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Onuwux JIL.M. Onrumizaiiiss TakTUKM BeAeHHA BaritHocTi y BII -
1H(}IKOBaHMX >XIHOK 3 3aTPUMKOIO PO3BUTKY IoAa - KpamidikaliiiHa HaykoBa
mparis Ha IpaBax pyKOIMHCY.

Huceprartiiss Ha 3100yTTs CTymeHsi qokTopa ¢imocodii y ramys3i 3HaHb 22
OxopoHa 370poB’s 3a cremianpHicTIO 222 MenunuHa (HayKoBa CHEIIabHICTh
«AKyIIepcTBO Ta TIHEKOJOTis»). - HamioHampHa Meau4Ha — akaaemis
nicasaumuioMuoi ocBity imedi [1. JI. [llynmuka MO3 Ykpaiau, Kuis, 2020.

Hucepramiitna poboTa TpHUCBAYEHA MHUTAHHIO 3HIDKEHHA  YacTOTH
BUHUKHEHHSI 3aTPUMKU pO3BUTKY Iiona y BIJI-iH¢ikoBaHMX BariTHUX HUISIXOM
YIOCKOHAJIEHHS JIarHOCTUKM Ta TPO(UIAKTUKA Ha OCHOBI BCTAHOBJIIECHHS
JOAATKOBUX (PAKTOPIB PU3UKY BUHHUKHEHHS JaHOT MATOJIOTII.

JUIst JOCATHEHHA 3a3HA4Y€HOI METH AMCEpPTalliiHy poOOTy BUKOHYBAJIU B TPH
eranu. Ha mepmioMy etami JOCHIIKEHHS MPOBEACHO PETPOCIIEKTUBHUN aHami3
OOMIHHMX KapT BariTHUX Ta icTopiii mojoriB BIJI-iH(pi1KOBaHUX BariTHUX Ta PoJiib
3 3PII (n=112), BlJI-indikoBanux BaritTHux Ta poauts 6e3 3PII (n=356), , BariTHuxX
ta poautb 6e3 BIJI — indekii (n=360).

[IpoBenennii peTpOCIEKTUBHUN aHalli3 MOKa3aB, II0 4YacTOTa 3aTPUMKHU
po3Butky 1wioga y BlJI-indikoBanux BaritHux ckinana 36,3% mnpotu 6,0% y
BariTHUX 0e3 BUJI-indekuii (p < 0,05). B crpykrypi 3PII yactora pannsoi 3PII
BUI-indikoBanux BaritHux cknana 40,6%, mizuboi 3PII — 59,4%, Tomi sk y
BaritHux 6e3 BlJI-iHdekii yacrora panapoi 3PII cknana 23,8%, mizapoi — 76,2%.
Bunineni HactynHi ¢akropu pusuky BuHukHeHHs 3PII y BlJI-iHdikoBanux
BariTHUX: BHUCOKe BipycHe HaBaHTakeHHs BH>50 PHK/kom. (43,7% mnpu 3PII
npotu 25% 6e3 3PII, p < 0,05), 3umxenuns piBas CD4+ (16,9 % npotu 2,3%
BianoBigHOo, p < 0,05); IV kminiuna cramgis BlJI-indexuii (cnocrepiranack B 2,9
pasu yacTiiie, HiX B TpyI MOPIBHSIHHS), BikoBa kareropist 40-45 pokiB (y 16,9% 3
3PII npotu 8,7% 6e3 3PII, p < 0,05), HegoctatHicTh Macu Tina (59,8% npotu
30,6% BignoBigHO, p < 0,05), nediuT Macu Tina cocrepirascst Bukiro4Ho y BIJI-

iH(ikoBanux BaritHux 3 3PII 1 cknas 2,7%.



Jpyruii eram BKIIOYAaB IPOCIEKTUBHE KOMIUICKCHE MOCTIDKCHHS IS
BU3HAUEHHS 01aTKOBUX (hakTopiB pusuky BuHHKHEHHS 3PII y BaritHux 3 BLJI-
iHpexkmiero. B mocmimkeHHs Oyno BkiIodeHO 74 BariTHMX KiHku 3 BIJI —
iHdexkuiero. OcHoBHA rpymna Bkaovana 36 BlJI-iHdikoBaHUX BariTHUX Ta pOALIb 3
3PII. I'pyny nopiBHsiHHsA ckianu 38 BLJI-iHdikoBaHMX BariTHUX Ta poiiilb 0e3
3PII. KonTposnbHa rpyna — 36 BariTHUX >kiHOK 0e3 BlJI-iHdexkii.

