AHOTALIS

lNonsnoBcrkuit B.O. OnTuMizalisi A1arHOCTUKUA Ta MNPO(]UIAKTHKA 3aTPUMKU POCTY

moaa. — KamidikamiitHa HaykoBa mpailst Ha IpaBax pyKOIuUCY.

HucepTarltisi Ha 3100yTTsI HAYKOBOTO CTyHeHs1 AokTopa (inocodii B ramdys3i 3HaHb 22
Oxopona 370poB’s, 3a cremianabHicTIO 222 Menaununa (cmeramizamis 14.01.01
«AKymiepcTBO Ta TiHEKoJoris»). — HamionanbHa MeAUYHUI YHIBEPCUTET OXOPOHH

3nopoB’st imeHi [1.JI. Illynuka, Kuis, 2021.

B nucepranii mpeacrtaBiieHa OOTpyHTOBaHA MOJEIb ONTHUMI3AIl [1arHOCTUKU Ta
npodiIakTUKa 3aTPUMKH POCTY IJI0Ja — YJAOCKOHAJEHHS METOMIB JIarHOCTUKH Ta
pO3poOKa AJIrOPUTMY CBO€YACHOI MPO(PUIAKTUKU PO3BUTKY 3aTPUMKU POCTY IUIOJA,
BUSIBJICHHSI JKIHOK 3 NMPOTHO30BaHUMH (haKTOpaMH PU3UKY HA €Tari CIOCTEPEKEHHS Y
KIHOYIM KOHCYINbTAIlli Ta MOJAJBIIUM BEICHHSIM 1 PO3POJKEHHSIM B YMOBax
MOJIOTOBOTO cTaIlioHapy. BiamoBiHO 10 po3poOeHOi MpOrpaMu, 3 BUKOPUCTAHHSIM
METOJI0JIOTIi HAyKOBOTO JIOCHIPKEHHS Ta METOAUYHOTO I1HCTPYMEHTapito, M0

34aCTOCOBYETHCA B MCI[I/ILII/IHi, I[OCJIiI[)KeHHSI BHKOHAHO B YOTHUPH CTAIIH.

Ha nepwomy emani pochijpkeHHS po3poOjieHa perioHajdbHAa TaOIHUIIA
recTamiiHuX IEHTWJIB MacH Tina Uil HOBOHapokeHnmX M.KmeBa Ta o06macTi.
Indopmaris mpo macy Tina nmpu HapoKeHH1 Oyina 310pana y [lepunaransHomy LlenTpi
M. Kuesa 3a mepion 3 ciuns 2016p. no ciuens 2017p. byno mpoananizoBano 5244
HOBOHapomkeHnnx y Tepmini 40 — 40% tmwxumis BaritHocTi. g renepanii
B1JICOTKOBUX Ta KPUBUX LIEHTUIHHOT TaOIuUIll OyB BUKOPUCTAHUIN METO]I CTAHAAPTHOTO
BIAXWJICHHS MacH Tila, a caMe€ JaHl CepelHhOI MacH Tija BCIX HOBOHAPOKCHHX.
[ToGynoBy Tabnuilb BHUKOHYBajdud 3aCTOCOBYIOUHU HEHTWIBHUI  KaJIbKYJISTOP,
po3pobnennit Hadlock et al, 3a miarpumkum BOO3 [37]. T'ecramiiinmii  Bik
pPO3paxoByBaBCsi, HA OCHOBI MEPIIOTO JIHS OCTAHHHOTO MEHCTPYAJIBHOTO ILHKIY Y
TWXKHSIX 1 JHAX. JJJIsE )KIHOK 3 HEperyJSpHUMHU MEHCTpyaliiMu Ta/abo KpoBOTEUaMU

IiJl 9ac BariTHOCTI, a TAKOX Yy pa3i BIICYTHOCTI JAHUX MPO MEPIINI I€Hb OCTAHHBOTO



MEHCTPYaJbHOIO IMKIy, BariTHICTh Oyja BUpaxyBaHa BUKOpUCTOBYrouu aaHi Y3]I.
Bara npu HapomkeHHI BHUMIpIOBajacs HABYEHO! aKyIIEPKOK 3 BUKOPUCTAHHSIM
CIELIAIBHOTO BaroMmipy 4depe3 Bl TOAWHU MIicis HapokeHHs. Bces indopmartis mnpo
Macy Tila BHOCWJIACh O €JIEKTPOHHOI TOCHITalIbHOI CHCTEMHU  3BITHOCTI
[TepunatanpHoro Ilentpy M.KueBa. Byno BuKIIOYEHO 3 JOCHIKEHHS MepeadacHi
MOJIOTM Ta MOJIOTM Y JKIHOK, SKI HApOJIWIu MAITe€Hd 3 BPOIKEHUMHU aHOMATISIMHU
PO3BUTKY. 3HAUEHHSI T€CTAlIMHOrO BIKY + 2,5 cTaHAApTHI BIAXUJIEHHS BiJl CEPEAHBOTO
3HAQYE€HHSI BUKOPUCTOBYBAJIKCH K BIJCIYEHHS MJIsI HEMPaBAONOMIOHMX 3amuciB. 3a
pe3yibTatamMu JOocHiKeHHs BariTHuX y KuiBcebkiii obnacti 6yno 394 (7,5%), a xxiHOk
micta KueBa — BiamoBigHo 4845 (92,3%). IHo3eMHUX TpoMajsiH OyJio 3apeeCTpOBAHO
5, mo cxmano 0,2%. bmuzpko 70%  HOBOHApOMKEHUX  HAPOIMIUCA Y
MEePIIOHAPOKYIOUMX KIHOK. 32 JTAaHUMU 1ILOTO JOCHIIKEHHS 3p00JIE€HO BUCHOBOK, IO
Maca Tula OUIBIIOCTI HOBOHAPOKEHUX CTaHOBUTH B Mexax 3490 — 3740r, mo

TIEPEBUIIYE 3aTAIbHOEBPOIIEHCHK] TOKA3HUKH.

