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Hempuwun H. A. KoMniekcHUM miaxia 10 MIATOTOBKU €HIOMETPIs Ta CTaHy
MOPOKHUHU MAaTKH B TPOrpaMax TOTMOMDKHHX PENPOAYKTUBHHUX TEXHOJOTIH Y
KIHOK 13 Oe3IUIiaasM Ta HEBAAIMMH CHpoOaMH  E€KCTPaKOPIOPaIbHOTO
3aruTiIHEHHS B aHamMHe31. — KBamidikaliiiHa HaykoBa Ipalis Ha MpaBax pyKOIHCY.

Hucepramiss Ha 3700yTTS HAyKOBOTO CTYIeHS JoKTopa (imocodii 3a
cnemiaibHicTIO 222 «Memununay (22 «OxopoHa 370poB’si»). — TepHOMUIbChKUN
HalllOHAIBHUI MeanuHuid yHiBepcuteT iMeHl 1. f. ['opbaueBcrkoro MO3 Ykpainu,
Tepuomine, 2023.

TepHONUIBCHKUN ~ HAIllOHAJIBHUM  MEIUYHHI  YHIBEPCUTET  IMeEHi
L. 4. T'opbaueBcbkoro MO3 Ykpainu, TepHominb, 2024,

VY nucepraiiiiHiii poOOTI y3arajibHEHO 1 MO-HOBOMY BHPIIIEHO HAyKOBE
3aBJaHHS, [0 TOJIATa€ y IIiJIBUIICHHI €(QEKTUBHOCTI JIKYBaHHS O€3IUIiAas Yy
[UKJIaX  €KCTPAKOPMOPAJIbHOTO  3alUIIHEHHS 32  paXyHOK  ONTUMI3aIil
mperpaBilapHoi Teparii, 10 BKIIOYA€ 3aCTOCYBaHHS BITAMIHHOTO KOMILJIEKCY 3
iHo3uToI0M (2000 Mr) «FT500Plus» ta npenapary anbda-iainoeBoi kuciaotu (600
mr) «llenBigom» 3a 3-4 wmicsami no mnpoeaeHHs KOC, Ta KpiompoTOKOJiB
eMOpioTpadcdepy 13 HaJSKHOI MIATOTOBKOK CTaHY TMOPOXKHUHU MAaTKH Ta
€HJAOMETPIis P KOMOPOITHOCTI JISHOMIOMU MAaTKH Ta XPOHIYHOTO €HIOMETPUTY, a
came 3acTOCyBaHHS MOJU(]PIKOBAHOI CXEMH JIIKYBaHHS XPOHIYHOTO €HIOMETPUTY
nicast KOC B koMmiieKci 3 MPOBEACHHSIM NPOLEAYpP BHYTPIIIHLOMATKOBOI Nepdy3ii
npernapary TpaHyJOIMUTAPHOTO KOJOHiecTHMYItoBasibHOTO (akTopa ([-KCD) —
¢inrpactumy (100 mr) ta PRP-Tepamii eHIOMETpis ayTOJOTIYHOKI IJIa3MOIo,
30arayeHo0 TPOMOOILIUTAMHU.

Yaponorx 2020-2023 pp. TOPOBOAWIOCH KIIHIYHE paHIOMi30BaHE
JOCIIKEHHST Ha 0a3i Mepexi menuuHux 1eHTpiB «Kuminika mpodecopa C. Xmims»
y Tepuononi ta JIbBoBI. JloCHiKeHHs MPOBOJMUIIOCH Y JIBa €TallU: HA MEPIIOMY
eTari OyJ0 MPOBEIEHO PETPOCTICKTUBHAM aHAI3 aMOYJIaTOPHUX KapT MaIll€EHTOK 13

Oe3IUIIAM; Ha JpPYyroMy — KIIHIYHE OOCTEXEHHS Ta JIKyBaHHS O€3IUIIIHUX



NOJIPYXKHIX Tap BIAMOBIAHO 1O AJITOPUTMY, 3aTBEPKEHOTO0 YMHHUM HaKa30oM
MO3 Vkpainu Ne 787 «IIpo 3aTBepKEHHS TMOPSAKY 3aCTOCYBAHHS JOTIOMINKHHIX
penpoAyKTUBHUX TexHoJyiorid B Ykpaini» Big 09.09.2013, Ta 3rigHo 3 Haka3oMm
MO3 Vkpainu Ne 1030/102 «IIpo ymockoHaneHHSI CUCTEMHU IJIaHYBaHHA CIM’1 Ta
OXOpPOHU PENPOAYKTHUBHOTO 3710pOB’sl B YKpaini» Bix 29.11.2013.

3p0o0JieHO MOPIBHSUIBHUMN peTpocieKTUBHUMN aHaii3 130 aMOynaTopHUX KapT
NAIEHTOK 13 OE3MIAAsIM, KI OyJaM PO3MOAIICHI TPU TPYNHU: ABI OCHOBHI TPYMH
JOCTIPKEHHS Ta TPYyIy KOHTpoito. [lo mepiioi gociiiKyBaHoi rpynu yBiuum 47
OE3IUIAHUX JKIHOK 13 JeloMioMOI0 MaTku Ta HeBaanumu crnpodamu EK3 B
aHaMHe31, 10 APYToi JOCIII)KYBaHOI IPYIH BIAHECEHO 53 KIHKH 13 OC3IUIIIAM Ha
T KOMOPOIHOCTI JIEHOMIOMH MAaTKH Ta XPOHIYHOTO E€HIOMETPUTY. Y KIHOK
JPYroi rpynu JOCIIKEHHS TeX HasiBHI HeycHiHi nukiau EK3 B anamHesi.