B rpyni BUI-indikoBanux BaritHux 3 3PII gocTOBIpHO YacTiiie BHUSBICHO
HIKIJJIMBI 3BUYKKU: namiHHs (63,9% npotu 44,7%, p < 0,05), HanMipHe BXKUBaHHS
ankoroio (8,3% npotu 5,2%, p < 0,05), Hapkomanito (13,9% npotu 2,6%, p <
0,05). BusiBinena goctoBipHO Oinibilia yactota Ko-iH(ekin: rematut B B 30,6%
npotu 15,8% (p < 0,05), renatur C B 25% npotu 7,9% (p < 0,05), cudinic 5,6%
npotH 2,6% (p < 0,05), TyOepkyIb03 jierens B 5,6% npotu 2,6% (p < 0,05).

Y BlI-indikoBannx BaritHux 3 3PII BigMidaerhcss Oimbllia YacToTa
OOTSDKEHOTO aKyIIepChKO-TIHEKOJOTIYHOTO aHamHe3y: ITy4Hi aboptu y 58,3%
npotu 36,8% (p < 0,05), camoBuibHUM BuKHeHb y 30,6% npotu 23,7%, 3aBMepia
BariTHICTh y 33,3% npotu 23,7% (p < 0,05), HapoHKEHHS iTEH 3 MaJIOI0 MacCOI0
Tina 25% npotu 13,2% (p < 0,05), nepunaransHl BTpatd B aHamHesl B 11,1%
npotu 5,3% BignoBigHo (p < 0,05). Ilepedir BaritHocTi y BlJI-iH}ikoBaHMX
BaritHux 3 3PII OyB yckmamgnenuit anemiero B 41,7% mporu 28,9% (p < 0,05),
TeHaeH1l€er0 10 rinepkoaryisuii y 30,6% npotu 18,4% (p < 0,05), 6akrepiaabHUM
Barino3oMm y 47,2% mnpotu 31,6% (p < 0,05), BariHanpbHUM KaHIuI030M y 66,7%
npotu 44,7% (p < 0,05), 3arpo3oro nepepuBanHs BaritTHOCTI y 44,4% npotu 31,6%
(p < 0,05), 3arpo3oto mepenuacHux noJoriB y 33,3% nportu 21,2% (p < 0,05),
nuctpecoM 1ona y 24,1% npotu 5,3% Binnosigxo (p < 0,05).

OniHKa TCUXOEMOIIMHOTO CTaHy BariTHUX T[OKa3ajla BUCOKUM pPIBEHBb
TPUBOTH y BAriTHUX OCHOBHOI TPYIH, SKUM Ma€ TEHACHINI0 10 3pOCTaHHS
npotsrom BaritHocTi. Y BlJI-indikoBanux BaritHux 3 3PII mpu mocrtaHoBI Ha
OOJIIK CyMapHO CepeliHii Ta BUCOKWI piBeHb TpUBOTHU ckiaB 77,8% mpotu 50%
BariTHUX rpynu nopiBHsAHHA Ta 13,9% BariTHux kKoHTpOsbHOI TpynH (p < 0,05), B

IIT TpumecTpi 1eit mokasuuk ckias 97,2%, mpotu 89,5% 1 25% siamosiguo (p <



0,05), mo BKa3ye Ha MOJIHMBHI BIUIUB MCHUXOEMOILINHUX MOPYLIECHb XIHKA Ha
po3BUTOK TuTanieHTapHOi mucynkiii ta 3PII. BusBieHo 3aiexHICTh pPiBHA
TPUBOTU y BariTHUX 3anexHo Bix ctaaii BUJL. Tak, B rpymi xinok 3 3PIT mpu 1
kimiHiyHIE cranii BlJI-iHdexmii yacTka BariTHUX 3 BHUCOKMM pPIBHEM TPUBOTHU
cknana 25,0%, npu II cramii BIUJI — 27,8%, npu III crami — 47,2%, npu IV —
52,8%. Y BUI-indikoBanux BaritHux 0e3 3PIl mpu [ wminiyniit cranmii BIJI-
1H}eKIii yacTKa BariTHUX 3 BUCOKUM piBHEM TpuBoru ckiana 15,8%, mpu Il cranii
— 18,4%, npu III cramii — 26,3%, npu IV craaii - 34,2%, 1m0 MTiATBEPIXKYE
HasBHICTh TPUBOTM Yy IHOK HE TUIBKM Y 3B'SI3Ky 3 (DaKTOM BariTHOCTI,
GbopMyBaHHIO MATOJOTIYHOI T€CTAIlIMHOI JIOMIHAHTH, a 1 y 3B'I3Ky 3 HAsBHICTIO
BlJI-indekii.