Ha opyzomy emani nocniikeHHs: Oya0 BU3HaUY€HO HAWOLIbII 3HAUYIIl (paKTOpU
pusuky po3ButTky 3PII. [IpoBeneHO peTpOCNEKTUBHUN aHAI3 MEAUYHOI JOKYMEHTAIIl1
[lepunaranbHoro Llentpy M. Kuea — 125 icTopiil moJyioriB po3MOJIIEHUX Ha JB1
rpynu: [ rpyna (ocHoBHa) — 75 Bunazakis 13 po3sutkoM 3PII, Il rpyna (koHTponbHA) —
50 BuUMaAKiB 3 HOPMAaJIbHUM TMepeOiroM BariTHOCTI. 3a JaHWMH ICTOPiM TOJIOTIB
BHU3HAYajJu OCHOBHI (DAKTOPH PUBHKY, AKI MPsIMO, a00 OMOCEPENKOBAHO BIUIMBAIOTH HA
BuHukHeHHs 3PIIL. Jlyist oTpuMaHHs 00'€KTUBHUX PE3yJIbTATIB MPOrHO30BAHOTO PUUKY
11€1 MaTONO0rii HaMH MPOBEJIEHO PO3pOOKY YHI(DIKOBAHOTO MIAXOAY JO J1arHOCTUYHUX
MapKepiB 1 ONTHUMI3ALII0 MEPENIKY KIIHIYHUX MOKAa3HUKIB, 10 BKa3yIOTh Ha MOXKIIUBY
BIPOTIJHICTh PO3BUTKY JAHOTO yCKIagHEHHs. Tomy, MU cripoOyBaiili IPOTHO3YBaTH
BuHUKHEHHs1 3PII 3a HalOUIbII BIUIMBOBUMU MPOTHOCTUYHUMU (DAKTOPAMU PUBHKY Y
pa3l BIUIMBY JEKUIbKOX HalOuibml 3Hauymux ¢aktopiB. OI[IHIOBAIM MOKa3HUKHU
rpaBiorpam, TaHi KJIIHIKO-1a00paToOpHOTrO, YABTPa3BYKOBOIO Ta

JTOTIIJIEPOMETPUYHOTO  JTOCTIKEeHb; KIIHIYHI OCOOJIMBOCTI Ta Maco-3pOCTOBI



napamMeTpu HOBOHApODKEHHUX 1 OLIIHKY IX CTaHy 3a IIKaJIOK Armrap; Macy Ta po3Mipu

TJIAIEHT, TI0A0BO-TIIalleHTapHUM KOe]iIlieHT.

3a aHaMHECTUYHHMH JIaHUMHU BariTHOi (hakTOpamMu pHU3BHUKY, SKI HANOUIBIN
BIPOTiTHO MOTJIM BIUIMHYTH Ha PO3BUTOK 3aTPUMKHU POCTY ILUIOAA, OyJIH: YCKIIaIHEHUIN
nepebir momnepenHix BariTHocTed (BukuaHi, 3PII, MepTBOHapomkeHHs), 1HDEKIIHH]
MPOIIECH OpraHiB Majoro Ta3a MO 1 MiJi Yac BariTHOCTI, 3aXBOPIOBaHHS CEPIIEBO-
CyAMHHOI CHUCTeMHU (XpOHIYHA apTepiajbHa TINEPTEeH31s) Ta  IIKIJJIUBI 3BUYKH
(TIOTIOHOTANIHHS, AJIKOTOJ13M, HapkoMaHis). Haitoinbin iHpopMaTUBHUMHU, 3BaXKaOUH
Ha YCKJAJHEHUU mepedir BariTHOCTI, HAMU BCTAHOBJICHI HACTYMHI (paKTOPU PU3UKY:
MpeeKJIaMIICis, 3arpo3a mnepepuBaHHs BaritHocTi y | ta Il TpumecTpax Ta aHemis
BAariTHUX. 3a JaHUMH pPaHHIX YJIbTPa3BYKOBUX (DAKTOPIB PUUKY HANUOLIBIIT
MPOTHOCTUYHO 3HAYymuMHu 11oa0 po3BuTky 3PII Oynu Hactynni ¢akTopu: paHHE
MaJIOBOJISI, BiJICTaBaHHA OlOMETPUYHHMX TOKAa3HMUKIB IIoga Ha 7-14 pgHIB BiA
recTallifHoro  TEpMiHY, MOPYIIEHHS  MOKAa3HWUKIB  MaTKOBO-IUIALEHTApPHOIO
KpoBorinHy. HasiBHICT, KOMOiHaIil JeKUTbKOX (akTopiB pusuky po3Butky 3PII i3
TPHOX OCHOBHHUX TPYyH CYTT€BO IIJIBHILYE BIPOT1IHICTh BUHUKHEHHS LI€1 MATOJOrIl B
pa3i mporpecyBaHHs BariTHOCTI. 32 METOJIOM PETPECIMHOrO aHaIi3y MOKHA BUSHAUUTHU
BIUIUB JEKUIBKOX 3HAUyIIUX (haKTOPIB PU3MKY HA WMOBIPHICTH PO3BUTKY 3aTPUMKH
pocty miona. [lomanein AOCHIIXKEHHS B I[bOMY HAMpPSAMKY JaayTh 3MOTY BU3HAUYUTH
HaWOUIbII 3HAYyNly KOMOIHAIlI0 JEKUIBKOX (DAKTOPIB PU3UKY 1 iX KOPEISATUBHUI
BB Ha po3BuTOK 3PII. Ha oOCHOBI aHaMHECTMYHUX JaHUX MOXHa 3pOOUTH
BHCHOBOK, IO Y JKIHOK 3 YCKJIaJHEHUM TNepediroM MOmepeaHiX BariTHOCTEH
(meptBOHapomkenHsi, 3PII, MepTBOHApOMKEHHS), 3aXBOPIOBAHHSIMU CEPIIEBO-
CYAMHHOI CHCTEMHU Ta IWIKIJJIMBUMH 3BUYKAMU (AJIKOTOJb, TIOTIOHOMAJIIHHS) MAaloTh
NIJBUILIEHUN PHU3UK PO3BUTKY YCKJIAJAHEHHS MiJ Yac HAcTymHOi BariTHocTi. Ciix
3a3HAYUTH, 0 HANUOIBII MPOTHOCTUYHO 3HAYYIIUMU (DAaKTOpaMu PUBHKY PO3BUTKY

3PII mixg 4ac BariTHOCTI €, MEpII 3a BCe, MPEEKIaMIICis, XpOHIYHA apTepiaibHa



rinepTeH3is, 1HPEKIIHHI TPolleCH OpPTraHiB Majoro Tasa IiJi 4ac BariTHOCTI 1 3arposa

nepepuBaHHs BariTHOCTI y | Ta 2 TpuMecTpax.

