (14.2%), rough surface of
endocervix (77.1%), rough folding of the cervical canal mucous membrane
(70.0%), endocervical hyperplasia (37.1%), cervical canal deformity (7.1%) and

cervical canal polyps (5.7%).



Hysteroscopy in women with endometrial pathology revealed endometrial
hypertrophy (33.9%), uneven endometrial thickness (56.3%), the presence of
micropolypoid growths (36.9%), multiple and single endometrial polyps — 4.9% and
6.8%, respectively, uneven coloration of the mucosa (92.2%), pronounced vascular
pattern of the mucosa (84.5%), massive hemorrhage (18.4%), multiple hemorrhage
(11.7%), local hypervascularization (68.9%) and “strawberry” syndrome (89.3%).

As the result of the developed and patented cytomorphological study of
atypical glandular cells of unknown origin, in 60.7% of patients glandular cells
with an atypical nucleus of small size with one and two polymorphic nucleoli have
been found, which indicates endometrial pathology, and in 39.3% of patients
atypical nuclei of large size with three-five or more polymorphic macronucleoli
have been detected, which is a sign of endocervical pathology.

It should be noted that the data of histological and cytomorphological
findings regarding the localization of pathological processes of the endometrium
and endocervix are the same in 98.1% and 97.1% of cases, respectively. According
to the results of immunohistochemical study of endometrial biopsies, CD138
expression was detected in 83.5% of patients with endometrial pathology.

The obtained results became the basis for the development of
pathogenetically sound complex of diagnostic and therapeutic measures in case of
nonmalignant and premalignant processes of glandular epithelium of genitals in
women with atypical cells of unknown origin and infertility on the basis of
differentiated complex approach to localization of pathological process of
glandular epithelium, restoration of the protective function of cellular immunity,
normalization of the level of circulating immune complexes and normalization of
the properties of the vascular-platelet component of hemostasis.

At the third stage, the effectiveness of the developed algorithm of diagnostic
and therapeutic measures in women with infertility and the presence of
pathological processes of glandular epithelium of genitals with AGC-NOS was

evaluated.



In view of this, the method of randomization identified groups of women:
group IA, which involved 30 patients with endocervical pathology, who were
offered the proposed treatment regimen, and group IB, which consisted of 31
patients with endocervical pathology, who underwent traditional treatment, group
I1A, which included 45 women with endometrial pathology, who were offered the
proposed treatment regimen, and group 1IB, which involved 44 patients with
endometrial pathology, who underwent traditional treatment.

According to the results of the study, it is the first time the algorithm of
diagnostic and therapeutic measures for women with nonmalignant and
premalignant processes of glandular epithelium of genitals with AGC-NOS and
infertility has been developed, which consists of four stages. The first stage involves
complex diagnosis, etiopathogenetic conservative elimination of the detected
infectious agents. The second stage suggests control comprehensive diagnosis with
additional cytomorphological examination of nuclei in case of atypical glandular
cells of undetermined significance with identifying pathological process localization.
When endocervical pathology is detected, cervicohysteroscopic examination with
biopsy and histological examination is performed; when endometrial pathology is
diagnosed, hysteroscopic  examination  with  biopsy, histological and
immunohistochemical examination (CD138) is carried out. In case of endocervical
dysplasia, the third stage suggests surgical treatment (cervicohysteroscopy with
target excision of the pathological area) on the background of immunocorrective
therapy (allokin-alpha), with a comprehensive postoperative therapy
(immunocorrective, disaggregating and vulnerary therapy); in case of endometritis,
comprehensive treatment is suggested (second-line antibacterial therapy taking into
account sensitivity to infectious agents, immunocorrective and disaggregating
therapy, progestins). The fourth stage involves the evaluation of treatment outcomes:
control after 6 weeks, 3 and 6 months (colpocervicoscopic, cytological,
bacterioscopic examination, HPV test) after treatment of endocervical dysplasia and
taking a microbiopsy from the uterine cavity for immunohistochemical examination

of CD138 after treatment of endometritis.



The developed and scientifically substantiated technique of
cytomorphological study of nuclei of atypical glandular cells of undetermined
significance with the subsequent biopsy of a pathological site under endoscopic
visualization, histologic study and complex treatment of nonmalignant and
premalignant processes of glandular epithelium of genitals with atypical cells of
unknown origin will allow for timely therapy of neoplastic processes and faster
initiation of infertility treatment.

The effectiveness of the proposed treatment regimen for nonmalignant and
premalignant processes of the endocervix in women with infertility with atypical
glandular epithelial cells of unknown origin was 96.7% vs. 51.6%, treatment of
endometritis — 93.3% vs. 52.3% (p<0.05) when using a standard treatment
regimen, respectively.

An algorithm for the staged examination of women with infertility and the
presence of atypical glandular cells of undetermined significance for the
prevention and treatment of nonmalignant and premalignant processes of the
glandular epithelium of genitals has been developed for medical institutions and
practicing physicians. The actions of the obstetrics and gynecology doctor aimed at
correcting the immune status and vascular-platelet component in patients with
infertility and the presence of atypical glandular cells of undetermined significance
have been improved.

Key words: nonmalignant and premalignant processes of glandular
epithelium of genitals, atypical cells of unknown origin, infertility, human
papilloma virus, cytomorphological examination of the nuclei of atypical glandular

cells of undetermined significance.
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