HasBHiCTh cTpecy MiATBEpIKY€E 3MIHA PIBHIB TOPMOHIB CTPECY Ta MArHiio B
KpOBI BariTHUX aociipkyBanux rpyn. Y BlJl-indikoBanux BaritHux 3 3PII
OTpUMaHI JOCTOBIPHO BHCOKI PiBHI KOPTU30idy 10 51,94+4,1 MKr/mn, aapeHaniHy
98,2+6,3 Hr/n, Hopagpenamny 612,2+12.4 Hr/n B mopiBHSIHHI 3 (Pi310J0TTYHOIO
HOpMoOto. PiBenb mardito OyB Hmkue Hopmu 1 ckiaB 0,52+0,08 mMons/a, mio
JOCTOBIPHO HIDKYE TMOKa3HWKa B rTpymi mopiBHsHHA 0,69+0,IMMornbs\n  Ta
0,78+0,09 MMonw/a B rpymi koHTposto (p < 0,05).

HenocrarnicTs BiTaMiny /[ y BariTHUX OCHOBHO1 Ipynu ckjiana 61,6% npotu
42,1% rpynu mnopiBHsHHA Ta 33,3% koHTpodabHOI rpynu (p<0,05), aediuut
BiTamiHy J| B oCHOBHi#l rpymi 3yctpiuaBcs B 25%, 110 B 2,4 pa3u yacTilie, HiX B
rpyni nopiBHsiHHA (10,5%) Ta B 3 pa3u yacrilie, HK y BariTHUX KOHTPOJIbHOT
rpynu (8,3%) (p<0,05), mo MoOXHa BBa)KaTW AOJATKOBUM (PAKTOPOM PHU3UKY
BUHUKHEHHS TJIAICHTaPHOI TUCHYHKITII.

[Ipu BMBUYEHHI CHUCTEMHU IreMOCTa3y BCTaHOBJIEHO, 10 y BlJI-iHdikoBaHuX 3
3PII piBens ¢iOpuHOreHy OyB MOCTOBIpHO mMijABHINECHUN 1 ckiaB 590,85+10,15
mr/ann npotu 438,75+£5,23 wmr/mn rpynu mopiBHsHHS Ta 354,17£9,66 wmr/mn
KoHTposibHOT rpynu (p < 0,05), POMK Ttakoxx OyB [OOCTOBIpHO BHILIUA
(241,67+7,25 mr/n npotu 82,83+1,84 mr/n ta 41,92+0,24 mr/a, p < 0,05), Tomi sk
AT III OyB pnocroBipHo Hwxkuuid (67,25+1,39% npotu 88,33+1,87% Ta



105,08+2,72% BigmoBimHo, p < 0,05). ToOGTo BCcTaHOBIEHA TEHACHINS O
rinepKoaryssii, Mo MoXe OOYMOBIIOBAaTH PU3WUK BHHHKHEHHS ILIAIlCHTapHOI
nuchyHKIII Ta GOopMyBaHHS 3aTPUMKH PO3BUTKY IUIOAA.

BusHnaueHo J0CTOBIpHO HIDKYMK pIBEHb IUIAIEHTAPHOTO JIAKTOTCHY Y
BariTHUX OCHOBHOI rpynu — 1,9+0,32 wmr/n mporu 5,1+083 wmr/m B rpymi
nopiBHsHHSA Ta 7,2+1,03 mr/m B koHTponbHIA Tpymi (p<0,05), piBeHb ecTpiony
ckiaB 6,2+1,03 wmons/n mpotu 27,244,4 wumonp/m Ta 31,8+5,3 HMOIB/N
BianoBigHO (p<0,05), piBeHb MPOTECTEPOHY B OCHOBHIM Trpymi OyB JTOCTOBIPHO
HwKuuid 241,1+6,85 Hmonb/n B mopiBHsAHHI 3 308,4+50,03 HMmosb/T B TpyIi
nopiBHsAHHA Ta 389,2+64,9 HMonb/a1 B KoHTpoisibHIM Tpyni (p<0,05). PiBenb
IIAleHTapHOTO (PaKTOPy POCTY BUSIBUBCS JOCTOBIPHO HIKYMM B KPOBI BAariTHUX
OCHOBHOI rpynu 233,6+4,6 u/mMa npotu 518,2+84,06 /M1 rpynu MOPIBHSAHHS Ta
622,7+103,7 u/mn kontposbHOi Tpynu (p<0,05), mo Bka3zye Ha HEJOCTATHICTH
TOPMOHAJIBHOI (PYHKIIT IMJIAIEHTH Ta MOXKE OYTH JaHKOIO MAaTOT€HE3y PO3BUTKY
IIaleHTapHOI JUCHYHKIIII.