Tpemim emanom NOCHAIIKEHHS OyJI0 BUBYECHHS O1OXIMIYHHUX Ta YJABTPa3BYKOBHX
MapKepiB, Kl CBiUaTh Opo HMOBipHHMH pusuk po3Butky 3PIL. lochimkeHHs Oyino
npoBegeHo Ha 0asi IlepunaransHoro Llentpy m. KueBa cepen 102 xiHOK y TepMiHi
recranii 11° — 13° Tixnis. 3a mepe6iroM BariTHOCTI CIIOCTEpIranu B cHeliali3oBaHil
AKIHOYIM KOHCYJbTAllli, a MOJAaJbllie PO3POMKEHHSI MpoBoAwIn B llepuHatanbHOMY
Hentpi. BaritHi Oynu po3nofiieHi HAa 2 Tpylu: OCHOBHA rpyma — 52 BUIAJIKU Ta
KOHTpoJibHA rpyna — 50 BunajkiB. B oCHOBHY Ipymu BKIIOYEHO BariTHUX 3 HU3BKUM
nokazHukoM PAPP-A < 0,5MoM Ta 3miHamMu cepeIHbOTr0 00’ €My TPOMOOLIUTIB B OiK iX
30uibmieHHst (> 10¢) Ta yapTpa3ByKOBOTO JAOCIHIIKEHHS IUIALICHTH — MOKa3HUKHU
nikoBoro ixaexcy (I1I) Il > 1,34 Ta inpexcy pesucrentnocti (IP) IP > 0,65, uo MaroTh
BHCOKY BIpOT1JIHICTh PO3BUTKY npeekinamiicii Ta 3PI1. Ha Ham norsiz, 115 rpymna *&iHOK
OLIBII BpasjivBa IIOJAO PO3BUTKY IUIAlIEHTApHOI AUCHYHKINT Ta PO3BUTKY 3aTPUMKH
pocTy mioaa. /1o KOHTPOJABHOI TPYNH BXOAUIHN KIHKU 3 HOpMaJIbHUMU piBHsAMH PAPP-
A T1a COT 1 HOpmanbHUM mnepebirom BariTHOCTI. [IpoTSAroM TepMiHYy BariTHOCTI
’IHKaM OCHOBHOI Ta KOHTPOJIBHOI Tpymlu, SKI YBIMIUIM A0 JOCHIIKEHHS, MU
MPOBOJIUIIM TIpeHATadbHUN JomisiA. A came, yiabTpa3BykoBe oOcTexkeHHs (Ha 12-13
TUXKHI — eToMeTpist Ta MOP(QOJIOTis TI0/Ja, PO3BUTOK IJI0Ja Ta BUMNIAJ IUIAIEHTH, Ha
22-24 twxHi — (deroMerpis Ta Mopdororis mioaa, JonmuepiBecbke AOCHIIKEHHS
IIBUJIKOCTI KPOBOIUIMHY B MATKOBHUX apTepisix; Ha 32-34 TXHI — JOCHIIKEHHS
MOKA3HUKIB CTaHy IUI0/Ia MOBTOPIOBAJIOCH 3aJIEKHO BiJ CTaHy IUIOAA 1 HAsBHOCTI
3aXBOPIOBaHb, MOB'S3aHUX 3 BariTHICTIO. JlaGopaTopHi MOCHIKEHHS: PO3TOPHYTHI
anamiz kpoBi, COT, piBHI [IIOKO3U, CEUOBUHHU, KPEATUHIHY, CEYOBOI KHUCIIOTH,
TpaHcaMiHa3, aHTUTLI MPOTH TOKCOILUIA3MH, KPAaCHYXH, TepIliecy, HUTOMEraioBipycy
(IIMB) B kpoBi, Ta aHai3 cedyi, MOBTOPIOIOYH iX B 3aJICKHOCTI BiJ 3aXBOPIOBAHHS,
MOB'A3aHOr0 3 BariTHICTIO. [lonBIMHMI TecT, sIK YacTWHA O10XIMIYHOIO CKPHUHIHTY

(PAPP-A 1 Gerta-xopioHiunuii ronanorpomnin monuau (B-HCG). Metoro nociiikeHHs



oyno BuszHaueHHsi PAPP-A, COT Ta ynbTpa3ByKOBUX IUIAIEHTAPHUX 3MiH, SIK
MOTEHIIMHUX TPeAuKTOpiB pu3uky po3BuTtky 3PII. Busznauennss PAPP-A npoBoguiu
miJl yac 010XIMIYHOTO CKPUHIHTY MEpIIOr0 TPUMECTPY Ha aHeymnoinio B paszi KTP
44,5 - 84,5 mm. Pesynwratu Oynu BUpaxeH1 y BUIISAAl KpaTHUX meaiad (MoM). Bonu
Oynd CTaTUCTUYHO 3HauymuMu T1pu 95% goBipuomy iHTEepBani. B nmanomy
JOCHIDKEHH] BUSBJIEHO, IO BariTHI 31 3HadeHHsAM Oinka PAPP-A menme 0,5 MOM,
30UIBIIEHHSIM CcepeqHboro 00'emy TpoMOonuTiB mnoHax 10 ¢a, MiABUIIEHHSIM
MyJbCAI[IMHOTO 1HJEKCY MaTKoBUX apTepidt moHaa 1,34 Ta iHAEKCY pPE3UCTEHTHOCTI

noHay 0,65 MarOTh BUCOKY BIpOTIHICTh PO3BUTKY Mpeekiamicii tTa 3PIL.