VY namieHToK ApPYroi JOCHIKYBaHOI TpyIHd, 13 MOEIHAHUM Iepedirom
JEHOMIOMH MATKH Ta XPOHIYHOTO €HJIOMETPUTY, OUIBIION MIpOI0 BIAMIYAIOTHCS
3MIHM TOPMOHAJIBHOTO MPOQUI0, MOB’S3aHI 13 CTIMKUM BIUIMBOM XPOHIYHOTO
3alajeHHs] Ta OKCHUIATHUBHOIO CTpecy, a caMe HalHWKYa KOHLEHTpalis
anTumroiiepeBoro ropmony ((1,55+ 0,81) wr/mi) 1 MigBUIICHWA piBEHb
(boJiKyI0CTUMYTIOBATIBHOTO TOpMOHY Ha 2-3 nmenb 1ukiy ((10,08 +1,09) MO/n),
0 B MOJAJBIIOMY TPHU3BOIATH J0 HMXUYOI edektuBHOCTI npoTtokoiiB EK3 3a
pPaxyHOK OTPUMAaHHSI MEHINOI KUIBKOCTI OOIMTIB Ta iX HUXY0i MOP(}OJIOTivyHOi
SKOCTI.

30KkpeMa, TpH OLIHLI PEe3yJNbTATIB CTUMYJSLII CyNepOBYJSLII BHUSBICHO
BIPOT1/IHO BHILY TPUBAJIICTh CTUMYJIALII OBYJSIIT Y MAIllEHTOK 13 JIEHOMIOMOIO
MaTku Ta XpoHiyHuM eHgomerputom ((11,11 = 1,20) nmiB). Ili mnamienTkn
notpedbyBasin 1 OinbIioi craproBoi ao3um pdCI (215,12 £ 56,54 MO), 1 B
3arajJbHOMY BHINUX 3arajbHUX 1103 roHanoTporiniB ((2350 + 90,5) MO) Ha nukn
CTUMYJISIIIT.

[Ipy mMOpIBHSAHHI TMOKA3HUKIB IMPOTOKOJY CTUMYJIAIIT  CYNEepOBYIAIIL
BUSIBJIEHO HAaliMEHINly KUIbKICTh OTpuMaHux oouuTis (10,88 + 2,39), B ToMy umcii

3putux (8,92 £ 1,32), a TakoK HAWOLIBITY KUIBKICTh HE3PLIUX, TIMO0KO HE3PUINX



Ta aerenepatuBHUX oouutiB (1,96 + 1,07) y rpyni *KiHOK 3 OE€JHAHUM TIepeOiroMm
JeHOMIOMH MAaTKH Ta XPOHIYHOTO €HIOMETPUTY.

[Ipu 3icraBieHHi JaHux  pe3yiapratuBHOCTI 1ukIiB  EK3-ET vy
JOCTPKYBaHUX TpyIMax, a TaKOX CTOCOBHO TPYIU KOHTPOJIO BCTAaHOBJICHA
TEHJICHIIIS 70 3HM)KEHHsI YacTOTH HAcTaHHs BariTHocTi (Ha 16,38 % BiHOCHO
nepmoi rpynu Ta Ha 28,37 % BIIHOCHO TPyHNU KOHTPOJIIO) Ta KUIBKOCTI
JOCATHYTUX KIIHIYHUX BaritHocTed (Ha 19,19 % BigHOCHO mepiioi rpynu Ta Ha
29,69 % BIIHOCHO TPYNU KOHTPOJIIO) Yy MAIEHTOK 13 TMOE€JHAHUM Tepedirom
neiiomiomn Ta XE. Takox y miii rpym 3agikcoBano 100,00 % nepepBaHux
BariTHOCTEW cepell NOCATHYTUX KJIIHIYHMX, & TAKOXK BHCOKA 4acTOTa 010XIMIYHUX
Ta EKTOMIYHUX BariTHOCTEW, MIO0 CBIMYUTh HE TUIBKH TMPO TMOPYIICHY
PELENTUBHICTh E€HAOMETpIA, a W MNpo BIACYTHICTb HAJEXKHOI MIATOTOBKU
MOPOKHUHU MATKU JIO BUHOIITYBAHHS BariTHOCTI.

3 MeTor0 YHUKHEHHs1 moBTopHUX HeycmimHux 1ukiiB EK3-ET namu Oyna
po3po0JieHa cxeMa ONTUMAJIbHOI KOPEKI[li BUSBJICHUX IMATOJOTIHM 13 MOXKJIUBICTIO
3aCTOCYBaHHS JI0 MOYATKY JIIKYBaHHS O€3ILIIAJSI UM TI1]] 9ac HbOTO.

