EOEKTUBHICTD KOMBIHOBAHOTO NPEMAPATY
TEPHIQA3O0NN-HEOMILUWHY CYNbOAT-HICTATUH-
MPEAHI30ONOH Y TOMIYHINA TEPANIT BATIHANBHOTO

ONCB103Y, ACOLINOBAHOTO 3 ATOPOBIUM VAGINAE, Y
HEBATITHUX TA BATITHUX KIHOK 13 PEMNPOAYKTUBHOI0
HEQOCTATHICTIO

BCTYN

CninbHoTa BariHanbHUX MIKPObIB € CKNagHow
Ta [MHaMIYHOI, CKNafaeTbcA 3 rpynu GakTe-
piiA, AKi 3a3BMYal XapaKTepu3yloTbCA BEINKOLO
KinbkicTio naktobauun (J16), wo eBonioLioHyoTb
MPOTAFOM MXUTTA XKiHKM, 3aNeXHO Bif BiKy, €THiu-
HOI MPUHANEeXHOCTI, PiBHA CTaTEBUX FOPMOHIB,
CeKCyarnbHMX NPaKTUK, HAABHOCTI BariTHOCTI Ta
HaBKOMMLWHbOrO cepepoBumLa. BariHanbHa Mi-
KpobioTa Bigirpae BupilwanbHy ponb y 380poB'i
XIHOK (iHdeKUiHi npouecyu, penpogykTvBHa
cdepa), a Takox 340pOB"T ixHix nnogis [1].

bakTepianbHuin BariHo3 (BB) xapakTepu3y-
€TbCA HafAMIpHOW KinbKicTio 6akTepiil, oco-
6nvBo Buais Gardnerella, BUCOKO MiKpO6GHOO
Pi3HOMaHITHICTIO aHaepobHUX | daKynbTa-
TWBHO aHaepobHMX BUAIB GaKTepil, a TakoX
BUTICHEHHAM NOTeHUinHO 3axucHux JIb y Ba-
riHanbHin piguHi [1-4]. Gardnerella vaginalis,
Atopobium vaginae i Prevotella bivia € BariHanb-
HUMU 36YOHUKaMW, AKi BUABAAIOTLCA Ha PaHHIX
cTapiax bB [5].

AepobHuin BariHiT (AB) xapakTepusyetbca
Anc6io3om nixBM 3 NepeBaHO aepobHO Mi-
Kpodnopolo, KULLKOBUMM BaKTepiaMy, pisHUMY
PiBHAMU BUPAKEHOCTi 3amafieHHA B CM30Bil
MiXBY Ta MOPYLIEHHAM [O3pPiBaHHA BariHamb-
HOro enitenito. 3a pesynbraTamu MiKpOCKonii
NixBOBUX BUAINEeHb y NaLieHToK 3 AB BiA3Hauva-
€TbCA HAABHICTb NeMKOLMTIB i He3pinnx napaba-
3anbHUX eniTenianbHUX KNiTWH. B AB € cninbHi
pwvicy 3 BB: 3arnbensb J1b, HaaBHICTb 3HaUHMX Gi-
new i3 THUNICHUM 3anaxoMm i NigBULLEHHA PiBHA
pH. 3a BB y nixsi BUABNATLCA NepeBaxHO 06-
niraTHi aHaepobHi komeHcanu. A 3a AB Hallyac-
Tilwe 3ycTpivaloTbca dakynbTaTvBHI aHaepobu,
30Kpema npepacTaBHUKKM Enterobacterium spp.,
Streptococcus spp., Staphylococcus spp. [6].

AepobHo-aHaepobHMIn  Ancbio3 nposaBns-
€TbCA CNONYYEHHAM Y AiarHOCTUYHO 3HAYYLLNX
KifIbKOCTAX YMOBHO-NMATOreHHNX Mikpoopra-
Hismi (YIIM), xapakTtepHux gna bB i AB, i 3y-
cTpivaeTbca y 50-60% XiHOK i3 BariHanbHUM
nmcbiosom.
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A. vaginae € BaXnMBUM KOMMOHEHTOM CKNaf-
HOi aHOManbHOI obniraTHOI aHaepo6HOI Bari-
HanbHoi Mikpodnopw 3a bB. He3Baxatoun Ha Te,
wo A. vaginae, sk i G. vaginalis, Takox 6yB BUAB-
neHwin y HopmanbHii dnopi (Big 8 go 25%), BiH
HabaraTo yvacTille 3ycTpiYaeTbCA B MaLiEHTOK
came 3 bB, 3a gaHuMu pi3HKX gocnigxeHb, — Bif
50 po 96%. MokasaHo, wWo A. vaginde Bigirpae
BaXNuBY ponb y natodisionorii BB i BBaxa€eTbCA
NPYHaNMHI YaCTKOBO NPUYMHOI BiOMIX He-
raTMBHWUX Hacnigkis [5, 7].

HasBa «Atopobium», Wo rpeubkolo 03Hauae
«AMBHA WBa icToTa», byna 3anpornoHOBaHa
B 1992 p. ana nepeknacudikauii TPboX BULIB
GakTepilt, Aki paHiwe Hasmeanuca Lactobacillus
minutus, Lactobacillus rimae i Streptococcus
parvulus [8]. Pig Atopobium Hanexutb fo ci-
menctea Corynebacteriaceae, i mMoxHa Bugi-
nnt Atopobium minutum, Atopobium rimae,
Atopobium parvulum i ni3Hiwe onucaHi
Atopobium deltae i Atopobium fossor [8]. Y 1999 p.
Jovita M. Rodriguez et al. (1999) [9] Bnepue
onucanu A. vaginae, BAgineHi i3 nixau 340po-
BOI XiHKW. Lle rpamno3uTuBHi, eninTuyHi abo
nannukonopfibHi Koku, Hepyxomi Ta Hecrno-
POYTBOPIOBaNbHI OPraHi3mu, AKi 3yCTpivaloTbca
MOOJMHLi, Napamu, 3rycTkamm abo KopoTKMMU
naHutoxKamu. BoHu BUpo6NATb BENWKY KiNb-
KiCTb MOJTOYHOI KUCIOTW MOPAJ 3 OLTOBO Ta
MYPaLLMHOK KUCNOTaMu, i € CyBOpPUMM aHa-
epobamu [9]. A. vaginae Bupobnae pepmeHTM
Ta MeTaboniTu, AKi MOXYTb NOPYLINTUA XUCTKUN
6anaHC BariHaNbHOI E€KOCUCTEMU Ta CTMPUATM
PO3BUTKY CUMMTOMIB, NOB'A3aHuX i3 bB, nerko-
PeE€L0, BUCOKMM piBHEM pH Ta HafABHICTIO KlOY0-
BUX KNiTUH. MpucyTHicTb A. vaginae nos’asaHa 3
YTBOPEHHAM 6ionniBKM, AKa CNpUAE CTIRKOCTI
[0 MeTpoHifasony Ta peuuansam iHdekwii [10].