BcranoBiieHO MigBUINEHHS MOKA3HUKIB MyJIbCAIIMHOTO 1HIEKCY B apTepisix
nynoBunu 10 1,524+0,13 (p<0,05), mo y 2,8 pa3iB nepeBUIlly€e MOKa3HUK y TPyIHU
KOHTpOIIO Ta pedepeHTHI 3HAYCHHS, ITIJBHINCHHS ITOKA3HUKIB ITYJIbCAIIITHOTO
IHIEKCY B cepemHiii Mo3koBid aptepii mioma ao 1,63+0,43 (p<0,05), mo
NEPEeBUUIYBAJIIO AHAJIOTIYHI TOKAa3HUKA B Tpynl MOpiBHSHHA y 1,6 pasis,
MIJBUIIEHHS 3HAYEHHS IepeOpo-TuialieHTapHoro criBBigHomenHs g0 1,09+0,15
BKa3yBaB Ha O3HAKW IeHTpai3aiii KpoBooOiry miojaa (p<0,05) Ta miJBUIICHHS
3HAYEHHS MyJIbCAIlIMHOTO 1HJEKCY B BeHO3Hi# npororii 10 0,87+0,15 (p<0,05).

HasBnicTs mutanienTapHoi nucyHKINT miaTBepKaeHa TaTOMOPGOIOTTYHIMHI
3MIHAMU TUIAIlEHTH: HE3PLIICTIO Ta JIETEHEPATUBHUMHU 3MIHAMHU, HEPIBHOMIPHOIO
apXITEKTOHIKOIO  TKAaHWMHW  IUIAICHTH,  HASBHICTIO  3HAYHOI  KUIBKOCTI
adyHKIIIOHAJTLHUX BOPCUHOK, BOPCHHOK 3 O3HAKAMHM TIMOIUIA31li CTPOMHU Ta KJIITHH
CHHIHTIOTPO(GOOIACTy,  BHUPaXEHHUM  IOBHOKPIB'SIM  CYAMH  BOPCHHOK,
MOBHOKPIB SIM Ta JIISHKAMH KPOBOBMUJIMBY B MDKBOPCHHYACTHA MPOCTIP,

MpOsIBAMM HEOAHTIOT€HEe3y Ta 30UIbIIEHHSM CYAUMHHOI KIJIBKOCTI B TKaHUHI



miarieHTy. [Ipu mpoBeneHi IMyHOTICTOXIMIYHOTO JOCTI/DKEHHS BIAMIYAIOCH, SIK
KUTBKICHE TaK 1 fIKICHE 30UIbLIEHHS EeKCIpecii MOHOKJIOHAIBHUX AHTUTII J0
CD31+ Tta VEGF, onTthmuyHa WIIIBHICTh SKUX cAraiza Big 2-X o 3-x OadiiB.
301TbIIIEHHST OMTHYHOI MIUIBHOCTI €KCIpecii MOHOKJIOHATBHUX aHTUTLT 10 CD31+
ta VEGF cBimuuth npo nopyuieHHs TpodiyHOi (DYHKII IJIAIEHTH 3a paxyHOK
JIETeHEpaTUBHUX 3MIH  CYJIMH  MIKPOLUPKYJISTOPHOTO  pyclay, a came
€H/I0TEN1aJIbHOTO KOMIIOHEHTY 1 3yMOBIIIO€ PO3BUTOK IUIALIEHTAPHOT AUCPYHKIII].

Ha tpeThomy etari npoBeeHO po3poOKy Ha OCHOBI OTPUMaHUX pe3yJIbTaTiB
KOMILJIEKCY  JIarHOCTUYHHUX  Ta  JIKyBaJbHO-NPO(MUIAKTHYHUX  3aXOJIB.
BpaxoByroun BHsBICHI MOPYIICHHS A0 KOMIUIEKCY BKIIIOYaEMO 30aTaHCOBaHE
XapuyBaHHS, TMCUXONPOQIIAKTUKY, MEIUKAMEHTO3HY KOPEKIII0 TPUBOTH, 3MIH
CUCTEMHU Te€MOCTa3y, MOPYLIEHHS BariHajdbHOI MIKpOQJIOpH, HEAOCTATHOCTI Ta
nedinury Bitaminy [| Ha T miaTpuMyrouoi ropMoHanbHOI Tepamii. [IpoBeaeHo
OIIIHKY €(EeKTUBHOCTI 3aMpPONOHOBAHOTO METOAY NPODUIAKTUKUA 3aTPUMKH
po3BUTKYy Twiona y 66 BlJI-iHdikoBanux BariTHUX. MeTomoMm pangomizailii B
OCHOBHY TpyIy BifiOpano 34 BariTHi xiHku 3 BIJI-iH(eKIier0, SKUM MPOBOIUIACH
npodinaktuka 3PII 3rimHO po3poOIieHild METOMUWIl, Y TPYIy MOpiBHSAHHSA — 32
BariTH1 xiHku 3 BUJI-iH(exiiero, BeieHHsT BariTHOCTI SKUX MPOBOJUIIOCH 3T1IHO
JIFOYHX IMPOTOKOITIB.