Ha papyromy erami mpoBeieHO KiIiHIYHE OOCTeKeHHs Ta JikyBaHHs 130
O€3IUTIAHUX TMAIIEHTOK, SKUX, 3aJ€KHO BiJ NMPUYUHU Ta MPOIOHOBAHOI CXEMH
JiKyBaHHs 0e31utiifs, Oys10 po3MoAiIeHO Ha TPU KIIIHIYHI TPYIIH.

VY nepury kiiHIYHY rpymy Oyno BkiatoueHo 42 mamientku (32,31 %) 13
Oe3IIAISIM Ha Tl JISHOMIOMH MaTKH Ta XPOHIYHOTO €HJIOMETPHTY, SIKI OTPUMAITH
3arajJbHONPUMHATY TEpaIlilo XPOHIYHOTO eHaoMmeTputy micis nposeneHHs KOC
0e3 TOomepemHbOTO 3aCTOCYBaHHS MPOMOHOBAHOI HAMH  MperpaBiJapHOl
1ITOTOBKH.

VY npyry KJiHIYHY TpyIy BKIHOUWIN 58 KIHOK (44,62 %) 13 Oe3mmiaasm Ha
T JIEHOMIOMH Ta XPOHIYHOTO €HAOMETpUTy. Ilicis NpOTOKOMY CTHUMYJIALIT
CYNEpOBYJAIIl TaIieHTKu mnpounuu 14-tunenny antubioTukorepamnito 3 20-
TUJICHHUM  KypcoM  MpoOOIOTHKIB y  KOMIUIEKCI 3  TpoIeAypaMu
BHYTpIIIHBOMATKOBOI ~mepdy3ii mpemapary Qinrpactumy Ha 5-6-7 nHi

MEHCTPYaJbHOT'O IMKIY Ta MpoBeacHHsM mnpouenyp PRP-tepamii eHmomerpis



ayToJIOTIYHOIO Tu1a3Mor0 Ha 10-12 gHi 1uKIy B KOMIUIEKCHOMY JIIKyBaHHI
XPOHIYHOTO €HJAOMETpHUTY. 3rimHo 3 oOpanuM mpoTtokosiom EK3 mo mpoBeneHHs
KOC Tta micns npoBeneHoi myHKuii (omikymiB 10 JHS eMmOpioTpaHcdepy B
KPIOIMKIII MAlI€EHTKH JI0JAaTKOBO OTPUMYBAJIM TEPAITii0 BITAMIHHUM KOMIIJIEKCOM 3
ino3utoiaoM «FT500Plus» mo 1 came 1 pa3 Ha JgeHb Ta IpemapaToM aibda-
ninoeBoi kucinotu «llenBigom» y mpodimakTudHii 1031 1 Tabnetka 1 pa3 Ha 100y
poTAroM 3—4 MiCSIIiB.

Kontpoasny rpyny ckinanu 30 xiHok (23,07 %) 13 6e3mtians, 00yMOBICHUM
4OJIOBIYMM (akTopoM. Y I Trpym HOIATOTOBKY JI0 IEPEHOCY €MOpIOHIB
3IICHIOBAIIM Y KPIOLMKII 3 BUKOPUCTAHHAM 3aMICHOI TOPMOHAJIBHOI Tepamnii ado y
OPUPOIHHOMY IIHKIII.

Y BCIX TpBOX TIpymax KOHTPOJbOBaHY OBaplaJibHy CTUMYJISLIIO
CYNEpOBYJIAIIl 3AIACHIOBAIM 3a KOPOTKUM MPOTOKOJOM 13 aHTaroHiCTOM
TOHAJIOTPOMIH-PHIIBUHT TOpMOHy. [licisi mpoBeAeHOro JIKyBaHHS XPOHIYHOTO
€HJAOMETPUTY, 3a 3arajJbHONPUUHATOI0 ab0 MOJAM(]IKOBAHOI HAMHU CXEMOIO,
narieHTkaM OyJio TIPOBEICHO BIATEpPMIHOBaHUH, yepes 2-4 Micili, kpiomnepeHoc 1
abo 2 eMOpIOHIB y MOPOKHUHY MaTKu. i miaroroBku 10 kpio-ET B ocHOBHOMY
BUKOPUCTOBYBAIM MPOTOKOIHM MPUPOJAHBOTO ITUKITY 13 MPU3HAYCHHSIM Tpernaparib
HATypaJbHOTO MIKPOHI30BAHOTO TMPOTECTEPOHY I MIATPUMKUA JFOTEIHOBOT
da3u. B okpemMux KIIHIYHUX BUIQJKaX, 3a HAsABHOCTI TIOKa3aHb Ta TIpU
HEMOXKJIUBOCTI 3aCTOCYBaHHS TMPHUPOJHIX IUKIIB (TepemayacHa JFOTEiHI3aIlis,
nepcucteHmiss  Qomikyna,  ¢opmyBaHHS — QOJIKYISpPHUX  KICT  TOWIO),
BUKOPUCTOBYBAJIM KOPOTKI Ta JOBr1 mpoTokonu 13 aro”ictom ['HPI' 13
MPU3HAYEHHSM 3aMICHOT TOPMOHAJIBHOI Tepamii mpernaparaMu ecTpajiony Ta
recTareHis.