HaABHICTb  BMCOKOCTPYKTYpOBaHOi noni-
MiKpOOHOi 6ionniBkM Ha BariHanbHOMY eni-
Tenii € BigMiTHOI 03Hakoto BB, iMoBipHO iHi-
uinosaHoto obniraTHUMK aHaepobamu pogy
Gardnerella, aka noTiM cTae NigrpyHTAM AnA
NPUWERHAHHA iHWMX BWAIB [2]. A. vaginae €
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OAPMAKOTEPATIIA

OAHUM i3 BMAiB, AKi YacTo TpannAloTbcA B bionniskax, ono-
cepepnkoBaHux G. vaginalis [5]. LlikaBo, wo A. vaginae pyxe
pigko TpannaeTbca 6e3 npucyTtHocTi G. vaginalis [2]. YTBopeHHs
6ionniskn npy BB € MexaHi3MOM BipyNeHTHOCTi, AKMIA NOCUITIOE
natoreHHicTb [7]. JocnigxenHs L. Hardy et al. (2016) [11], nogi6-
He [0 onmcaHoro paHilwe A. Swidsinski et al. (2005) [12], npoge-
MOHCTPYBano, Wo npukpinneHi A. vaginae 1a G. vaginalis Biya-
ni3yBannca BifnoBigHo y 54 Ta 82% 3pas3kiB i3 6akTepianbHO0
6ionniskoto 3a bB. byno BusaBneHo, wo G. vaginalis cTaHOBUTb
60% abo 6inblue, a A. vaginae - 40% abo MeHLe 6akTepianbHO-
ro cknagy 6ionnisku. BBaxaeTbcs, Wwo G. vaginalis pie Ak novat-
KOBUIN KOMOHI3aTop [1A CTBOPEHHA PaHHIX CTPYKTYp Gionniskuy,
[0 AKX MOXYTb NPUELHYBATUCA BTOPUHHI KONOHI3aTopy, 30Kpe-
Ma A. vaginae [7]. Bucoki BariHanbHi KoHLeHTpauii G. vaginalis Ta
A. vaginae MOXyTb CTBOPUTU CNPUATAMBE CepefoBHLLe ANA iH-
LIMX aHaePOOHUX rpaMHeraTBHUX 6akTepin [13].

Y HeBariTHUX XiHOK GakTepii, 3anyyeHi fo bB, moxyTb cno-
yaTKy BMKIMKATK LiepBiLMT, eHLOMETPUT, CanbmiHriT Ta iHdek-
Lii ceyoBmBiaHMX WNAXiB. MMicnsa NOWKOAXKEHHS WUAKKA MaTKN
6aKTepii MOXyTb MIrpyBaTh 3 HUXHIX Yy BEPXHi CTaTeBi WAAXY,
JocAraluy MaTki Ta Gannoniesnx Tpyo, i BUKNMKaTK Taki XBO-
pobu, fiK 3anasnbHi 3aXBOPIOBaHHA OpraHiB Manoro Tasa, iHdek-
uii i HaBiTb paK WUIKK MaTKK abo TpybHe be3nnigaa. Y Takuii
cnoci6 bB noB's3aHuiA 3i 3HAUHO MigBULLEHUMI MOKA3HUKAMMU
3apakeHHs Bipycamu NpocToro repnecy, imyHogediunTty niogu-
HW, NaninomaBsipycoMm i nepefadi NaToreHis, AKi CNIPUYNHAIOTH
cndinic, WaHKpoig, roHopeto, TPMXOMOHIa3 i xnamigios [1].

[ToKasaHo, Lo XiHKK, Y NiXBi AKUX MICTATbCA BUCOKI KOHLIEH-
Tpauii G. vaginalis Ta aHaepobHUX rpaMHEraTMBHUX GaKTepiil,
MOXYTb MaTW BULLi PiBHI NPO3ananbHUX LWTOKIHIB, i, Ha fyM-
Ky aBTOpIB, Lie MOXe OyTV MPUUYMHOI NiLBULLEHOMO PUNKY
CMOHTaHHKX NepeayacHmx nonoris [2]. 10-30% BariTHKX i3 BB
HapOAXYIOTb NepefyacHo, a nepefyacHi Noiory YacTo cynpo-
BOZPKYIOTbCA NeprHaTaNbHOK CMepPTHICTIO — Ao 70% y BCboMy
cgiTi [1, 14]. Nig vac BariTHocTi BB niaBMLLy€e pU3NK Ni3HLOrO
BMKMIHSA, BHYTPILIHBOYTPOBHOI CMepTi Nnoda, nepeavyacHoro
PO3puBY NIIOAOBUX 060NOHOK, IHQIKYBaHHA aMHIOTUYHOI pign-
HU, XOPiOaMHIOHiITY, NicnAabopTHYX i MicnANonorosmx iHdekwii
[1, 5, 7, 15-17]. Bugu Atopobium, Prevotella 1a Streptococcus
6ynu BuABNEHi B 6iNbLLOI KiNbKOCTI KIHOK i3 MOBTOPHUM BUKUA-
HeMm [18]. A. vaginae € OCHOBHIIM KOMMOHEHTOM CKJlafHOI aHo-
MasibHOI BariHanbHoi MikpobioTn 3a BB, nocuniotoun iHpeKuii,
AKi MOXYTb CIPUYMHUTI NepefyacHi nonoru. Brcoka BigHocHa
KinbkicTb A. vaginae y Il TpumecTpi BariTHOCTi € NPOrHOCTAYHOO
03HaKoI0 nepegyacHux nosnoris [19].

3a3BMyal KniHiyHa Tepania BB nepepbayae BUKOPUCTaHHSA
AHTMOBIOTMKIB i3 LIMPOKMM CMEKTPOM aKTUBHOCTI NMPOTU aHae-
POOHMX MIKPOGIB i HamnpocTiWwwMx: nepopanbHe abo Micuese
3acTocyBaHHA KNiHAAMILMHY i MeTpOHia3ony Ta/abo BUKopu-
CTaHHA NPOoO6IOTUKIB. K anbTepHaTBY MOXHa 3aCTOCOBYBATU
MicueBi aHTUCeNnTuKK [4].

byno onucaHo pesucTeHTHiCTb A. vaginde BO MeTpoOHiga-
3ony. CraHfapTHa aHTMGIOTMKOTepania YacTo He [a€ pesynb-
TaTiB, NPUOGAN3HWIA piBeHb peuuamnBiB CTaHOBUTH 50-80%
yepes WicTb MicAuiB cnocTepexkeHHa [1, 20]. JocnigxeHHs in
vivo 3 MiCLeBMM METPOHIa30NBMICHAM refieM, npoBefeHe
C.S. Bradshaw et al. (2006) [21], nokasarno, Lo YacToTa peuu-
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pveis bB Gyna BuLolo 3a HaABHOCTI A. vaginae Ha BOAaToOK Ao
G. vaginalis. CTiiikicTb 6akTepianbHOi 6ionniBKM, WO MICTUTb
nepeBaxHo G. vaginalis i A. vaginae, MOXHa BBaXkaTui OCHOBHOIO
NpUYKHOK HeepeKTUBHOCTI NiKyBaHHA bB [7].

JocTynHi HayKoBi AaHi NiATBEPAXYIOTb, O AeKBaNiHilo X10-
pYA € OOHUM i3 AiEBUX TepaneBTUYHWX BapiaHTIB AN1A NiKyBaHHA
BB, 0CKinbKu BiH JEMOHCTPYE LUMPOKINIA aHTUMIKPOOHMIA CnekTp
LWOAO BIANOBIAHMX BariHanbHUX NaToreHis, 0cobnMBo NPOTU
G. vaginalis i A. vaginae, 6e3 npobnem i3 6e3nekoto [7, 20, 22].
Hidypaten Takox € ofgHWM i3 Halbinbw edekTUBHUX Tepane-
BTWYHKX 3acobiB AnA NikyBaHHA BB, ockinbku BiH Mae Bumco-
Ky aKTuBHiCTb Npotu G. vaginalis i A. vaginae, He BNMBa€E Ha
JI6 [7, 23]. B ekcnepumeHTi KOMOGIHOBaHMIA MpenapaTt TepHi-
[a30M-HeoMiLMHYy CynbaT-HICTaTUH-MPEAHI30NOHY  HaTpilo
meTacynbpobeH3oart (TepKnHaH®) NoKasaB BUCOKY YyTIUBICTb
KNiHiuHmMx i3onatiB G. vaginalis 1 A. vaginae B pi3HnX po3BeaeH-
HAX B JOCNIIKEHHI in vitro [24].