Ocmannim 4 emanom poOOTH OyJI0 MPOBEACHHS MPOCHEKTUBHOIO JOCIIKEHHS
BAriTHUX XiHOK y TepMiH rectamii 11° — 13 TwxHiB, ke momsrano y mpusHa4eHHS
KOMO1HOBaHO1 NPO(PIIAKTUYHOI Teparii HU3bKUX /103 aCHipUHY, HU3bKOMOJIEKYISPHOTO
renapuHy Ta KOMIUIEKCHOTO mpemnapary Ha OcHOBi QoiieBoi kuciotu (400Mkr), o-
tokodepony (12mr), omera-3 >kupHoi kuciaotu(200mr), kaniro Momuay (150mr) Ta
xonekanpiuudepony (SMKr) kiHkam 3 O10XIMIYHUMH MOKa3HUKAMHU, SIK1 CBIIYaTh MPO
BiporigHuii po3Butok npeeknamicii Ta 3PIL. Jlane nochimkeHHs: Oyia0 MpOBENEHO Ha
0a3i crienianizoBaHoi xiHOUOi KoHcynbTailii [lepunaransunoro Llentpy m. Kuesa cepen
137 ximox y tepmimi recramii 11° — 13° mwxmis. 3a mnepeGirom BariTHOCTI
CIOCTEpIrajgu B CHEIIali30BaHIi XKIHOYIM KOHCYINbTallll, a MOAAJIbIIE PO3POKEHHS
nposogwin B [lepunaransHomy Llentpi. BaritHux Oyno posnoguieno Ha 3 rpynu. B
OCHOBY (opMyBaHHsI Tpyn OyJ0 MOKJIaJ€HO BUSBICHI NPU MPOBEACHHI MEPIIOro
KOMOIHOBAHOTO CKPHUHIHTY YJIBTPa3BYKOBI Ta JIaDOpaTopHI O3HAKU BUCOKOTO PHU3HKY
3aTpUMKHU pocTy 1iofa — 3HaueHHs: PAPP menmie 0,5 MOM, 301/bllIeHHS] CEPEAHBOTO
00'eMy TpomOoruTiB moHan 10 ¢, miABUILIEHHS MYyIbCALUIHHOIO 1HAEKCY MAaTKOBHX
aprepiit monan 1,34 ta inaekcy pesuctentHocti nonan 0,65. Jlo ocHoBHOI rpynu (nl-
47) Oyno BiIHECEHO BariTHUX 3 JIBOMa ab0 Olbllle 3 HaBEJAECHUX KPUTEPIiB BUCOKOTO
pU3UKy (OpMyBaHHS 3aTPUMKH POCTY IUIOAA, SKUM 3 MOMEHTY BKJIIOUEHHS J10
TOCHIKeHHs Oy0 MPU3HAYEHO KOMILIEKC MPO(IIaKTUUYHUX 3aX0/iB. A came, achipuH

B 1031 100 Mkr Ha A00y, HMU3bKOMOJICKYJSIPHUU TemapuH B NpoQilakTU4YHIN 1031,



3a3Ha4YeHId BUPOOHUKOM, KOMIUIEKCHUN MpernapaTr BiTaMmiHIB Ta MikpoeieMmeHTiB. [o
rpymnu NOpiBHSHHSA (n2-45) BKIIOYEHO BAriTHUX, Y SAKUX B MEPIIOMY TpUMeCTpi Oyio
BUSIBJICHO KpUTEpli PU3UKY 3aTpUMKH POCTY IUIOAA, MpOTe MNPOPUIaKTUIHOTO
JIKyBaHHA BOHHM He oTpuMyBaiu. KoHTponbHy rpyny (n3-45) yTBOpWIM KIHKU 0e€3
(hakTOpiB PU3UKY 3aTPUMKH POCTY ILUIO/A MPU OOCTEKEHHI B mepuiomy Tpumectpi. [o
IOCJIDKEHHS HE BKJIIOYAJIM IAILICHTOK 3 0araToIUIIIHOKO BAriTHICTIO Ta BUABICHUM
BHCOKMM PHU3UKOM T€HETUYHUX aHoMmamiid. [licias monoriB BHU3Ha4Yaiu Macy Tija,
BiJI3HaUaJIM CTaTh 1 OIIHIOBAJIM TeCTAllIMHUM BIK HOBOHapojKeHoro. [locmiau micis
IUX TOJIOTIB 30Mpanu Jyisi BUKOHAHHS OociiKeHHs. [IpoBoawnu opraHOMETpUYHE
00CTEXKEHHS: TIOC1 3BaXyBaju, Bi3HaYaIu i1 popMy, po3Mip 1 KOIip, JOCTIIKYBaIH
THUIT TPUKPITUIEHHS MYTIOBUHM 1 BUMIPIOBAJIM il 3arajibHy JOBKHHY, KOJIP MyHOBHHH 1
IUTITHUX OOOJOHOK, HAsSBHICTh ICTUHHUX Ta/a00 XMOHUX BY3JIIB IYyNOBUHH, CTaH
KPOBOHOCHHMX CYJIMH, KPOBOBWJIMBH. Jlasi CHIBBIAHOIIEHHS MAacH IUIOAA 1 IJIALIEHTH
pO3paxoByBalid 3a HACTYMHOIO (OPMYJIOIH: Maca IUIoJa B rpaMax/maca IJIAllEHTH B
rpamax (TUIOJOBO-IUIAlIEHTApHUN KoedilieHT). Matepian mociiay HarpaBisBCsS Ha
natoMop(doJIoriuHe OCTIKEHHS, SKe MPOBOAWIOCH Ha Kadenpl MarojoriyHoi Ta
tonorpadiunoi amatomii HYO3 imeni [LJI.IIlynuka. 3pa3ku mnocnuigy uist
JOCIIJKEHHsT Oynu 3a0paHi Ta JOCTIIKEH1 3T1IHO IMPOTOKONIY, SIKUA MICTHTH y COOl
JaHI OpPraHOMETPUYHUX, MAKPOCKOMIYHUX Ta MIKPOCKOMIYHUX JOCHIKEeHb. 3a
JTaHUMHU IIHOTO JOCIIDKCHHS IUTalleHTapHa AUCYHKIS CrocTepiraisacs B OCHOBHIM
rpymi — 15,9% npotu 63% B rpyni nopiBHsaHHS; p<0,05, mpeekyiaMrcisi B OCHOBHiM
rpym — 19% mnporu 53,2% B rpymi nopiBHsHHS; p<0,05, 3arpo3a mnepepuBaHHS
BariTHOCTI B ocHOBHa rpymna — 20,6% mpotu 46,8% B KOHTpOJbHIN rpymi; p<0,05.
3aBAsSKM BHKOPUCTAHHIO JAHOTO MPOQPIIAKTUYHOTO METONy 3HU3WIACH YacToTa
3arpo3u nepeayacHux nosorie y 2,2 pasu, [1J] (mnanentapuoi nucdyHkiii) B 4 pasu;
npeekyamncii B 2,8 pasu ta anemii B 2,9 pasu (p<0,05). Sk pesynbrar, yactora
BUHUKHEHHS 3aTPUMKH POCTY IUIOJIa B OCHOBHIM rpymi 3MeHImiIach y 2 pasu (8,5%
npotu 17,8%).