[Ipo  edexTUBHICTH  3ampPONOHOBAHOTO  JIIKYBAJIbHO-NPOPIUIAKTUYHOTO
KOMILJIEKCY CBIYUTH JOCTOBIPHE 3MEHIIIEHHS BUCOKOTO PIBHSI TPUBOTHU B 2,5 pasu
(3 47,1% no 18,8%, p<0,05), mo 0OYMOBWJIO OUIBII CHPUATIWBI YMOBH ISt
PO3BUTKY BariTHOCTI 1 3HM)KEHHS 4YacTOTH 1i YCKJIaJaHeHb. Tak, BiIMIY€HO
3HIKEeHHS 4acToTH BuHUKHEHHS 3PII1 Ha 23%, gacrota pananoi 3PII B ocHOBHI
rpyni BaritTHocTi ckiana 16,7% npotu 38,4% BariTHUX Ipynu HOpIBHSHHSA (p <
0,05). Bigmiganock TakoX 3HWKEHHS YacTOTH TMEpeauacHUX MOJIOTIB B 2,3 pasw;
30UTBIIIEHHS CePeAHBOT Barv MpHU HAPOKEHHI B OCHOBHIHM Tpyti 10 2747,5+283,21
r npotu 2497,5+264,62 r, nmokpaunleHHs CTaHy JiTed Nnpu HapoikeHHi (Ha 1
XBUJIMHI OIIHKA 3a mIkaioro Amrap ckiana 7,65+0,1 6amiB nmpotu 6,56+0,1 GaniB y

HOBOHApPOXKEHUX Trpynu nopiBHsAHHA, p<0,05), 10CTOBipHE 3MEHIIEHHS YaCTOTH



NEepUHATATbHUX YCKJIAJHEHh HOBOHAPO/KEHUX — MOMIpHA acQikcis BiaMiueHa y
8,8% mpotu 25% B Tpymi MOPIBHSAHHS, TSKKa acQikcis Ta HEBPOJIOTIYHI
nopyueHHs y 2,9% npotu 9,4% (p<0,05), BiACyTHICTh IEPUHATATILHUX BTpPAT.

HoBu3zHa po0otu nonsrae B HacCTynmHOMy. BiU3HaueHO 4acTOTy Ta CTPYKTYpPY
3aTPUMKHA PO3BUTKY Iiona y BIJI-iHdikoBaHMX BariTHMX Ha TEMEpilIHINA yac.
BcTranoBneHno, 1o wacrtora 3aTpUMKH po3BUTKY Ioga y BlJI-indikoBanux
BariTHUX ckiangae 36,3%, y cTpykTypi sxoi panas 3aiimae 40,6%, mizas - 59,4%
BIIIIOBIIHO.

Ha ocHOBI mpoBeneHuX IOCHIIKEHb BHUJLJIEHI AOJATKOBI (PAKTOPU PU3UKY
BUHHUKHEHHSI 3aTPUMKM PO3BHUTKY IUIOAA Yy BariTHuUX >XiHOK 3 BlJI-iHdekmiero:
3HIDKEHUM 1HJIEKC MAacH TiJIa, CEpeHIA Ta BUCOKUN PiBEHb TPUBOTH, BUCOKI PIBHI
CTPECOBHX TOPMOHIB, HEJOCTATHICTh Ta A€PIUUT BiTamiHy /| Ta MarHiro, 3MiHH
CTaHy cucTteMu remocrtasy, koiHdekiii BIJI, peruauByroul OakTepialibHI 3MiHH
BariHajJbHOI MIKPOQIIOpH.

JloBeneHo, WO CBO€YacHa JlarHOCTUKAa (QaktopiB pusuky y BlJI-
1H(}IKOBaHUX BariTHUX (TECTyBaHHSA JJIsl BUSHAYCHHS PIBHS TPUBOTU, BU3HAUCHHS
piBHS KOpTH301y, BiTaMiHy J[, marito B cupoBarui KpoBi, piBHI POPMK ta
¢b10puHOTEHy, OILIHKA CTaHy BariHaJbHOT MIKPOQUIOpPH) Ta BIAMOBITHA KOPEKIIis
BUSIBJIEHUX MOPYILIEHb J03BOJIsi€ 3HU3UTH yacToTy 3PII.

3anporoOHOBAHO HOBUI, MTaTOr€HETUYHO OOIPYHTOBaHHUM,
nudepeHIiioBaHni  BIIHOCHO  BUSIBICHMX  (DaKTOpPIB  PHU3UKY  KOMILIEKC
JIKYBaJIbHO-NPO(UIAKTHYHUX 3aXOJlIB 1010 PO3BUTKY 3aTPUMKH PO3BUTKY IJI0/1A
y BUUI-iH(ikoBaHMX BariTHUX.