TepUHaH® € OQHUM i3 CyyacHUX epeKTUBHIX KOMOIHOBaHUX
TOMIYHMX Npenapartis, AKWI NOBHICTIO BiANOBIAAE CTaHAApPTaM
BpobHULTBa GMP i BXe noHag 20 pOKiB 3aCTOCOBYETbCA B
YkpaiHi [25]. OgHa BariHanbHa Tabnetka npenapaty TepKmMHaH®
MICTUTb:

o TepHigazon 200 Mr (egVHWIA aKTMBHIWWIA NpPeACTaBHUK
HiTpoiMiga3onis, po3pobneHunii cnelianbHO A8 MiCLeBOro
3aCTOCYBaHHS, L0 He Ma€ CUCTEMHOI Aii, YyTAMBICTb MiKpoop-
raHi3amiB 4o Hboro gocsarace 97%;

o HeomiuuHy cynbdat 100 mr (65 000 MO) (amiHorniko3ug
LIMPOKOTrO CMeKTpa fii, Mae GakTepuumaHy akTUBHICTb yepe3
NPUrHiYeHHA CMHTe3y GiNKiB Ha piBHI GakTepianbHUX pubocom,
aKTWUBHWIA LWOAO rPaMno3nUTUBHUX | rpaMHeraTBHUX 6akTepin,
He Ma€ pe3op6TUBHOTO edeKTy);

o HicTaTiiH 100 000 Of (nonieHOBMIA NPOTUIPUOKOBWIA aHTNGIO-
TUK, NpUTHivye picT rpubis poay Candida);

e NpefHi30noHy MeTacynbpobeH3soat HaTpito 4,7 Mr, Lo Bif-
nosigae 3,0 Mr npefHi3onoHy (FMIOKOKOPTUKOIL, AKUA MaE
npoTn3ananbHy, AeceHcnbinisyBanbHy pito, Kynipye rine-
pemito, cBepbix, 6inb, He BCMOKTYETbCA B MiCLIEBUIA Kpo-
BOTIK) [26-29].

HeomiuuvH, TepHiga3on Ta HiCTaTMH He BCMOKTYIOTbCA 3a
MiCLLeBOro 3acToCyBaHHA, a CTiKiCTb MiKpodnopu [0 HMX
PO3BMBAETLCA fyXKe NOBiNbHO. Yepes pi3Hi MexaHi3mm gii Ha
MIKPOOHY KNiTWHY Ui aHTUMIKpOOHI 3acobu neBHol Mipoto
NOTeHLilol0Tb ePeKT OAMH OAHOTrO, WO [AE 3MOTY 3HU3UTU
BMICT aKTUBHVX PEYOBWH Yy Npenaparti, NiABULWMBLLN TaKNM
unmHoM npodinb oro 6esneku [26, 30]. BKNoUYeHHA Ao cKna-
Ay TepXnHaHy® MiKpoAo3 NpeAHi30N0HY CNPUAE WBUAKOMY
KynipyBaHHIO 3amanbHNUX ABULY Yepe3 3MeHLLEHHsA NMPOHUK-
HOCTi KaninAapis, HopManisauii MiKpOLMKynALii, 3MeHLeHHA
Habpsaky.

BrnpobHMLTBO BariHanbHOI TabneTkn TepXunHaH® nepep-
6auyae yTBOpPEHHA [BOPIBHEBUX FPaHyn, WO MiCTATb aK-
TUBHI PEYOBUHW: B OCHOBI — NPeAHI30I0HY HaTpilo MeTa-
cynbobeH30aT 3 NofanblUNM HaNUMOBAHHAM CYXOi CyMmiLui
TepHigasony, HicTaTMHy Ta HeoMmiuuHy. [paHynu cyBopo
KanibpyloTbca i BigbupaloTbca 3a po3mipom, nicnsa yoro 06-
BOMIKaTbCA CrneLianbHol CyMmilwwo (noniMonekynapHui
KOMMOHEHT, po3nyLlyBay Ta 3B'A3yBanbHa CybCTaHLifA), AKa
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CTBOPIOE CTPYKTYPY MaTPUYHOI TabNETKM, — FrpaHyn akTuB-
HWX PEYOBUH CKPINAIOITbCA CMONYYHUMMK «MiCTKamu». Y
BOJIOrOMY CepefoBuMLi Lii «MiCTKU» NOYMHAIOTb NMOCTYMNOBO
po3unHATUCA [26].

TabneTka TepXMHaH® NOJOBXeHO-NnecKaToi popmu, BKpU-
Ta NNiBKO, TOMY Bifpasy He po3MafaETbCA Mif Yac KOHTAKTY
3 BariHanbHUM CepefoBHLLEM, a MOBIIbHO MOLWAPOBO PO3uU-
HAETbCA | 3aBAAKN GOPMi MAE MaKCMManbHy MIOLLY KOHTaKTy
3i cM30BotO Nixsy. MaTpuyHa TabneTka BKpUTa arnomepaTom
TOHKVMX YaCTVHOK MarHito cTeapaty, po3nogineHnx no noBepx-
Hi Wapamu, Ma€ rmaaKy rMAHCOBY MOBEPXHIO Ta OKPYrAi Kpal,
KOB3ae€ NicnA BBeAeHHS, 3aBAAKN YOMY MiHiMi3ye noApa3HeHHA
cnm3oBoi 06onoHKw. MniBka fJoBONi JOBro 3abe3neuyye 3maly-
BasbHW edeKT [26].

AKTyanbHUM NUTaHHAM € BW3HAYeHHA MiKpobionoriyHol
edeKTNBHOCTI Nnikapcbkoro 3acoby TepxuHaH® 3a BariHanbHUX
ancbiosis, acouinoBaHux 3 A. vaginde B AiarHOCTUYHO 3Hauy-
LWMX KOHLIEHTpaLlifAX, 0COBNMBO B XiHOK i3 penpomyKT1BHOK
He0CTaTHICTIO B aHaMHe3i Mij Yac NiarotToBKM A0 BariTHOCTI Ta
NiATPUMKM BUHOLLIYBaHHA BariTHOCTI.

MeTta pocnigkeHHs: oLiHUTK edeKTUBHICTb TOMIYHOI Tepa-
nii KOMGIHOBaHVM NpenapaTom TepHifa3on-HeOMILUHY Cynb-
daT-HicTaTMH-NpefHi3onoHy  metacynbdobeHzoaT  HaTtpito
BariHanbHoro ancbiosy, acouinosaHoro 3 A. vaginde B fjiarHoc-
TUYHO 3HAYYLLMX KOHLIEHTPALAX Y HEBAriTHYX i BariTHUX XIHOK
penpoayKTUBHOIO BiKY 3 PenpofyKTUBHOK HEeJOCTaTHICTIO B
aHaMHe3i.