Bik marieHTOK, BKIIOYEHHX B KJIIHIYHE JTOCIHIIKEHHS, KOJUBABCA BiJ 25 110
40 poxkis. [Ipu mpoMy 3araiibHa TPUBAIICTh O3NS Y HUX CKJIagana Bix 1,5 mo
10 pokiB. 3a cepeHIM BIKOM KIHOK, SIK 1 32 CEpPEIHHOI0 TPUBAIICTIO OE3IUTI A, HE
BUSIBJICHO CTATUCTUYHOI PI3HUIIl MK OCHOBHHUMH JOCHIKYBAaHUMHU TPYIaMH Ta

Ipynor0 KOHTPOJIIO.



binpma KiNbKICTh CTaT€BUX MapTHEPIB, Ta, SK HACTINOK, OUIbIIA YacTKa
NEPEHECEHUX YPOTEHITAIBHUX 1H(QEKLIH Y CTPYKTYpl CYMyTHBOI T1HEKOJIOTIYHOI
narosorii Oyja IpuTaMaHHa J>KIHKaM IIepIIoi Ta APYyroi TIpyn JOCHTIKCHHS,
MOPIBHSHO 3 TPYIOI0 KOHTPOJIIO.

YacTtoTra npoOBEIEHUX BHYTPIIIHHOMATKOBUX OIEPATUBHUX BTPY4YaHb Ta
XIpypriyHuX MaHYIUIALIN, BKJIIOYAIOUM TICTEPOCKOINI0, BHINKPIOAHHS CTIHOK
MOPOKHUHU MATKH, Xipypriufi abopTu, KecapiB pO3THH, BU3HAYCHHS MPOX1THOCTI
MaTKOBUX TPYO, 30HIyBaHHs TOIIO, OyJia BUIIOK y rpylnax >KIHOK 3 JIEHOMIOMOIO
MaTKH Ta XpOHIYHUM eHaoMeTpuToM (Ha 28,00 % y nepunii rpymi ta Ha 30,00 % y
JPYTid TPyI BIAHOCHO TPYITH KOHTPOJIIO).

3acrocyBaHHA  MOJM(IKOBAHOI  CXEMHU  JIIKYBaHHs, IO  BKJIIOYAE
IperpaBilapHy MIATOTOBKY BITaMIHHUM  KOMIUIEKCOM 3  1HO3UTOJIOM Ta
npernapaTtoM  anb(a-IinoeBoi KUCIOTH, 3YMOBIIIOBAJIO BIPOTIIHE 3HMKEHHS
koHuentparii ®CI" (na 32,88 %), MiABUIIICHHS CITIBBIIHOIICHHS JIOTCTHI3yHOUOTO
10 (ONIKYJIOCTUMYITIOBAIBHOTO TOPMOHIB (Ha 81,54 %), 3HMKEHHS KOHIEHTpAaLlii
nporectepony Ha 2-3 (Ha 62,28 %) Ta ¥oro migBumieHHs (Ha 69,86 %) Ha 21-23
JHI MEHCTPYaJIbHOTO IHMKIY, IMOPIBHSIHO 3 TMOKa3HUKAMHU TPYyHH CTaHAApTHOI
Teparii.

3a pe3yiabTaTaMU CTUMYJISIT CYNEpPOBYJISIIIT BCTAaHOBIEHO BIPOTIIHY
3aJIEKHICTh BiJ] CXEMHU MPONOHOBAHOIO JIIKYBaHHS, a caM€ OTPUMAaHHS Kpamux
pE3yNbTATIB 32 PAXyHOK MPOBEACHHS MperpaBilapHOi Tepamii y JKIHOK ApYyToi
JOCITIKYBaHOT IPYIH, TOPIBHSIHO 3 MEPIIOI0 TPYIO0 MAIIEHTOK 0€3 MoIepeHbOol
MIATOTOBKH, Y SIKUX JOCTOBIPHO BHUIIMMH OYJIM CTapTOBa 70332 PEKOMOIHAHTHOIO
(boJIKYTOCTUMYITIOBAILHOTO TOPMOHY, TPHUBANICTh CTUMYJSALII Ta TPUBAIICTh
BBEJCHHS aHTAroHICTa TOHAJOTPOIIH-PUIIBUHT TOPMOHY «OpraiayTpan», III0
CBIAYWUTH MPO OYIKYBaHy MEHIIY KIJIbKICTh Ta HIXKYY AKICTh oouuTiB. [lpu
BIPOT1/IHO HMXKY1i, CTOCOBHO TPYIH KOHTPOJIIO, KUTBKOCTI (DOJIKYIIB SK B TIEPIIIiiA,
TaKk 1 B JIPyrii AOCHIIKYBAaHUX TpyIax, TCHICHINS 0 KpalluxX KUIbKICHHX Ta

SKICHUX TIOKa3HUKIB 3apeecTpoOBaHa Yy Tpymi MOAU(PIKOBAHOI CXEMH, IMPO IO



CBIAUMTh HaWBunmii Buxig Onacromucr (4,25 + 0,63), cTOCOBHO TIpymnu
crangaptHoi cxemu (3,32 + 1,02) ta rpynu konTposto (4,05 £ 1,93).