JUis TMpakTUYHOTO 3aCTOCYBaHHS 3alpOIIOHOBAHO OHOBJIEHUH KOMILIEKC
(dbakTopiB pU3MKY 3aTPUMKH pO3BUTKY Iuioga y BlJI-iHdikoBaHux BariTHuUx 3
BKJIFOUEHHSIM BH3HAUEHHS PIBHSA TPHUBOTM (TECTyBaHHSAM 3a IIKajoio beka),
BU3HAUEHHSM PIBHS KOPTU30IY, BiTaminy I, Mg, 3MiH cucTeMu reMocTasy, OLIHKA
CTaHy BariHaJibHOI Mikpodiopu. i MpakTUKYIOUUX JIKapiB 3alpONOHOBAHUM

pO3po0JICHHI anropuT™M 0O0CTe)eHHs BariTHux 3 BlJI-iHdekiiero Ta KOMILIEKC



JIKYyBaJIbHO-TIPOITAKTUYHANA 3aXO/IB IIOJAO BUHUKHEHHS 3aTPUMKH PO3BHUTKY
wioga y BIJI-in(ikoBaHUX JKIHOK.
Knrouosi cnosa: BlJI-iHdexkinis, BariTHICTb, 3aTpUMKa PO3BUTKY ILJIO]A,

IUTalleHTapHa TUCYHKINS, TPUBOTA, KOPTU30I, BiTaMiH JI, MarHiii.

SUMMARY

Onyshchyk L.M. Optimization of Pregnancy Management Strategies in HIV-
positive Women with Fetal Growth Retardation - Qualifying scientific work as a
manuscript.

A thesis for a PhD Degree in Medicine in area of expertise 22 Health in
specialty 222 Medicine (with focus on Obstetrics and Gynecology). — Shupyk
National Medical Academy of Postgraduate Education, Ministry of Health of
Ukraine, Kyiv, 2020.

The thesis has been conducted with the aim of reducing the occurrence rate
of fetal growth retardation in HIV-positive pregnant women due to identifying
additional risk factors for this pathology by optimizing the way the patients are
diagnosed and obtained prevention.

To achieve this goal, our study was divided into three stages. The first stage
included a retrospective analysis of labour and delivery summaries of pregnant
women and obstetric histories of HIV-positive pregnant women and parturient
women with FGR (n = 112), HIV-positive pregnant women and parturient women
without FGR (n = 356), pregnant women and parturient women without HIV
infection (n = 360).

The retrospective analysis showed that the incidence of fetal growth
retardation in HIV-positive pregnant women was 36,3% compared to 6,0% in
pregnant women without HIV infection (p <0.05). In the structure of FGR, the
incidence of early FGR in HIV-positive pregnant women was 40,6% and 59,4% of
late FGR whereas in pregnant women without HIV infection the incidence of early
FGR was reported in 23,8% of cases and late on-set form of FGR was reported in

76,2%. The risk factors for FGR in HIV-positive pregnant women have been



identified as follows: high viral load VL> 50 RNA cp/ml. (43,7% with FGR vs
25,0% without FGR; p <0.05), a low CD4 + cell count (16,9% vs 2,3%,
respectively; p <0.05); clinical stage 4 HIV infection (reported 2,9 times more
often than in the comparison group), the 40-45 age group (16,9% of FGR cases
versus 8,7% of cases without FGR; p <0.05), low birth weight (59,8% vs 30,6%,
respectively; p<0.05), underweight body cases, reported only in a group of HIV-
positive pregnant women with FGR, were 2,7%.

The second stage included a prospective comprehensive study and was
aimed at identifying additional risk factors that can cause FGR in pregnant women
with HIV infection. The study comprised 74 pregnant women with HIV infection.
The treatment group included 36 HIV-positive pregnant women and parturient
women with FGR. The comparison group consisted of 38 HIV-positive pregnant
women and parturient women without FGR. The control group included 36
pregnant women without HIV infection.

If compared to other groups, HIV-positive pregnant women with FGR were
found out to suffer more often from such harmful habits as: smoking (63,9% vs
44,7%; p <0.05), excessive alcohol consumption (8,3% vs. 5,2%; p <0,05), drug
addiction (13,9% vs 2,6%; p <0.05). Also, in this group of patients there was
detected significantly higher rate of occurrence of the following co-infections:
hepatitis B (30,6% vs 15,8%; p <0.05), hepatitis C (25,0% vs 7,9%; p <0.05),
syphilis (5,6% vs 2,6%; p<0.05), pulmonary tuberculosis (5,6% vs 2,6%; p <0.05).

The group of HIV-positive pregnant women with FGR showed more cases
of the burdened obstetric and gynecological history: artificial abortions (58,3% vs
36,8%; p <0.05), miscarriages (30,6% vs 23,7%; p<0.05), non-developing
pregnancy (33,3% vs 23,7%; p <0.05), low birth weight (25,0% vs 13,2%; p
<0.05), history of perinatal loss (11,1% vs 5,3%; respectively, p<0.05). The course
of pregnancy in HIV-positive pregnant women with FGR was complicated by
anemia (41,7% vs 28,9%; p <0.05), a tendency to hypercoagulation (30,6% vs
18,4%; p <0.05), bacterial vaginosis (47,2% vs 31,6%; p <0.05), vaginal
candidiasis (66,7% vs 44,7%; <0.05), a threatened miscarriage (44,4% vs 31,6%; p



<0.05), a threatened preterm labor (33,3% vs 21,2%; p <0.05), fetal distress
(24,1% vs 5,3%, respectively, p <0,05).