MATEPIAJIA TA METOLU

JocnigxeHHa npoBogunoca Ha 6asi Kadbenpm akylepcTBa
Ta riHekonorii OfgecbKoro HaLioHanbHOrO MeANYHOro yHiBep-
cnTtety 3 2021 no 2023 poku, € GparMeHTOM HayKOBO-JOCNIA-
HOi Temn «BJoOCKOHaneHHa MeTofiB npodinakTukm, giarHoc-
TWKM Ta NiKyBaHHA 3aXBOPIOBaHb PENpOAYyKTUBHOI cucteMu
XKIHKM i3 3aCTOCYBAHHAM HOBITHIX MeANYHMX Ta MONeKynsap-
HO-reHeTUYHUX TexHonorin» (N2 a/p 0117U007494), yxsaneHo
Komicieto 3 nutaHb bioetknu OHMepgy (npotokon N2 31 Big
31.05.2021 poky Ta npotokon N¢ 2/21 Big 08.11.2021 poky),
BMKOHYBanoca 3 AOTPMMaHHAM NpuHUMniB ETMYHOro Kogek-
cy BcecBiTHbOi MeguuHoi acouiauii (fenbciHcbKa geknapadis)
WOoAO AOCNiAKeHb, A0 AKUX 3anyyaloTb nogen. KniHiuHumm
6asamu gocnigxeHHs 6ynu TOB «KniHika penpoayKT1BHOI Me-
anumHn “Hagia Opeca”™ m. Opecn, TOB «[podinbHa nikapHa
AIRMED» m. Opecw, KHIT «Monorosuin 6yanHok N 7» Opecbkoi
MicbKoi pagwn. YuacHuui focnigxeHHA Haganu iHdopmoBaHy
3rogy Ha yyacTb.

CnocTepexeHHa oxomnnioBano 78 XIHOK penpopyKTUBHOMO
BiKY 3 BariHanbHUM Jucbio3om, acouinioBaHnm 3 A. vaginae 'y fij-
arHOCTUYHO 3HAYYLLMX KOHLIEHTPaLAX, 3 AKUX:

e 37 6e3nnigHMX XiHOK rpynu A Manu NOBTOpHiI HeBpaui
iMnnaHTauii;

e 41 BariTHa rpynu b 6yna 3 BUnikyBaHuM y LKnax JOMOMiKHUX
penponyKTUBHUX TEXHOMOTi Ge3nnigaam.

[o koHTponbHoi rpynu K1 ysinwnu 30 GbepTunbHMX XiHOK
i3 BariHafbHMM HOPMOLLEHO30M, A0 KOHTPOSbHOI rpynu K2 -
30 BariTHUX NicnA NPUPOLHOI KOHLenLii 3 BariHabHUM HOp-
MOLIEHO30M.

OAPMAKOTEPATIIA

MikpobionoriyuHe AOCHiAXKEHHA BariHanbHOI MiKPOGIOTM
B rpynax b i K2 nposogunu Ha 11-13 TuxHAX BariTHOCTI nig
yac B3ATTA XiHKM Ha 06niK, y rpyni b — nicna 3akiHYeHHA nig-
TPUMKW BariTHOCTI BariHanbHUMMU GopMamMm MiKPOHI30BaHOTO
nporecTepoHy.

KomnnekcHe KinbKicHe oLjiHIOBaHHA BariHafbHOT aHaepo6bHOi
MiKpo6ioTM NMpoBoAUIN 3a [JONOMOro MofiMepasHol NaHLo-
rosoi peakuii (MNJ1P) B pexumi peanbHoro yacy Ha amnnidikato-
pi AT-96. MaTepianom ansa ouiHkK cknagy MikpobioTn metogom
KoMnneKcHoi KinbkicHoi /TP cnyrysas 3ckpibok enitenianbHMx
KNiTUH i3 33JHbOOOKOBOI0 CKNEMiHHSA MiXBU.

HeobxigHoto yMoBOI0 KinbKicHOro aHanisy 6iotu yporeHi-
TaNbHOTO TPAKTy € MpaBUbHa TeXHiKa B3ATTA 3CKpibKa 3 no-
BepXxHi BifnosigHoro 6iotony. lToka3HMKOM NPaBUAbLHOTO B3AT-
T4 6iomaTepiany € [OCTaTHA KiNbKicTb reHoMHoT [IHK nioguHm B
npo6i. Ixepenom uiei AHK cnyrytoTb enitenianbHi KNiTuHK, AKi
noTpannsATb B poby Npu NpaBuibHIN TeXHiLli B3ATTA biomaTe-
piany. BenuumHa KOHTPOMO B3ATTA Ma3ka B NPOBeLeHOMY [10-
CRifPKeHHi y BCiX XIHOK CTaHOBWNa He MeHLe Hix 10° KYO, wo
6yno onTUManbHUM.

Y npoueci npoBefeHHA aHanily BrU3Hayanu 3aranbHy 6akTe-
pianbHy macy (36M), kinbkictb J1B, dakynbTaTMBHMX Ta 0bnirat-
HUX aHaepobiB, ypeannasm, rpubis pogy Candida, mopcbKmx
MiKonnasm.

KinbkicHe oLiHI0OBaHHA yporeHiTanbHoi 6ioT MOXHa NPoBO-
BUTY AK B aDCOMIOTHUX, TaK 1 Y BIGHOCHMX NOKa3HMKax. BBaxa-
N0CA, WO abCOMOTHIA NMOKa3HWUK € OPIEHTOBHIM, 3aNeXMnTb Bif
TeXHiKN B3ATTA biomaTepiany Ta cnocoby suginents JHK. Big-
HOCHUI NOKa3HMK HopMo6ioTu Ta BMicTy YIM po3paxoByBaBcs
LINAXOM OOUYMCIEHHA Pi3HUL NopAaKiB (Lgm) Mix 3bM i /16, 3bM
1 YMNM. 3rigHo 3 iHcTpyKUiamMu GipMn-BUPO6HMKa BBaxanocs,
WO KiNbKiCTb aepobHMX i aHaepobHux YIM B HOpMi Mana Ha-
CTYNHi NOKa3HUKK: abcontoTHMiA nokasHuk < 10* KYO, sigHoc-
HWI NOKa3HUK < -3 KYO.

KinbKicHy oLiHKY BMICTY MiKO- Ta ypeannasm, a Takox Apix-
pxenofioHnx rpubis popy Candida nposopunu Tinbky 3a
abconoTHUMK NokasHuKamu. BignosigHo fo pekomeHaauii
po3pobHMKa TeCT-CUCTeM, AiarHOCTUYHO 3HaYyLMM MOKa3-
HUKoM KinbkocTi Ureaplasma spp. i Mycoplasma hominis BBa-
xanu > 10* KYO, gpixgxenogibHux rpubis popy Candida spp.
> 103 KYO.

BignosigHo fo eTionoriyHoi npuumHmu anc6ios posuiHoBanu
AK aepobHWiA (BUKNUKaHUA GaKynbTaTUBHUMK aHaepobamm),
aHaepoOHWIA (BUKNMKaHWI 06iraTHUMKU aHaepobamm) abo 3mi-
LWaHWii — aepobHO-aHaePOBHN.

Ycim 06CTexeHnM KiHKam MicnA BUABNEHHA BariHalbHOMO
pncbiosy, acouinosaHoro 3 A. vaginae B [iarHOCTUYHO 3Ha-
UyLLMX KOHLEHTpaLifX, MPOBOAWMNN NiKyBaHHA MpenapaTtom
TepxuHaH® no 1 TabneTui Ha Hiv y nixBy Bnpogosx 10 gHis. Ouji-
HIOBaBCA CTaH BariHanbHoi MikpobioTu metogom MNP y arHami-
Li — 40 Ta Yepes3 2 TWXKHI NiCcnA NPOBeAeHOro NikyBaHHS.