Busieneni Mopdoi0oriuHi NOPYIIEHHS 3aMalbHOrO XapakTepy B IUIALIEHTaX TPYINH



MOPIBHSIHHSL MPU3BOAMIM, TEPII 3a BCE, 0 KPOBOBWIMBIB, APIOHMX 1H(DAPKTIB Ta
CyAMHHUX mopylieHb. I[lpu maromopdosorivHoMy AOCHIIKEHI CHOCTEpiraiu
3aMajbHO-IET€HEPATUBHI 3MIHU JI€HUIyaIbHOI OOOJIOHKH Ta MIOMETPII0. AHAJOr14YHI
3MIHU CIIOCTEpIrajucs 1 Ha TUIalleHTapHIA TKaHUHI.

[Ipu cnoctepeskenHi 3a nmepediroM MoJoriB CiiJ] BIAMITUTH JOCTOBIPHE 3HUKEHHS
YacTOTH YCKJIaJHEHb, a caMme: AUCTPECy IUlofa A0 IMOYaTrKy MOJOTOBOi IISNIBHOCTI
(ocnoBHa rpyna — 8,5% mnpotu 11,1% B rpyni nopiBasHHs; p<0,05) Ta auctpecy
mwiona B 1 Ta 2 mepiogax monoriB (ocHoBHa rpyna — 10,6% mnpotu 24,4% B rpymi
nopiBHsAHHA; p<0,05). 3HWKEHHS YacCTOTH BUHUKHEHHS aHOMAaJld IIOJOTOBOI
JUSIIBHOCTI, @ TAKOXK PO3BUTKY aKYyIIEPCHKUX KPOBOTEU, BUSBUIOCH HE JI0CTOBIPHUM
(p>0,05). YacTora mpoBeleHHsI KecapeBa PO3THHY B OCHOBHINA TpyNu JOCTOBIPHO
sau3miachk B 1,85 pasu (19,1% B ocHoBHil rpymi nipotu 35,5% B rpyImi NOPIBHAHHS
BiAnoBigHO; p<0,05), 1m0 MOB'A3aHO 31 3HMIKEHHSM PO3BUTKY YCKJIAJHEHb TMiJ 4Yac
BariTHOCTI. 3aBJISIKW BHKOPUCTAHHIO 3alPOIOHOBAHOI METOAUKH CIOCTEPIrajioch
IOCTOBIpHE 3HWKEHHA YCKJIaJHEHb Yy HEOHaTaJbHOMY INEpioAl, a caMe:
MOCTTINOKCHYHOI eHledanonarii (ocHoBHa rpyna — 35,5% mnporu 46,6% B rpymi
nopiBHsiHHS; p<0,05); peanizaiii BHyTpilIHLOYTPOOHOTO 1H(DIKYBaHHS (OCHOBHA rpymna
— 13,2% mnporu 17% B rpymi nopiBHsHHA;, p<0,05); reMoparivHoro CHUHIPOMY
(ochoBHa rtpynma — 15,4% mporu  21,2% B rpymi mnopiBHsHHsA; p<0,05) Ta
rinepoinipyoinemii (ocHoBHa rpyna —22,0% mnpotu 27,6% B rpymni MNOpIBHSHHS,
p<0,05). 3axBoproBaHICTP HOBOHAPOKEHHUX B JOCTOBIPHO 3HU3WIACh B 1,3 pasu
(86,1% B ocHoBHiil rpyni npotu 112,4% BunankiB B rpyni nopiBHsHHS, p<0,05). B
OCHOBHIM Tpymi BiJICYTHI HETaTUBHI NEpUHATAIbHI HACHIIKHU, IO TAKOX MIITBEPIKYE
€(hEeKTUBHICTh 3aIPONOHOBAHOTO AJITOPUTMY.

[IpoBenene pochuikeHHs 3 MOOYAOBM TaONMUIl IEHTUIBHOI Macu Tijna s
perioHanpHo1 momyisamii M.Kuea Ta KuiBcbkoi 00macTi J03BOJAMIO OUIBII YITKO
nu(dEepeHIlioBaTi M0 3 HOPMAJIBHOK MAcOI0 TiJIa, MAJOK0 JJis T€CTAllIMHOTO BIKY
Macol TiJla Ta 3aTPUMKOIO pOCTy Iona. Jlane JoCHipKeHHS MO3BOJIMIIO BUAUTUTH

caMe Ti TUIOH, SIKI MaJjid OKa3HUK Hukde 10 nenTwis y tepmini recraiii 40 THXKHIB,