ImyHOTicTOXIMIYHA BepHUQiKallisl diarHO3y XPOHIYHOTO CHIAOMETPHUTY 3a
nonomororo crenugigyHoro mapkepa CD 138 y xiHOK mepmioi Ta Ipyroi rpym
JOCITIDKEHHST 3/1MCHIOBAJIACh 3a JIOMOMOTOK METOJIMKH acHipaiiiHoi Oiomcii
eHgomeTpis (mainenp-6iomncis) y 38,10 % ta 41,38 % BumangkiB BiANOBIIHO Ta
pemra 61,90 % 1 58,62 % — 3a 1OMOMOTOIO TiICTEPOCKOITIi 3 MPHUIIITLHOIO 010TICIEI0
CHIOMETPIS.

TpuBamicTh JIKyBaHHA XPOHIYHOI'O E€HIOMETPUTY KoJiuBayacd Bl 2 10 6
MICSIIIB, B CEpEeIHbOMY cKiagana 2-4 Micsiy, mo Oyyno 0OyMOBJIEHO BHOOPOM
cxemu JiKyBaHHs. CKOpOYEHHS TEPMIiHIB JIIKYBaHHS XPOHIYHOTO E€HIOMETPUTY
BIIMIYAJIOCS Y ApPYrid Tpymi AOCHIHKEHHS 13 3aCTOCYBaHHSIM MOJAU(IKOBaHO1
CXeMH JIIKyBaHHS (10 2 MicsiB y 84,48 % K1HOK), BIIHOCHO TPYNH CTaHIaPTHOI
tepanii (54,79 % xinok Bim 2 no 4 wmicsami, 28,55 % — Ounbiie 4 MICAIIB).
Bincytnicts mnazmatuyanx kiiTHH CD138 y ricromoriynux 3paskax eHIOMETpis
MICTIsl TIOBTOPHOI Malmenb-0101ICiii eHJOMETpisl IO 3aKIHYEHHIO KypCy JIIKyBaHHS
BKazyBasia Ha mposikoBanuii XE. IligrotoBka 0 mukiay emMmOpioTpaHchepy
MIPOBOIMIIACH TICHIS 3aKIHUCHHS Teparii XpOHIYHOTO €HIOMETPUTY, B CEPEAHBOMY
yepes 2-3 micsi micas KOC.

[Ipu 3icTaBiIeHH1 BIACOTKIB JOCSITHYTOI BariTHOCTI, B TOMY YHCIII KJIIHIYHOI,
Ta 4YaCTOTH TEPMIHOBHUX IOJIOTIB JOCTOBIPHO BUIIUMU € MOKA3HUKH JIPYTOi TPYMH
JOCIIIJIKEHHS 13 3aCTOCYBaHHSIM MpErpaBigapHOi MiATOTOBKKM Ta MOAM(IKOBAHOI
CXEMH Teparlii XpOHIYHOTO EHJOMETPUTY 3 KOMIUIEKCOM BHYTPIIITHBOMATKOBUX
npouenyp mnepdysiii ¢inrpactumy ta PRP ayrommazmoro, BiZHOCHO Tpynu i3
3arajJibHONPUUHIATUM  JIIKYBaHHSM. 30KpeMa YacToTa HACTaHHS  KJIHIYHOI
BariTHOCTI y NPYTid MOCHiKyBaHiA rpymi Ha 13,22 % Bumma BIAHOCHO TEPIIOl
IpyIH, a 4acToTa TePMIHOBUX T0JI0TiB — Ha 13,05 % BiAmoBiAHO.

Haykosa Hosuzna ompumanux pe3yrbmamis. 3a JaHUMHU  KIIHIKO-
aHAMHECTUYHOI KapTUHM MAIIEHTOK 13 OE3IUIAASIM Ha TIl JEHOMIOMH MaTKU Ta

XpPOHIYHOTO  €HJOMETPHUTY BCTAHOBJIEHI XapaKTepHI OCOOJIMBOCTI  CTaHy



pPEeNpOAYKTUBHOT CUCTEMHM, BUSBIIEHI 3MIHM JAOOPATOPHUX MOKA3HUKIB Ta CTaHY
MOPOKHUHU MAaTKH, Ha OCHOBI 4YOTO JOBEJCHO PE3yIbTaTHBHICTH 3aCTOCYBaHHS
MOJM(DIKOBAHOI CXEMH JIIKYBaHHS XPOHIYHOTO C€HIOMETPHUTY Ta MperpaBiIapHOi
Tepamii 1 TOKpalleHHs OCHOBHHMX TMapaMeTpiB MPOTOKOJIB  CTUMYJIAII]
cynepoByyamii B 1ukiax EK3 Ta KIHIYHHX pe3yibTaTiB  KpPIOMPOTOKOIB
MIJITOTOBKU JI0 eMOpioTpaHcdepy.