The psycho-emotional state of pregnant women in the treatment group was
characterized by high anxiety level which tends to be increasing during the
pregnancy. When being enrolled in care, HIV-positive pregnant women with FGR
showed 77,8% cases of total medium and high level of anxiety versus 50,0% of
cases in the comparison group and 13,9% of cases in the control group (p <0,05),
the third -trimester anxiety level was 97,2% versus 89,5% and 25,0%, respectively
(p<0.05), which indicates the possible impact of psycho-emotional disorders in
women on the occurrence of placental insufficiency and FGR. The anxiety level in
pregnant women was revealed to depend on the stage of HIV infection. Thus, a
high level of anxiety was observed in 25,0% of pregnant women with FGR in the
first clinical stage of HIV infection, it was 27,8% during the second stage of HIV
infection, 47,2% in the third stage and 52,8% in the fourth stage. In the group of
HIV-positive pregnant women without FGR a high level of anxiety was reported in
15,8% of cases during the first clinical stage of HIV infection, in 18,4% of cases in
the second stage, in 26,3% of cases in the third stage and 34,2% of cases in the
fourth stage. The findings confirm the patients’ anxiety has been caused not only
by pregnancy, or formation of pathological gestational dominance, but also by the
presence of HIV infection.

The presence of stress is also confirmed by stress hormones level and
magnesium level changes in the blood of pregnant women from study groups.
Significantly higher than normal levels of cortisol (51,9 + 4,1 pg/dL), adrenaline
(98,2 = 6,3 ng/L), norepinephrine (612,2 + 12,4 ng/L) were determined in HIV-
positive pregnant women with FGR. The concentration of magnesium was below
normal levels (0,52 + 0,08 mmol/L), significantly lower than in the comparison
group (0,69 £ 0,1 mmol\L) and in the control group 0,78 = 0,09 mmol/L; (p <0.05).

Vitamin D deficiency in pregnant women of the treatment group was 61,6%
if compared to 42,1% in the comparison group and to 33,3% in the control group
(p <0,05), vitamin D shortage in the treatment group (25,0%) occurred 2,4 times



more often than in the comparison group (10,5%) and 3 times more often than in
the control group (8,3%) (p <0,05), which can be determined as an additional risk
factor for placental dysfunction.

Studying hemostatic system in HIV-infected with FGR the rate of fibrinogen
was measured using the Clauss method which showed its higher concentration
(590,85 + 10,15 mg/dl) than in the comparison group (438,75 + 5,23 mg/dl ) and in
the control group (354,17 + 9,66 mg/dl) (p <0.05); SFMC level was shown to be
significantly higher (241,67 = 7,25 mg/l) in pregnant women of the treatment
group than in the comparison group (82,83 + 1,84 mg/l) and in the control group
(41,92 £ 0,24 mg/l) (p <0,05), while antithrombin Il was significantly lower in
pregnant women of the treatment group (67,25 + 1,39% ) than in the comparison
group (88,33 £ 1,87% ) and in the control group (105,08 £+ 2,72%) (p <0.05). Such
changes in the hemostatic system may cause placental dysfunction and the fetal
growth retardation.

The amount of placental lactogen was found significantly lower in pregnant
women of the treatment group than in the comparison and control groups (1,9 +
0,32 mg/l vs 5,1 £ 0,83 mg/l vs 7,2 = 1,03 mg/l, respectively, p < 0,05), estriol
level in pregnant women of the treatment group was 6,2 = 1,03 nmol/L versus 27,2
+ 4,4 nmol/L in pregnant women of the comparison group and 31,8 + 5,3 nmol/L
in pregnant women of the control group (p <0,05), the level of progesterone in the
treatment group was significantly lower than in the the comparison and control
groups (241,1 + 6,85 nmol/L vs 308,4 £ 50,03 nmol/L vs 389,2 + 64,9 nmol/L,
respectively, p <0,05). The level of placental growth factor was found significantly
lower in the blood of pregnant women from the treatment group than in the
comparison and control groups (233,6 + 4,6 pg/mL versus 518,2 = 84,06 pg/mL
versus 622,7 = 103,7 pg/mL, respectively, p <0,05), which indicates disorders of
hormonal function of the placenta and may be a factor for pathogenesis of
placental insufficiency.