3a AOMNOMOroio CTAaTUCTUYHOTO aHanisy po3paxoByBanu ce-
pepHe (M) Ta noxubky ctaHgapTHOro BigxuneHHA (£ SEM). ina
nopiBHAHHA 6e3nepepBHMX GOHOBUX 3MIHHKX MiX rpynamm Ba-
TiTHUX BUKOPWCTOBYBanu t-TecT i3 fBoma Bubipkamu Ta U-TecT
MaHHa-BiTHi; ana nopiBHAHHA KaTeropianbHUX 3MiHHUX — KpU-
Tepiit X% TouHnin Kputepii Qiwepa.
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PE3YJIbTATU

CepegHinn Bik obcTexeHnx XiHok rpynu A 6y 37,73 +
0,60 poky (p okt > 0,05), rpynu b - 38,39 + 0,49 poky (pE_K1 >0,05),
rpynu K1 - 38,50 £ 0,54 poky, rpynu K2 — 38,57 £ 0,47 poky.

MikpobioTta nixBu B 06CTEXEHMX XKIHOK i3 BariHanbHUM AWC-
6io30M, acolliioBaHuM 3 A. vaginde B [jarHOCTUUHO 3HauyLMX

KOHLIEHTpaLifX, K y HeBariTHUX, Tak i y BariTHUX, XapaKkTepu3yBa-
naca B NONOBYIHI BUNAJKIB NOEAHAHHAM NpefCTaBHUKIB GaKymb-
TaTVBHOI i 0bniraTHOI aHaepobHOI MIKPOpIOpU B AiarHOCTUYHO
3HauyLMX KiNbKOCTAX, TOOTO HasABHICTIO aepobHO-aHaepobHOro
AncBio3y, WO NepeKoHAMBO CBIAYNTb NPO AOLNbHICTbL 3aCTOCY-
BaHHA KOMBIHOBaHMX TOMiIYHMX Npenaparis (puc. 1 2).

Mpyna A

43,24%
56,76%

® AHaepo6Huii ancbios

lpyna b

46,34%
53,66%

= AepobHo-aHaepobHui onchios

PucyHok 1. Po3nogin HeBaritHuX (rpyna A) i BaritHux (rpyna b) iHoK i3 BariHanbHum Anc6io30m, acowiiloBaHuM 3 A. vaginae B BiarHOCTIYHO 3HAUYLLMX

KOHLIEHTpaLisix, 3anexHo Big etionorii auciosy, %

Candida spp.

Ureaplasma (urealyticum + parvum)

Mycoplasma hominis

Atopobium vaginae

Peptostreptococcus spp.

Mobiluncus spp. / Corynebacterium spp.

Lachnobacterium spp. / Clostridium spp.

Megasphaera spp./Veillonella spp./ Dialister spp.

Sneathia spp. / Leptotrichia spp. / Fusobacterium spp.

Eubacterium spp.

Gardnerella vaginalis / Prevotella bivia / Porphyromonas spp.

Staphylocococcus spp.

Streptococcus spp.

Enterobacteriaceae spp.

0%

%
%

$2,44%
0,00%

20% 40% 60% 80% 100%  120%

m[pynab ®mTpynaA

PucyHok 2. HasBHicTb GakynbTaTUBHIX Ta 0671iraTHIX aHaepo6iB y BariHanbHiil MKpo6ioTi 06CTEXeHNX XiHOK Y AiarHOCTIUHO 3HAUYLLX KiNbKOCTAX, %




Y BCix 0b6CTeXEHUX KIHOK [0 NiKyBaHHA Y BariHabHil Mi-
KpobioTi cnocTepiranaca pasom 3 A. vaginae npuCyTHICTb
G. vaginalis. Halvacriwe cepep obniraTHux aHaepobis y rpy-
nax A i by BariHanbHiln MiKpobioTi B jiarHOCTUYHO 3HauyLMX
KOHLIeHTpaLliAx peecTpyBanu npefcTaBHUKIB Eubacterium spp.
(BignosigHo 91,89 i 97,56%), Peptostreptococcus spp. (86,49
i 65,85%), Mobiluncus spp. / Corynebacterium spp. (59,46 i
56,10%), Lachnobacterium spp./ Clostridium spp. (54,05 i48,78%)
i Sneathia spp. / Leptotrichia spp. / Fusobacterium spp. (43,24 i
48,78%), a cepep, daKkynbTaTUBHIX aHaepobiB — NpesCcTaBHIKIB
Enterobacterium spp. (43,24 134,15 %). ['pubu pogy Candida spp.
B [iarHOCTUYHO 3HaUYLMX KOHLIEHTpaLliAx 3ycTpiyanuca B 06-
CTeXeHunX navieHTok rpynu Ay 29,73% BunagKis 1 y BariTHUX
rpynu b -y 41,05%, Ureaplasma (urealiticum + parvum) - Bigno-
BigHO B 13,51 'y 12,20 % Bunagkis (puc. 2).

Y XiHok rpyn A i b go npoBefeHHA NikyBaHHA cnocTepiranoca
nigsnweHHa 3bM, BigHOCHOT HOpMOGioTK (Lg10 3bM - Lng'IB) i
3HMXKeHHA abcontotHoro BmicTy J1B. Y 3 (8,11%) xiHok rpynun A
i 4 (9,76%) BariTHux rpynu b nig yac nposeaeHHa MNP He 6ynu
BuaBneHiJ1b (tabn. 1).

Ak BUAHO 3 Tabn. 1, NpoBeAeHHA 3aNPONOHOBAHOTO TOMYHO-
ro nikyBaHHA Npu3Beno Ao Hopmanisadii Kinbkocti 3bM, nigsu-
LieHHs abcontoTHOI KinbkocTi J1b i 3HUKEHHS BiAHOCHOTO Mo-
Ka3H1Ka HOpMOoGioTI 0 MexX Hopmu. Mpu ubomy Lg, JIBy rpyni
A niguwmeea y 1,33 pasa (p < 0,01), a B rpyni b -y 1,23 pasa
(p <0,01). KinbKicTb XiHOK i3 HasBHicTIo J1b y BariHanbHiN Mikpo-
6ioti y rpynax A (91,89%) i b (90,24%) nicna 3anponoHoBaHOT
Tepanii He 3MiHMnaca.

MpoBepneHe nikyBaHHA 0OYMOBWIIO 3HVKEHHA Y BariHanbHil
MiKkpobioTi BigcoTka Enterobacterium spp. y xiHok rpynu Ay
3,20 pa3a (p < 0,01) i rpynm b -y 1,75 pa3sa (p > 0,05),
Streptococcus spp. - BignosigHo B 1,67 pasa (p > 0,05) iy
2,00 pasa (p > 0,05), Staphylocococcus spp. - y 7,50 pa3a
(p <0,01) 17,00 pasa (p < 0,01), G. vaginalis / Prevotella bivia /
Porphyromonas spp. -y 18,50 pa3a (p < 0,01) i y 20,50 pa3a
(p < 0,01), Eubacterium spp. -y 11,33 pa3a (p < 0,01) i B
13,33 pasa (p < 0,01), Sneathia spp. /Leptotrichia spp. /
Fusobacterium spp. - y 4,00 pa3a (p < 0,01) i B 3,33 pa3a
(p < 0,01), Megasphaera spp. / Veillonella spp. /
Dialister spp. -y 16,00 pa3a (p < 0,01) i B 15,00 pa3a (p < 0,01),
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Lachnobacterium spp. / Clostridium spp. -y 5,00 pa3a (p < 0,01) i
B8 4,00 pa3a (p < 0,01), Mobiluncus spp. / Corynebacterium spp. -
y 11,00 pa3a (p < 001) i B 733 pasa (p < 0,07),
Peptostreptococcus spp. - y 10,67 pa3a (p < 001) i B
9,00 pa3a (p < 0,01), A. vaginae -y 12,33 pa3a (p < 0,01) i
y 20,50 pasa (p < 0,01), Candida spp. -y 6,33 pa3sa (p < 0,01)
i B 10,00 pa3a (p < 0,01), Ureaplasma (urealiticum + parvum) -
y 10,00 pa3a (p < 0,01) i B 7,50 pa3sa (p < 0,01). Mycoplasma
hominis nicna npoBefeHOro NikyBaHHA y BariHanbHill Mikpo-
6ioTi KiHOK JocnigKyBaHWX rpyn He BuaBnanaca (1abn. 2).