VYmepmie BCTaHOBJICHO, M0 y OE3IUNIHUX TAIllEHTOK 3 TMO€IHAHUM
nepedbiroM JeioMioMH MAaTKUA Ta XPOHIYHOTO €HJIOMETPUTY HIKYa KOHIICHTpAIlis
AMI" 1 miaBumenuit piBeHb ®CI' moB’s3aHl 13 CTIMKUM BIUIMBOM XPOHIYHOTO
3amajeHHsl, M0 B TNOJANbIIOMY YWHUTH BIUIMB HAa PE3YJIbTaTH CTUMYJISIT
CYINEpOBYJIAIlll, a caMe OOIPYHTOBYE MOTpeOy Yy BHUIIMX CTApOBIA Ta CyMapHii
nozax pdCI" 31 30UIBIIEHHSM TPUBAIOCTI KOHTPOJIBOBAHOI OBYJSATOPHOI
CTUMYJIALIT 1 MOSACHIOE OTPUMAHHS MEHIIIO1 KUTBKOCT1 OOIUTIB 3 HIDKYMMU SIKICHO-
MOP(}OJIOTIYHUMH MTapaMeTpaMu y JaHOi KOTOPTH HalieHTOK. ABTOPOM JOBEJEHO,
10 3aCTOCYBAHHS 1HO3UTOIY Ta alib(pa-JIinoeBoi KUCIOTU B SIKOCTI MPErpaBiAapHOl
tepanii nepea npotokoiiom KOC 3umxkye konnenTpaiiro @CI 1 cyTrTeBo migBuIye
3arajbHUM BUX1J OOLMTIB T4 EMOPIOHIB KPAIlOi SKOCTI.

VYnepiie noBefeHO €(DEKTUBHICTh MPOIMOHOBAHUX JIIKYBAJIBHUX 3aXOMIB B
mpolieci JIKyBaHHA O€3IUTiAAs, B TOMY YHCII KOMIUIEKCHOTO 3aCTOCYBaHHS
nperpaBijapHoi Tepamii 13 MOIU(PIKOBAHOI CXEMOIO JIIKYBaHHS XPOHIYHOTO
CHIOMETPUTY Ha Pe3yJbTaTH IUKIIIB €KCTPAKOPIIOPAIHHOTO 3aIUTIIHEHHS Ta CTaH
EHJOMETPIsl 1 TOPOKHUHU MATKH, B TOMY YHCI1 32 PaXyHOK MiABUIIECHHS YaCTOTHU
HACTaHHS KJIIHIYHUX BariTHOCTEW, 3MEHIICHHS YacTOTHU NEpPEepPBAHUX BariTHOCTEH
Ta 3pOCTaHHS BIJICOTKA TEPMIHOBHUX IOJIOTIB.

Ipaxmuune 3unauenuss ompumanux pesyavmamis. Pe3yapbTaTu MpoBENECHUX
HAM{ HAyKOBUX JIOCHI/DKEHb JAalOTh OUIBII YITKE PO3YyMIHHSA TIpo Tiepedir
XPOHIYHOTO €HIOMETPUTY Ha Tl JISHOMIOMH MAaTKU Ta JAIOTh MOXJIMBICTb OlIbIII
YITKOTO PO3yMiHHS BUHUKHEHHS O€3IUIAAS y Takux XBopuX. Po3pobieHo
Mou(iKoBaHy cxeMmy JiKyBaHHs Oe3riaas Ha Tii komopOigHoro nepediry XE Ta

JIeHOMIOMH MAaTKH, 1[0 BKJIIOYA€ BUKOPHUCTAHHS B MperpaBilapHii MiAroTOBI Ta y



MoM(iKOBaHIM cxeMi JIIKyBaHHS XpOHIYHOT'O €HAOMETPUTY MpernapariB iHO3UTOILY
Ta anb(da-minoeBoi KuciaoTd, mnpoBeaeHHs PRP-tepamii  empgomerpis Ta
BHYTPIITHBOMATKOBOI niepdy3ii mpemnapaty diarpactumy. JloBeaeHo eheKTUBHICTD
3allpOTIOHOBAHMX HAaMU METOJAMK, IO Ja€ MOXJIHUBITCTh PEKOMEHIYBaTU
3alpONOHOBAHY HaMu MOJAU(]IKOBaHY CXeMy JIIKyBaHHS B IPOTOKOJAX
JOTIOMIXKHUX PENPOJYKTUBHUX TEXHOJIOTIH y MaIll€HTOK Ha TI1 KOMOPOITHOCTI
JTAaHUX 3aXBOPIOBAHb.

Knrwouosi  cnosa: 0Oe3mminns, JONOMDKHI PENPOAYKTHBHI TEXHOJIOTII,
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The dissertation summarizes and proposes an innovative solution to the
research question of increasing the effectiveness of infertility treatment in women
comorbidity of uterine leiomyoma and chronic endometritis. The treatment
includes an optimized pregravid therapy, including the use of a vitamin complex
with inositol (2000 mg) "FT500PIlus" and the alpha-lipoic acid supplement (600
mg) "Pelvidol" 3-4 months before the IVF cycle, and cryoprotocols of embryo
transfer with proper preparation of the uterine cavity and endometrium with the use

of a modified treatment regimen for chronic endometritis after COS in combination



with intrauterine perfusion of the granulocyte colony-stimulating factor (G-CSF)
drug filgrastim (100 mg) and PRP therapy of the endometrium with autologous
platelet-rich plasma.