o0 BIJANOBIAANO Maci Tina mona MeHmoi 3a 3023r 1 MMOBIPHO CBIAYMIIO MPO
3aTPUMKY POCTY IUI0Ja, sika MmoTpeOyBasa OLIbII PETENbHOro crnocTtepekeHHd. Ha
OCHOBI aHAMHECTHUYHHX JJAHUX MO>XHA 3pOOUTH BUCHOBOK, 1110 Y KIHOK 3 YCKJIaJHEHUM
nepebiroM nomnepeaHix BaritTHocTel (MepTBoHapomkeHHs, 3PI1, mepTBoHapoKEHHS),
3aXBOPIOBAHHSIMU CEPIEBO-CYAUHHOI CUCTEMH Ta WIKIAJIMBUMU 3BUYKAMU (QJIKOTOJb,
TIOTIOHOMAJIIHHS) MAalOTh MIABUIIEHUM PU3UK PO3BUTKY YCKJIQJAHEHHS MiJ 4Yac
HAaCTYIHOI BariTHOCTI. BuW3HaueHo, 110 HAWOUIBII TPOTHOCTHUYHO 3HAYYIIUMHU
(daxTopamu pusuky po3ButTky 3PII mijg yac BariTHOCTI €, MEpIIl 3a BCE, MPEEKIAMIICIS,
XpOHIYHA apTepiajibHa TrirnepTeH3is, iHGEeKI1iHI TPOoIeCH OpraHiB Majioro Tas3a Iij 4ac
BariTHOCTI 1 3arpo3a mepepuBaHHs BariTHOCTI y 1 Ta 2 Tpumectpax. JloBeaeHo, 1o
BariTHi 31 3HadeHHsIM Oinka PAPP-A menme 0,5 MOM, 301blICHHSM CEPEIHBOTO
00'eMy TpomOonuTiB noHax 10 ¢, NiABULIIEHHSAM MyJIbCAI[IHHOTO 1HAEKCY MAaTKOBHX
aprepiii monan 1,34 Ta iHgekcy pe3ucteHTHOCTI moHan 0,65 MawTh BHCOKY
BiporifHiCTh  po3BUTKY  mpeeknmamncii Ta  3PII.  OOrpyHTOBaHO  MOAEINb
3aMpOINOHOBAHOTO YAOCKOHAJIEHOTO aJrOPUTMY JIIKYBaJbHO-MPO(DITAKTUYHUX 3aXOlIB
y BariTHux Ha (oui 3PIIL. Ile no3BoNMIIO MONIEpEANTH PO3BUTOK PAHHIX MEPEIIACHUX

TIOJIOTIB Ta IMOKpAaIlUTHU ITIOKAa3HUKHU IICPHUHATAIIBHOT'O Ta MAaTCPUHCBKOI'O 3I[OpOB’$I.

[IpoBeneHi OCHIAKEHHS JIO3BOJMJIM HAyKOBO OOIPYHTYBaTH MOXJIHMBICTh
PAaHHBOTO TMPOTHO3YBAHHS PO3BUTKY IMEPUHATAIBHUX YCKIAIHEHb Yy BariTHUX 3
HassBHUMH (aKTOpaMH PU3UKY 3aTPUMKH POCTy IioAa. [IpodinakTuuHuil KOMILIEKC
3aXO0/1B JO3BOJISIE 3HU3UTHU PO3BUTOK 3aTPUMKH POCTY IUIOAA LUISIXOM IMpPU3HAYEHHS
MEIMKaMEHTO3HOIO JIIKyBaHHS, 10 TOKpallly€ TMepUHATAIbHI Ta aKylIepChKi
YCKJIAAHEHHS.  BUKOpHCTaHHS  3ampONOHOBAHOIO  JIIKYBaJbHO-/11arHOCTUYHOTO
aJTOPUTMY 1] Yac BariTHOCT1, HA OCHOBI MPOBEIECHUX JOCIKEHb, JO3BOISE 3HUZUTH
YacTOTy YCKJIAJHEHb, a caMeé IUlalleHTapHOoi JIuc(yHKLII Ta JAMCTpecy IUIoAA.
Meronuka € nIpocTor0, JOCTYIMHOIO 1 MOXKE IIIMPOKO BUKOPUCTOBYBATUCS Y MPAKTUYHIN

OXOpOHI 3/I0POB’s1, 0COOIUBO Yy KIHOK 3 BUCOKUM aKyIIEPCHbKUM PU3UKOM.



Iyo6aikanii: Pe3ynsratu qucepraniitHoi poOOTH BUKIAAICHO y 5 MyOmikamisax. 3 cTarTi
onmyOmikoBaHO Yy TNpOGUIBHUX YKpaiHCbKUX KypHamax, 1 — y mnpodiibHOMY
3aKOPIOHHOMY MeploguyHOMYy BHAaHHI Ta 1 — y HaykoBomy 30ipHuky HMAIIO

im.ILJLIynuka. /IBi crarTi omy0I1KOBaHO OJHOOCIOHO.

KurouoBi ciioBa: acnipuH, HU3bKOMOJICKYJSIPHUNM TeMapuH, 3aTpUMKa POCTY IJI0JA,
JIarHOCTHKa, MNPOTHO3YBaHHs, NpOoQilakTUKa, acoI[iMOBaHM 3 BariTHICTIO OUIOK
miasmu - A (PAPP-A), cepenniit o06'em TpomOonutie (COT), ynbTpa3ByKOBe
nocaimkenns (Y3]1), nuctpec miuoa, mialneHTapHa He0CTaTHICTh, MATOMOPQOIOTIUH1

3MIHHU [JTALICHTH.
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The dissertation presents a substantiated model of optimization of diagnostics and
prevention of fetal growth restriction - improvement of diagnostic methods and
development of algorithm for timely prevention of fetal growth restriction,
identification of women with predicted risk factors at the stage of observation in

women 's consultation and further delivery in obstetric institution.

According to the program, using the methods of scientific research and methodological

tools used in medicine, the study was performed in four stages.

At the first stage of the study, a regional table of gestational centiles of body
weight for newborns in Kyiv and the region was developed. Information on the body
weight of newborns were collected from the Perinatal Center in Kyiv for the period
from January 2016 to January 2017. The total number included 5244 live newborns in
the gestational age of 40" % — 40" ¢ weeks of pregnancy. To generate percentages and
curves of the centile table, the method of standard deviation of body weight, expressed
as a percentage of the average body weight of all newborns. Construction of curves
were made using centile calculator, developed by Hadlock et al, with the support of
WHO (2008) [37]. Gestational age was calculated in weeks and days, based on the
first day of the last menstrual cycle. For women with irregular periods and/or bleeding
during pregnancy, as well as those who could not remember the first day of the last

menstrual cycle, pregnancy was assessed on the basis of ultrasound examination. Birth



weight was measured by a trained midwife using a special weight meter in two hours
after birth. All information on body weight was entered into online reporting hospital
system of Kyiv City Perinatal Center. Were excluded from the study premature births
and women who gave birth to babies with congenital malformations. Gestational age
values + 2,5 standard deviations from the mean were used as clippings for implausible

records.