Y pe3ynbTaTi 3acTOCyBaHHA BariHanbHUX Tabnetok Tepu-
HaH® cepefHiil abCoONTHMIA BMICT y BariHanbHiN MikpobioTi
Enterobacterium spp. 3Hu3nsca B rpyni Ay 4,35 pasa (p < 0,01) i
Brpynib-y 2,37 pasa(p < 0,05), Streptococcus spp. - BignosigHoO
y 2,42 paza (p > 0,05) iy 2,39 pasa (p > 0,05), Staphylocococcus spp. -
y 10,61 pa3a (p < 0,01) i y 8,97 pa3a (p < 0,01), G. vaginalis /
Prevotella bivia / Porphyromonas spp. -y 47,63 pasa (p < 0,01) iB
54,86 pasa (p<0,01), Eubacteriumspp.-y 42,11 pa3a(p<0,01)is
44,35 pa3a, Sneathia spp./ Leptotrichia spp./Fusobacterium spp. -
y 10,58 pasa (p < 0,01) i B 6,66 pa3a, Megasphaera spp. /
Veillonella spp. / Dialister spp. -y 64,34 (p < 0,01) i B 70,64 pa3a
(p < 0,01), Lachnobacterium spp. / Clostridium spp. - y 13,17
pasa (p < 0,01) i B 13,22 pasa (p < 0,01), Mobiluncus spp. /
Corynebacterium spp. - y 42,74 pa3a (p < 0,01) i y 21,97 pa3a
(p < 0,01), Peptostreptococcus spp. -y 22,54 pa3za (p < 0,01) iy
21,10 pa3a (p < 0,01), A. vaginae -y 24,79 pasa (p < 0,01) i B
45,87 pa3a (p < 0,01), Ureaplasma (urealiticum + parvum) -y
13,13 pa3a (p < 0,01) i B 14,43 pa3a (p < 0,01), Candida spp. -y
9,59 pa3za (p <0,01)iB 14,16 pa3a (p < 0,01) (tabn. 3).

3acTocyBaHHA BariHanbHUx TabneTok TepxMHaH® 3ymo-
BUNO BIifCYTHICTb Yy BariHanbHiin MikpobioTi gocnigxysa-
Hux daKynbTaTUBHUX i 0bniraTHUX aHaepobis, Ureaplasma
(urealiticum + parvum) Ta rpn6is popy Candida spp. B pi-
arHOCTMYHO 3HauyLW WX KOHLEHTPaLiax Yy XiHOK mponiko-
BaHuUX rpyn. CepegHin BIiAHOCHWU BMICT )OAHOTO 3 AOCAI-
axysaHux YINM nicna nikyBaHHA He nepesuuyBas -3 KYO
(tabn. 4).

*KopHa 3 nponikoBaHKX MaLiEHTOK He BigMoBMnaca Bif npu-
3HaueHOro NikyBaHHSA Mig Yac Tepanii i He Mana nobiyHmx edek-
TiB Bifj 3aCTOCYBaHHA NPU3HAYEHOro Npenapary.

Tabnuua 1. fnHamika 3bM Ta Hopmo6ioTin nixBu 06CTEXEHMX KiHOK NICAA NiKyBaHHA

Moka3sHuk Yac 0bcTexeHHA Ipyna A (n=37)
A0 6,820,101
Lg,, 3bM, M SEM .
nicns 6,46 40,074
10 34(91,89)
KinbkicTb xiHok 3 /16, n (%)
nicns 37(100)
10 4520321
Lg,J1b, M + SEM .
nicns 6,010,254
A0 2,300,291
Lg,, 3bM —Lg,J1b, M+ SEM .
nicng 0,11+ 0,064

WK — pisHuLA cTaTucTiuHO BiporiaHa 3 nokasHikamu rpyn K1, K2 (p < 0,05);
R — i3I cTaTicTINYHO BIpOTigHa 3 NOKA3HUKOM [0 NikyBaHHA (p < 0,05);
710, NiCNA — Yac npoBesieHHA 00CTEXeHHA 0 Ta NiCNA NikyBaHHA.
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Ipynab (n=41) [pyna K1 (n =30) Tpyna K2 (n=30)

6,99+0,12"
T 6,28 0,12 6,17 £0,14
37(90,24)
410100 30(100) 30(100)
4,89+0,28%
- 6,28+0,12 6,17£0,14
211+0,29%
PETI— -0,06 0,09 -0,17+0,09
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Tabnuua 2. unamika nutomoi Baru YNIM y BariHanbHiit MikpobioTi o6cTexerux xiHok, n (%)

[TokasHuk Yac o0cTexeHHs Ipyna A (n=37) fpynab(n=41)  TpynaK1(n=30) [pynak2(n=30)
10 16(43,24) 1 14(34,15) 2
Enterobacterium spp. ) 3(10,00) 4(13,33)
nicns 5(13,51) 4 8(19,51)
hifo) 5(13,51) 6(14,63)
Streptococcus spp. ) 2(6,67) 3(10,00)
nicna 3(8,11) 3(7,32)
70 15(40,54) 14(34,15) %
Staphylocococcus spp. ) 2(6,67) 0(0,00)
nicns 2(5,41)4 2(4,.88)4
o ., 10 37(100)" 41(100) ®
G. vaginalis / Prevotella bivia / Porphyromonas spp. i 2(6,67) 3(10,00)
nicnd 2(5,41) 4 2(4,88) A
) J0 34(91,89) 40(97,56)
Eubacterium spp. 3(10,00) 2(6,67)
nicns 3(8,11)4 3(7,32)4
Sneathia spp. / Leptotrichia spp./ Fusobacteri w0 16(43,24)" 204878 3(10,00) 2(6,67)
neathia spp. / Leptotrichia spp./ Fusobacterium spp. , !
s 2 45 nicns 4(10,81) 4 6(14,63) A
Megasphaera sp. / Veilonella spp. / Dilst w el e 1333) 0(0,00)
egasphaera spp. / Veillonella spp. / Dialister s, ] I
L 2 e A nicns 1(2,70) A 1(2,44) A
10 20(54,05) 20(48,78) %
Lachnobacterium spp. / Clostridium spp. ) 2(6,67) 0(0,00)
nicns 4(10,81) 4 5(12,20) A
, ‘ 70 22(59,46) 1 23(56,10) ¥
Mobiluncus spp. / Corynebacterium spp. i 2(6,67) 1(3,33)
nicns 2(5,41)4 3(7,32) "
J0 32(86,49) 27(65,85) ®
Peptostreptococcus spp. ) 5(16,67) 1(3,33)
nicnd 3(8,11) A 3(7,32) A
) J0 37(100) 41(100) *2
A. vaginae 2(6,67) 1(3,33)
nicns 3(8,11)4 2(4.88)4
" Ao 6(16,22) 9(21,95) %
Mycoplasma hominis ) 1(3,33) 0(0,00)
nicns 0(0,00) A 0(0,00) A
y 10 10(27,03) 11 15(36,59) 2
Ureaplasma (urealiticum + parvum) ) 2(6,67) 3(10,00)
nicns 1(2,70) A 2(4,88) 4
10 19(51,35) 11 20(48,78) %
(andida spp. ) 1(3,33) 2(6,67)
nicns 3(8,11) A 2(4,88) A

f1.52 — pisHiLA cTaTvcTiuHo BiporiaHa 3 mokasukamu rpyn K1, K2 (p < 0,05);
— DI3HILA CTATUCTUYHO BIPOTiAIHA 3 MOKA3HUKOM A0 NiKyBaHHA (p < 0,05);
110, NiCNA — Yac NpoBejieHHA 00CTeXeHHA 10 Ta NiCNA NikyBaHHA.