A randomized clinical trial was carried out in 2020-2023 at the network of
medical centers "Clinic of professor Stefan Khmil™ in Ternopil and Lviv. The
study was conducted in two stages: the first stage involved a retrospective analysis
of outpatient records of women with infertility; the second stage included clinical
examination and treatment of infertile married couples in accordance with the
algorithm approved by the current Order of the Ministry of Health of Ukraine No.
787 from 09.09.2013 "On Approval of the Procedure for the Use of Assisted
Reproductive Technologies in Ukraine™, and in accordance with the Order of the
Ministry of Health of Ukraine No. 1030/102 from 29.11.2013 "On Improving the
Family Planning and Reproductive Health Care System in Ukraine™,

A comparative retrospective analysis of 130 outpatient charts of infertile
patients was performed with the division into three groups: two study groups and a
control group. The first study group included 47 infertile women with uterine
leiomyoma and a history of failed IVF attempts, and the second study group
included 53 women with infertility due to comorbidity of uterine leiomyoma and
chronic endometritis. Women in the second study group also had a history of
unsuccessful IVF cycles.

The study results showed that in patients of the second study group, with a
comorbidity of uterine leiomyoma and chronic endometritis, occurred more
common changes in the hormonal profile which is associated with the persistent
effects of chronic inflammation and oxidative stress. So, the lowest concentration
of AMH ((1.55 + 0.81) ng/ml) and increased FSH levels on days 2-3 of the cycle
((10.08 £ 1.09) 1U/), may further lead to lower efficiency of IVF protocols due to
lower oocytes retrieval and lower morphological quality of gametes.

The results of superovulation stimulation also showed a significantly longer
duration of COS in patients with uterine leiomyoma and chronic endometritis
((11.11 £ 1.20) days). These patients required both a higher starting dose of



recombinant FSH (215.12 £ 56.54 IU) and, in general, higher total doses of
gonadotropins ((2350 + 90.5) IU) per stimulation cycle.

The comparsion of the embryological protocol parameters revealed that the
lowest number of retrieved oocytes (10.88 + 2.39), including mature oocytes
(8.92 +1.32), as well as the highest number of immature, deeply immature and
degenerate oocytes (1.96 £ 1.07) were found in the group of women with
combined uterine leiomyoma and chronic endometritis.

When comparing the data on the effectiveness of IVF-ET cycles in the study
groups, as well as in relation to the control group, a tendency to reduce the
frequency of pregnancy (by 16.38% relative to the first group and by 28.37 %
relative to the control group) and the number of clinical pregnancies (by 19.19 %
relative to the first group and by 29.69 % relative to the control group) was
established in group with combined leiomyoma and CE. Also, in this group,
100.00% of aborted pregnancies among the achieved clinical pregnancies were
recorded, as well as a high incidence of biochemical and ectopic pregnancies,
which indicates not only impaired endometrial receptivity but also the lack of
proper preparation of the uterine cavity for pregnancy.

In order to avoid repeated unsuccessful IVF-ET cycles, we have developed a
scheme for the optimal correction of the detected pathologies that can be used
before or during infertility treatment.

In the second research stage, 130 infertile patients underwent clinical
examination and treatment with the division into three clinical groups depending
on the infertility cause and proposed treatment regimen.

The first clinical group included 42 patients (32.31 %) with infertility in the
comorbidity of uterine leiomyoma and chronic endometritis who received
conventional therapy for chronic endometritis after COS without prior use of the
pregravid therapy proposed by us.

The second clinical group included 58 women (44.62 %) with infertility
against the background of leiomyoma and chronic endometritis. After the ovarian

stimulation protocol, the patients underwent 14 days of antibiotic treatment with 20



days of probiotics use in combination with intrauterine administration of filgrastim
on days 5, 6, and 7 of the menstrual cycle and endometrial PRP therapy procedures
on days 10-12 of the cycle as the compound treatment of chronic endometritis.
Additionally, the IVF protocol included the following: prior to the COS and after
the oocyte retrieval up to the day of the embryo transfer in the cryocycle, the
patients received supporting therapy which included a vitamin complex with
inositol «FT500Plus» (1 sachet once per day) and alpha-lipoic acid supplement
«Pelvidol» (a prophylactic dose of 1 tablet once daily for 3-4 months).

The control group consisted of 30 women (23.07 %) with diagnosed
infertility caused by male pathology. In this group, embryo transfer protocols were
carried out either in cryocycle using hormone replacement therapy or in natural
cycle.

Controlled ovarian stimulation of superovulation was performed according
to a short protocol with a GnRH antagonist in all three groups. Following the
treatment of chronic endometritis according to either the conventional or modified
therapy, the patients underwent delayed cryotransfer of 1 or 2 embryos into the
uterine cavity in 2-4 months. The most cryo-ET we mainly performed in the
natural cycle protocols with progesterone support of the luteal phase. In some
clinical cases when it was indicated and if the use of natural cycles was impossible
due to premature lutealization, follicular persistence, follicular cyst formation, etc.,
we used either short or long protocols with GnRH agonist using the hormone
replacement therapy with estradiol and gestagens.

The age of the women included in the study ranged from 25 to 40 years. The
total duration of infertility ranged from 1.5 to 10 years. There were no statistical
differences between the two study groups and the control group in terms of the
average age of women and the average duration of infertility.

Analysis of the incidence of gynaecological disorders showed a significantly
higher percentage of urogenital infections in both clinical groups compared to the
control group as well as the higher number of sexual partners was noted in the

majority of patients in first and second groups.