Upon the results of investigation there were 394 (7.5%) pregnant women living
in Kyiv Oblast and in Kyiv City — 4845 (92.3%). Foreign women were registered only
in 5 cases (0,2%). More than 70% of newborns were born from women who gave birth
for the first time. According to this study, it was concluded that most newborns were in
the weight range of 3490 - 3740g, which is higher compared to the average body

weight for European countries.

In the second stage of the study, the most considerable risk factors for [IUGR
were 1dentified. A retrospective analysis of medical data of Kyiv City Perinatal Center
- 125 birth cases, divided into 2 groups: Group I (main) - 75 cases with the
development of TUGR, group II (control) - 50 cases with a normal pregnancy.
According to the medical documentation, the main risk factors were identified during
pregnancy and the frequency of which affects the occurrence of [IUGR, as well as has a
direct or indirect relationship with it. To obtain objective results of the predicted risk
of this pathology, we developed a unified approach to diagnostic markers and
optimized the list of clinical indicators that shows the possibility of this complication.
Therefore, we tried to predict the occurrence of IUGR by the most influential
prognostic risk factors in the case of the influence of several of the most significant
factors. We evaluated gravidogram indicators, data of clinical and laboratory tests,
ultrasound and Doppler examinations; clinical conditions and mass-growth parameters
of newborns and assessment of their condition on the Apgar scale; weight and size of

the placenta, fetal-placental ratio.



According to the anamnestic data of the pregnant woman, the risk factors that
could most likely affect the development of fetal growth restriction were: complicated
previous pregnancies (miscarriages, IUGR, stillbirth), pelvic infections before and
during pregnancy, cardiovascular disease (chronic hypertension) and bad habits
(smoking, alcoholism, drug addiction). The most informative, upon complicated
previous pregnancies, we have identified the following risk factors: preeclampsia,
threatening abortion in the first and second trimesters and anemia in pregnant women.
According to early ultrasound risk factors, the most prognostic factors for the
development of IUGR were the following factors: early decrease of amniotic fluid,
fetal biometric delay in 7-14 days from gestational age, changes of uteroplacental
blood flow. The presence of a combination of several risk factors for the development
of IUGR from the three main groups significantly increases the likelihood of this
pathology in the case of pregnancy progression. Using regression analysis method, we
can determine the influence of several significant risk factors on the likelihood of fetal
growth restriction. Further researches in this direction will identify the most significant
combination of several risk factors and their correlative impact on the development of
IUGR. Based on anamnestic data, it can be concluded that women with a complicated
previous pregnancy (stillbirth, [UGR, stillbirth), cardiovascular diseases and bad habits
(alcohol, smoking) have an increased risk of complications during next pregnancy. It
should be noted that the most prognostic risk factors for [UGR during pregnancy are:
preeclampsia, chronic hypertension, pelvic infections during pregnancy and

threatening abortion in the first and second trimesters.

The third stage of the study was to review and analyze biochemical and
ultrasound markers that indicate a probable risk of developing IUGR. The study was
conducted in Kyiv City Perinatal Center among 102 women at a gestational age of 11°
- 13% weeks. The pregnancy was observed in a specialized women's clinic, and further
delivery was performed at the Kyiv City Perinatal Center. All pregnant women were

divided into two groups: the main group — 52 cases and the control group — 50 cases.



The main group included women with low levels of PAPP-A (< 0,5MoM) and
changes in mean platelet volume (MPV) in the direction of their increase (> 10fl) and
ultrasound examination of the placenta - pulsatility index (PI) PI > 1,34 and resistance
index (RI) RI > 0.65, with a high probability of preeclampsia and [UGR. In our
opinion, this group of women is more vulnerable to the development of intrauterine
growth restriction and placenta dysfunction. The control group included women with
normal PAPP-A and MPV levels and a normal pregnancy. During pregnancy, we
performed prenatal care for the women in the main and control groups included in the
study. This included ultrasound examination (at 12-13 weeks - fetometry and
morphology of the fetus, fetal development and placenta growth, at 22-24 weeks -
fetometry and morphology of the fetus, Doppler examination of blood flow velocity in
the uterine arteries; at 32-34 weeks — investigation of fetal condition was repeated
depending on the condition of the fetus and the presence of diseases associated with
pregnancy. Laboratory tests: detailed blood count, MPV, glucose levels, urea,
creatinine, uric acid, transaminases, antibodies to toxoplasma, rubella, herpes,
cytomegalovirus (CM) in the blood, and urine analysis, repeating them depending on
the disease associated with pregnancy. Double test as part of biochemical screening
(PAPP-A and human beta-chorionic gonadotropin (B-HCG)). The aim of the study was
to identify PAPP-A, MPV and ultrasound of placental changes as potential risk
predictors of developing IUGR. Investigation of PAPP-A was conducted as a part of
biochemical screening in the first trimester for aneuploidy in the case of cranio-caudal
size 44.5 - 84.5 mm. The results were described as multiples of the median (MoM) and

were statistically significant at 95% confidence interval.

This study found that pregnant women with a PAPP-A protein value of less than
0,5, an increase in mean platelet volume greater than 10 fl, an increase in uterine
pulsation index greater than 1,34, and a resistance index greater than 0,65 were more

likely to develop preeclampsia and IUGR.