OBIrOBOPEHHA

[MpoTtarom ocTaHHix 20 pokiB AeKinbKa JOCAIAXEHb Ta Or-
NAQIB AEMOHCTPYIOTb MepeBaryt 3aCcToCyBaHHA BariHanbHUX
Tabnetok TepXnHaH® y WMPOKIi aKyLIepCbKO-TiIHEKONOTiYHiN
npakTuli B Tepanii 6akTepianbHUX i KaHLMAO3HMX BariHiTiB,
BariHiTiB, BUKNMKAHMX 3MilLaHO iHQEKL i€, Ta reHiTanbHOro
TPUXOMOHIa3a AnA BiAHOBNEHHA PENPOAYKTUBHOIO 340POB'A
XiHKK [24-26, 31-35].

[epeBaramu NpoBefeHOro JOCNIAMKEHHS in Vivo € Te, Lo BOHO
Mnoka3ano eeKTUBHICTb 3aCTOCYBaHHA TOMIYHOTO KombiHOBa-
HOro npenapaty TepXwuHaH® ANA BiGHOBMEHHA BariHanbHOro
3[0POB'A y HeBariTHWUX Ta BariTHUX IHOK i3 PenpoAyKTUBHOI0
HeAOCTaTHICTIO B aHaMHe3i Ta 3 BariHafbHUM Ancbio3oM, aco-
LiNOBaHUM i3 HaABHICTIO A. vaginae B BiarHOCTUYHO 3HAYYLLMX

60

PernpogyKTvsHa eHgoKpuHoOIOrs

KOHLIeHTpaLifix. Pesynbtatii Haworo AocnigxeHHs 36iraloTbca
3 pe3synbTaTamun SOCIAXKEHHA in Vitro, ke BUBYaNO YyTNUBICTb
516 wramiB MiKpOOpPraHi3mis, BUAINEHWX 3i CTaTeBOro TPaKTy
XIHOK penpofyKTUBHOrO BiKY, 10 KOMGIHOBAHOTO BariHaNbHOTO
npenaparty, 1 TabneTka AKOro MicTuTb TepHigazon 200 mr, Heo-
miyuHy cynbdat 100 mr, Hictatud 100 000 MO, npepgHizonoHy
HaTpito meTacynbdobeHsoat 4,7 mr, Lo Bignosigae 3,0 Mr npeg-
HI30/10HY, Y Pi3HNX po3BefeHHAX. 3a AaHUMK aBTopiB, yci 100%
KniHiyHWx i3onaTis G. vaginalis 1 A. vaginae, He3anexHo Bif CTy-
neHsa po3BefeHHs, 6ynn YyTnMBUMK O LibOro KOM6GIHOBaHOrO
npenaparty [24].

MpoBeaeHe AOCNIAXEHHA MOKa3ano BMCOKY 4acToTy Ha-
ABHOCTI KO-NATOreHiB, MiKCT-IHOeKUil nig 4ac BUABNEHHA
A. vaginae B [iarHOCTUYHO 3HaUYLWMX KOHLEHTpaLifaX y nixsi

N 5(74) /rpynerb 2024 WWW.REPRODUCT-ENDO.COM / WWW.REPRODUCT-ENDO.COM.UA
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Tabnuusa 3. Innamika abcontTHoro BMICTy MikpoopraHi3miB y BariHanbHiil Mikpo6ioTi o6cTexennx xinok, M £ SEM, KYO/mn

Yac _ _ _ _
[TokasHuk ofCTeNEHHS Ipyna A (n=37) Tpynab(n=41) TpynaK1(n=30) T[pynaK2 (n=30)
J0 1,77 £0,39 " 1,794+0,43%
Enterobacterium spp. 0,28+0,16 0,53 +0,27
nicns 0,410,184 0,76 +0,28"
J0 033+0,15 0,61+0,23
Streptococcus spp. 0,08 £ 0,06 032£0,18
nicns 0,14 +0,09 0,25+0,15
70 1,26 +0,28 " 1,42+033"
Staphylocococcus spp. i 0,12+0,08 0,00+0,00
nicns 0,12£0,08" 0,160,114
10 5664017 58940,19%
G. vaginalis / Prevotella bivia / Porphyromonas spp. ‘ 0,17+0,12 0,29+0,16
nicns 0,120,084 0,1140,08"
J0 436+0,281 485+0,21%
Eubacterium spp. ) 0,19+0,12 0,22+0,16
nicns 0,1040,06" 0,1140,07"
J0 1,880,411 2,26+0,39%
Sneathia spp. / Leptotrichia spp. / Fusobacterium spp. i 025+0,14 0,18+0,13
nicnd 0,18 +0,094 03440144
Megasph / Veillonella spp. / Dialist = 2362 047" Z15£046% 0,08 +0,08 0,00 £ 0,00
egasphaera spp. / Veillonella spp. / Dialister spp. 108 +0, 100+0,
S A i A nicns 0,040,044 0,030,034
J0 23440421 2504044 %
Lachnobacterium spp. / Clostridium spp. 0,11+0,08 0,00 £ 0,00
nicns 0,18 +0,09 0,19+0,11
70 3,050,431 293 +£0,44%
Mobiluncus spp. / Corynebacterium spp. i 0,11+0,08 011011
nicns 0,07 £0,054 0,130,084
10 3,430,271 299+0,36%
Peptostreptococcus spp. i 035+0,15 0,10+ 0,10
nicns 0,150,094 0,14 40,084
) J0 510+0,101 5,26+0,13%
A. vaginae ) 0,12£0,09 0,04 0,04
nicns 0,210,134 0,1140,08"
. J0 047+0,18 0,65+0,21
Mycoplasma hominis ) 0,07 0,07 0,00 £ 0,00
nicns 0,00+ 0,00 0,00+ 0,00
3 J0 1,060,321 1,2040,28 %
Ureaplasma (urealiticum + parvum) 0,13£0,10 0,28+0,16
nicns 0,08 +0,08" 0,08 +0,06"
. J0 1,57 £0,26" 1,734£0,29%
(andida spp. 0,08 0,08 0,15+0,10
nicns 0,160,104 0,120,094

WK — pisHinLA cTaTucTiuHO BiporiaHa 3 mokasHukamu rpyn K1, K2 (p < 0,09);
K — pi3HiuA cTaTicTIYHO BIpOriaHa 3 MOKa3HUKOM 10 NikyBaHHA (p < 0,05);
J10, MICNA — Yac NpoBe/IeHHA 00CTeXEHHA 10 Ta NICNA NiKyBaHH.

HeBariTHUX Ta BariTHWX XIHOK. ToMy 3acTOCyBaHHA KOMOiHO-
BaHOI MiCLIeBOI Tepanii Mano HU3Ky nepeBsar, a came: JOCATr-
HEHHA TepaneBTUYHOro ePeKTy 3a HaABHOCTI KO-NaToreHis,
MIKCT-IHQEKLIT Yepes po3WmUpeHHa cnekTpa Aii B KombiHawl i
CTBOPEHHA BUCOKOI ePeKTUBHOI TOMIYHOI KOHLEHTPaLii came
B 0CepepnKy Ancbiosy.