The frequency of intrauterine surgical interventions and procedures,
including hysteroscopy, surgical abortions, and caesarean sections, was 28%
higher in the first clinical group and 30% higher in the second clinical group
compared to the control group.

The use of a modified treatment scheme, including pregravid therapy with
inositol and alpha-lipoic acid supplements, led to a significant hormonal profile
changes including decrease in FSH concentration (by 32.88 %), an increase in the
LH/FSH ratio (by 81.54 %), a decrease in progesterone concentration by 2-3 (by
62.28 %) and its increase (by 69.86 %) on days 21-23 of the menstrual cycle
compared with the standard therapy group.

Analysis of the results of COS protocols in infertile patients with uterine
leiomyoma and chronic endometritis showed that the initial dose of recombinant
FSH, the duration of stimulation and duration of ant-GnRH «Orgalutrany
administration were significantly higher in the group of patients without prior
pregravid therapy and this indicates an expected lower number and lower quality
of retrieved oocytes. With a significantly lower number of follicles compared to
the control group in both the first and second study groups, a tendency to better
quantitative and qualitative indicators was recorded in the group of modified
therapy, as evidenced by the highest blastocyst yield (4.25 + 0.63), compared to the
standard regimen group (3.32 + 1.02) and the control group (4.05 + 1.93).

Immunohistochemical verification of the chronic endometritis diagnosis
using a specific marker CD 138 in women of the first and second study groups was
performed using the technique of aspirational biopsy of the endometrium (Pipelle
endometrial sampling) in 38.10 % and 41.38 % of cases, respectively, and the
remaining 61.90 % and 58.62 % — using hysteroscopy with endometrial biopsy.

The duration of chronic endometritis treatment ranged from 2 to 6 months,
with an average of 2-4 months, due to the chosen treatment regimen. A significant
shorten in the duration of CE treatment was noted in the second study group with a
modified scheme use (up to 2 months in 84.48% of women), compared to the
standard therapy group (54.79% of women from 2 to 4 months, 28.55% — more



than 4 months). The absence of CD138 plasma cells after repeated endometrial
sampling at the end of the treatment course indicated cured chronic endometritis.
Preparation for the embryo transfer cycle was performed after CE therapy,
approximately 2-3 months after COS.

When comparing the efficiency of IVF, including of the cryoprotocols to
prepare for embryo transfer, it was found that significantly higher results obtained
in second study group with the use of inositol and alpha-lipoic acid therapy and a
modified therapy scheme for chronic endometritis treatment with a complex of
intrauterine procedures of filgrastim perfusion and PRP-therapy of endometrium.
Pregnancy rates (including clinical pregnancy rate and full term birth rate) in the
modified treatment group were significantly higher compared to the standard
treatment group. In the modified treatment group, clinical pregnancy rate was
13.22% higher and frequency of full term birth was 13.05% higher compared to the
traditional treatment group.

Scientific novelty of the obtained results. According to the comparative
analysis of clinical and anamnestic data of patients with infertility on the
background of uterine leiomyoma and chronic endometritis, the characteristic
features of the reproductive system were detected. Due to the changes in laboratory
parameters and the state of the uterine cavity the effectiveness of the modified
treatment regimen for chronic endometritis and pregravid therapy was proved with
the improvement of the main COS protocols parameters in IVF cycles and better
clinical results of cryoprotocols for embryo transfer.

For the first time, it was found that in infertile patients with combined
uterine leiomyoma and chronic endometritis, lower AMH concentration and
elevated FSH levels are associated with the persistent effects of chronic
inflammation, which further negatively effects the results of superovulation
stimulation. Respectively, it justifies the need for higher initial and total doses of
recombinant FSH with an increase in the duration of controlled ovulatory
stimulation and explains the lower oocytes retrieval with lower qualitative and

morphological parameters in this cohort of patients. It was established that the use



of inositol and alpha-lipoic acid supplements as pregravid therapy before the COS
protocol reduce FSH concentration and significantly increase the overall yield of
oocytes and embryos of better quality.

For the first time, the effectiveness of the proposed modified algorithm in
the infertility treatment, including the complex use of pregravid therapy with a
modified treatment scheme for chronic endometritis during in vitro fertilization
cycles, has been proven; in particular, the proper endometrium and uterine cavity
conditions resulted in increasing the frequency of clinical pregnancies, reducing
the frequency of abortion and increasing the percentage of term births.

Practical significance of the obtained results. The results of our scientific
research complement the understanding of the course of chronic endometritis in the
setting of uterine leiomyoma and make it possible to deepen understanding of the
developement of infertility in such patients. A modified regimen for the treatment
of infertility against the background of chronic endometritis and uterine
leiomyoma comorbidity has been developed, which includes the administration of
inositol and alpha-lipoic acid supplements in the pregravid therapy and in the
modified treatment scheme with PRP therapy of the endometrium and intrauterine
filgrastim perfusion for chronic endometritis cure. The effectiveness of this
methods has been proven, which allows recommending the proposed treatment
scheme in the assisted reproductive technologies protocols for this patients cohort .

Key words: infertility, assisted reproductive technologies, in vitro
fertilization, controlled ovarian stimulation, uterine leiomyoma, chronic
endometritis, PRP therapy of endometrium, embryo transfer, sex hormones,

miscarriage, failed I'VF attempts.
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