The last 4™ stage of the work was a prospective study of pregnant women at a
g y g



gestational age of 11° - 13% weeks, which consisted of a combination of prophylactic
therapy of low doses of aspirin, low molecular weight heparin and a complex drug
based on folic acid (400 mcg), a-tocopherol (12 mg), omega-3 acids (200 mg),
potassium iodide (150 mg) and cholecalciferol (5 pg) for women with biochemical
parameters that indicate the probable development of preeclampsia and IUGR. This
study was conducted upon the basis of a specialized women's clinic of Kyiv City
Perinatal Center among 137 women at a gestational age of 11° — 13% weeks. The
pregnancy was observed in a specialized women's clinic, and further delivery was
performed at the Perinatal Center. Pregnant women were divided into 3 groups. The
formation of the groups was based on the ultrasound and laboratory signs of high risk
of fetal growth restriction detected during the first combined screening — PAPP value
less than 0.5 MoM, increase in mean platelet volume over 10 fl, increase in pulsation
index of uterine arteries over 1,34 and resistance index over 0,65. The main group (nl-
47) included pregnant women with two or more of the above criteria for high risk of
fetal growth restriction, who from the moment of inclusion in the study were
prescribed a set of preventive measures. It was aspirin at a dose of 75 mcg per day, low
molecular weight heparin in a prophylactic dose specified by the manufacturer, a
complex of vitamins and microelements. The comparison group (n2-45) included
pregnant women in whom the risk criteria for fetal growth retardation were identified
in the first trimester, but they did not receive preventive treatment. The control group
(n3-45) was formed by women without risk factors for fetal growth retardation during
the examination in the first trimester. The study did not include patients with multiple
pregnancies and a high risk of genetic abnormalities. After the delivery, assessed body
weight, sex and the gestational age of the newborn. Placenta after these births was
collected to perform the pathohistological study. An organometric examination of
placenta was performed: assessed the weight, shape, size and color, type of umbilical
cord attachment, its total length, color of the umbilical cord and amniotic membranes,
presence of true and/or false umbilical cord nodes, condition of blood vessels,

hemorrhages. The ratio of fetal weight to placenta was calculated by the following



formula: fetal weight in grams / placental weight in grams (fetal-placental ratio).
Placenta was sent for pathomorphological research, which was conducted at the
Department of Pathological and Topographic Anatomy of P.L.Shupyk National
University of Health Care. Placenta samples were taken and examined according to the
protocol, which contains data on organometric, macroscopic and microscopic studies.

According to this study, placental dysfunction was observed in the main group —
15.9% against 63% in the comparison group; p <0.05, preeclampsia in the main group
— 19% vs. 53.2% in the comparison group; p <0.05, threatening abortion in the main
group - 20.6% against 46.8% in the control group; p <0.05. Thanks to the use of this
complex method, it was possible to reduce the incidence of preterm birth by 2.2 times,
PD (placental dysfunction) by 4 times; preeclampsia 2.8 times and anemia 2.9 times (p
<0.05). As a result, the incidence of IUGR in the main group significantly lower in 2
times (8.5% vs 17.8%).

Morphological inflammatory-degenerative disorders in the placentas of women in
the comparison group were characterized with hemorrhages, small infarctions and
vascular disorders. The pathomorphological examination revealed the presence of
inflammatory-degenerative changes of the myometrium and decidual membrane.
Similar changes were observed in the studied placentas.

When assessing the complications in labor there is a significant decrease in the
frequency of: fetal distress before labor (main group - 8.5% vs 11.1% in the
comparison group; p <0.05) and fetal distress in 1% and 2™ stages of labor (main
group) — 10.6% vs 24.4% in the comparison group; p <0.05). The decrease in the
frequency of labor abnormalities and obstetric bleeding, was not significant (p> 0.05).
The frequency of C-section in pregnant women in the main group significantly
decreased by 1.85 times (19.1% in the main group versus 35.5% in the comparison
group, respectively; p <0.05), which is associated with a decrease in the main
complications during pregnancy.

Due to the use of the proposed technique, we observed a significant reduction in

neonatal complications: posthypoxic encephalopathy (main group - 35.5% vs. 46.6%



in the comparison group; p <0, 05); infections (main group - 13.2% vs. 17% in the
comparison group; p <0,05); hemorrhagic syndrome (main group - 15.4% vs. 21.2% in
the comparison group; p <0.05) and hyperbilirubinemia (main group - 22.0% vs.
27.6% in the comparison group; p <0, 05). The total morbidity of newborns in neonatal
period was significantly reduced by 1.3 times (86.1% in the main group against
112.4% of cases in the comparison group, p <0.05). Perinatal losses in the main group
were absent, which confirms the effectiveness of proposed algorithm.

A conducted study of developing centile body weight table for the regional
population of Kyiv and Kyiv oblast allowed to more clearly differentiate fetuses with
normal body weight, low body weight for gestational age and fetal growth restriction.
This study identified those fetuses that had a rate below 10 centiles at 40 weeks of
gestation, which corresponds to fetal body weight less than 3023 g and probably
indicates the realization of fetal growth restriction, which requires closer monitoring.
Based on anamnestic data, it can be concluded that women with a complicated
previous pregnancy (stillbirth, [UGR, stillbirth), cardiovascular diseases and bad habits
(alcohol, smoking) have an increased risk of complications during the next pregnancy.
It 1s determined that the most prognostically significant risk factors for the
development of TUGR during pregnancy are preeclampsia, chronic hypertension,
pelvic infections during pregnancy and threatening abortion in the 1% and 2™

trimesters.

It was proved that pregnant women with a PAPP-A protein value less than 0.5 MoM,
an increase in mean platelet volume greater than 10 fl, an increase in uterine pulsation
index greater than 1,34, and a resistance index greater than 0,65 have a high
probability of developing preeclampsia and IUGR. The proposed model with improved
algorithm of treatment-and-prophylactic measures in pregnant women with [UGR was
substantiated. This prevented the development of early preterm birth and improves
perinatal and maternal health.

Studies have scientifically proved the possibility of early detection of perinatal

complications in pregnant women with existing risk factors for intrauterine growth



restriction. The proposed prophylactic measures allow to reduce fetal growth
restriction by prescribing medication that improves perinatal and obstetric
complications. Proposed treatment and diagnostic algorithm during pregnancy, upon
the results of the researches, significantly reduced the frequency of complications
during pregnancy, especially placental dysfunction and fetal distress. The technique is
simple, accessible and can be widely used in practical health care, especially in women

at high risk of obstetrics.

Publications: The results of the dissertation are presented in 5 publications. 3 articles
were published in profile Ukrainian journals, 1 - in a profile foreign periodical and 1 -
in the scientific collection of P.L.Shupyk National University of Health Care. Two
articles were published as mono-studies.

Key words: aspirin, low molecular weight heparin, fetal growth restriction,
diagnostics, prediction, prevention, plasma protein associated with pregnancy (PAPP-
A), mean platelet volume (MPV), ultrasound, fetal distress, placental insufficiency,

pathomorphological changes.
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