An increase in the pulsation index in the umbilical arteries to 1,52 + 0,13 (p

<0,05), which is 2,8 times higher than in the control groups and reference values,



an increase in the pulsation index in the middle cerebral artery of the fetus to 1,63
+ 0,43 (p <0,05), which exceeded similar indicators in the comparison group by 1,6
times, increasing the value of the cerebro-placental ratio to 1,09 + 0,15 indicated
signs of centralization of fetal circulation (p < 0.05), increasing the value of the
pulsation index in the venous duct to 0,87 £ 0,15 (p <0,05) has been established.

The presence of placental dysfunction is confirmed by the following
placental pathomorphological changes: placental immaturity and degenerative
changes, irregular placental tissue architecture, a significant number of immature
chorionic villi, villi with signs of hypoplasia of the stroma and syncytiotrophoblast
cells, pronounced plethora of villous vessels, plethora and hemorrhagic areas in the
intervillous space, manifestations of neoangiogenesis and an increase in the
number of capillaries in a placental tissue. The immunohistochemical study
showed both quantitatively and qualitatively increased expression of monoclonal
antibodies against CD31 + and VEGF, the optical density of which ranged from 2
to 3 units. The increase in the optical density of expression of monoclonal
antibodies against CD31 + and VEGF indicates a violation of trophic function of
the placenta due to degenerative changes in the vessels of the microcirculation,
namely the endothelial component, and causes placental insufficiency.

The third stage of our study included the development of diagnostic and
treatment-and-prophylactic measures, based on the obtained data. Taking into
account the identified disorders, the measures comprise a balanced diet,
psychoprophylaxis, medication treatment of anxiety, hemostatic disorders,
disorders of the vaginal microflora, vitamin D deficiency against the background
of maintenance hormonal therapy. The effectiveness of the suggested method for
prevention of fetal growth retardation in 66 HIV-positive pregnant women has
been evaluated. The thirty-four pregnant women with HIV infection were
randomized for the treatment group, who were taken FGR preventive measures
according to the introduced method, and the comparison group comprised 32
pregnant women with HIV infection, who received pregnancy care according to

the current protocols.



The effectiveness of the suggested treatment and prevention complex is
evident by a fact of significant reduction in high anxiety level by 2,5 times (from
47,1% to 18,8%, p <0,05), which led to more favorable conditions for the course of
pregnancy and reduced the frequency of its complications. Thus, there was noted a
decrease in the incidence of FGR by 23,0%, early FGR in the treatment group was
observed in 16,7% of cases compared to 38,4% of cases in the comparison group
(p <0,05). Also, we observed the following results: by 2,3 times decrease in the
number of premature births; an increase in the average weight of newborns in the
main group to 2747,5 + 283,21 g against 2497,5 + 264,62 g, satisfactory condition
of newborns at the time of birth, namely, the 1- minute score for treatment group
newborns by the Apgar scale was an average of 7,65 + 0,1 points versus 6,56 + 0,1
points in the comparison group (p<0.05); a reliable decrease in perinatal
complications in newborns, namely, moderate asphyxia was reported in 8,8% of
cases in the treatment group vs. 25,0% in the comparison group, severe asphyxia
and neurological disorders were observed in 2,9% of cases vs. 9,4% (p <0,05); no
perinatal loss was registered.

The novelty of this study can be summarized in the following findings. The
frequency and structure of fetal growth retardation in HIV-positive pregnant
women have been presently determined. The data show that the incidence of fetal
growth retardation in HIV-positive pregnant women is 36,3%, early FGR has been
reported in 40,6% of cases, whereas late FGR - in 59,4% of cases, respectively.

Based on the conducted research, the additional risk factors for fetal growth
retardation in pregnant women with HIV infection have been identified as follows:
low body mass index, medium and high anxiety levels, high levels of stress
hormones, vitamin D and magnesium deficiencies, changes in the hemostatic
system, HIV co-infections, recurrent bacterial changes in the vaginal microflora.

Our study has proved that timely diagnosis of risk factors in HIV-positive
pregnant women (anxiety testing to determine the level of anxiety, the

determination of cortisol, vitamin D, serum magnesium, fibrinogen and soluble



fibrin monomer complexes (SFMC) levels, the assessment of vaginal microflora)
and appropriate correction of detected disorders can reduce the FGR incidence.

We have suggested a new complex of treatment and preventive measures for
fetal growth retardation in HIV-positive pregnant women, which is
pathogenetically substantiated and differentiated in relation to the identified risk
factors.

To introduce into practice, we have suggested an updated number of risk
factors for fetal growth retardation in HIV-positive pregnant women, including
determination of the anxiety level (by Beck Anxiety Inventory assessment),
determination of cortisol, vitamin D, Mg, changes in hemostatic system,
assessment of vaginal microflora. For health practitioners, an algorithm for
screening pregnant women with HIV infection and a complex of treatment and
preventive measures for fetal growth retardation in HIV-infected women have been
developed.

Key words: HIV-infection, pregnancy, fetal growth retardation, placental

dysfunction, anxiety, cortisol, vitamin D, magnesium.
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