BaxnuBolo nepeBaroto NpoBefeHoro NikysaHHA Oyna 6es-
MeyHicTb BMKOpUCTaHoro npenapaty. OcobnnBocTi ximiyHoi
CTPYKTYpY Ta pe30pOTHBHI BNaCTNBOCTI METPOHIfa30/1y, OpHi-
[a3ony, iXHbOI 3[AaTHOCTI NPOHMKATK Yepe3 ricTtoremaTuyHi
6ap’epu Ta afcopOLii Lyx aKTUBHMX PEYOBWH NiCNA MicLieBO-
ro 3acToCyBaHHA 3a3BUYall 0OMeXyloTb NMPU3HAUYeHHA npe-
napartis, O CKNajy AKUX BXOAATb 3a3HaueHi cybcTaHuii [27].
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MepeBaxHa 6inbLWicTb 5-HiTPOIMIfa30MiB NPOTUNOKa3aHa nif
yac BaritHocTi. [poTe 5-HiTpoimigason TepHigason, AKMA BXo-
ONTb [0 cKnagy TepuHaHy®, po3pobneHuin cnewianbHo ana
MiCLIeBOro 3aCTOCyBaHHsA, He BCMOKTYETbCA i, 36epiratoun Bci
NMO3WUTMBHI BNAaCTMBOCTI Ta aKTUBHICTb 5-HiTpoiMiga3onis, He
Ma€ NPOTUNOKa3aHb [O BUKOPUCTAHHA Nif Yac BariTHOCTI Ta
naKTaLii yepes BifCYTHICTb CUCTEMHOI Aii 3@ MiCLieBOro 3acTo-
CyBaHHA [26].

MpoBeaeHe pocnigxeHHA NiATBEPAWNO BaiuBy ocobnu-
BiCTb 3aCTOCOBAHOrO KOMGIHOBAHOIO Npenapary — 30epeeHHs
Ta BiHOBNEHHA nakTodnopu Nicna NikyBaHHs, WO NiLTBEPOKY-
10Tb paHilue oTpuMaHi faHi [7, 25, 31]. Lie po3BonsAe 3acTocoBy-
BaTV Npenapart HaBiTb 6€3 Npr3HauYeHHA NPOBIOTHKIB.
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Tabnuua 4. InHamika BiZHOCHOr0 BMiCTy MiKpoopraHi3miB y BariHanbHiii Mikpo6ioTi obctexenux xiHok (M + SEM), KYO/mn

[pyna A [pyna b [pyna K1 [pyna K2
[Toka3HuK Yac obcTexxeHHs (n=37) (n=41) (n=30) (n=30)
10 -2,75+0,50% 3,06+ 0,48
Enterobacterium spp. -6,06 £0,17 -582+0,27
nicns -561+0,284 -5,22+0,384
10 -42040,33"% 4,24 40,36
Streptococcuis spp. -6,26+0,18 -6,02+0,27
nicns -5,88 40,264 57240354
70 -3,26 10,44 1 3,430,431
Staphylocococcus spp. -6,22+0,19 -6,35+0,17
nicns -5,89 0,264 -581+0374
K1 K2
Gardnerella vaginalis / Prevotella bivia / Ao Lleely 1038 6174021 6064022
Porphiromonas spp. nicns 15,89 +0,264 5,86 +0,344 o o
70 -0,16+0,49"% 0,00+0,38
Eubacterium spp. -6,15+0,18 -6,12+0,19
nicns -5,91 40,254 -5,86 40,324
, o 10 -2,64+0,531 -2,59 40,50
Snearh;a sp[/)). /t Leptomh/a spp./ 6094022 6174019
usobacterum spp- nicnA -5,84+0,26" 5,630,344
10 2,16+ 0,641 -2,70 40,54
Megasphaera spp. / Veilonella spp. / Dialister spp. -6,26+0,19 -6,35+0,17
nicns -5,98 +0,254 -5,94 +0,324
70 -2,19+0,59 % -235+0,51%
Lachnobacterium spp. / Clostridium spp. -6,23+0,18 -6,35+0,17
nicns 5,84 40,264 -5,78+0,334
10 1,47 0,534 -1,92 40,54
Mobiluncus spp. / Corynebacterium spp. -6,23+0,17 -6,24+0,17
nicns 5,940,254 -584+0324
70 -110£0,48"% -1,86+0,52%
Peptostreptococcus spp. =599 +0,22 -6,24£0,18
nicns -5,86 40,264 -5,83+0,324
10 0,57+036" 0,41+0,30%
A. vaginae -6,22+0,14 6,310,187
nicns 5,810,274 -586+0,334

K52 — pizHuuA cTaTucTuyHo BiporiaHa 3 nokasHukamin rpyn K1, K2 (p < 0,05);
K — pi3HiLg cTaTicTinyHO BIporiaHa 3 NoKa3HUKOM 10 NikyBaHHA (p < 0,05);
J10, NCNA — YaC NPOBEeHHA 00CTeXeHHA 40 Ta NMICNA NiKYBaHHA.

Hepnonikom npoBeaeHoro JOC/iAXKeHHs C/lif BBaXaTu Hese-
JIMKNiA PO3Mip BUGIPKM, LLO 3yMOBJTIOE NOTPEDY NofanbLUMX Kii-
HIYHNX JOCNIIKEHD.

BUCHOBKU

HasABHicTb A. vaginde B fiarHOCTNYHO 3HAUYLLMX KOHLIEHTpa-
LifiX y BariHanbHii MikpobioTi 30e6inblIoro CynpoBOAXKY€ETbCA
HaABHicTIO G. vaginalis Ta iHWMX Ko-NaToreHis, MikcT-iHpeKLUil,
KOXHa Apyra iHKa Ma€e aepobHo-aHaepobHuin Ancbios, wo
pobuTb JOLiNbHUM BUKOPUCTAHHA KOMOGIHOBaHMX TOMIUHMUX
npenaparis.

KombiHoBaHUIA BariHanbHUIA npenapaT TepHifa3on-HeoMmi-
UMHa cynb®aT-HICTaTUH-NPEAHI30MI0H € BUCOKOEPEKTUBHUM,
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6e3MeYHNM i KOMMIAEHTHUM 3aCO060M AnA BigHOBNEHHS Bari-
HaNbHOrO 3[JOPOB’A B HEBAriTHWX Ta BariTHUX XIHOK i3 penpo-
BYKTVBHOI He[OCTaTHICTIO B aHaMHe3i Ta 3 BariHanbHUM ANC-
6i030M, acoLliiOBaHUM i3 HAasABHICTIO A. vaginae B jiarHOCTUYHO
3HauyLLMX KOHLIEHTPaLifX.

KoHenikT iHTepeciB
ABTOPM 3aABNAOTL NPO BiLCYTHICTb KOHOAIKTY iHTEpeciB.
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EFFECTIVENESS OF THE COMBINED DRUG TERNIDAZOLE-
NEOMYCIN SULFATE-NYSTATIN-PREDNISOLONE IN
TOPICAL THERAPY OF VAGINAL DYSBIOSIS ASSOCIATED
WITH ATOPOBIUM VAGINAE IN NON-PREGNANT AND
PREGNANT WOMEN WITH REPRODUCTIVE FAILURE

INTRODUCTION

The vaginal microbial community is complex
and dynamic, consisting of a group of bacteria
typically characterized by a high abundance
of lactobacilli (LB) that evolves throughout a
woman's lifetime, depending on age, ethnicity,
sex hormone levels, sexual practices, pregnan-
cy, and environment. Vaginal microbiota plays a
crucial role in the health of women (infectious
processes, reproductive sphere), as well as the
health of their fetuses [1].

Bacterial vaginosis (BV) is characterized by
an excessive number of bacteria, especially
Gardnerella species, a high microbial diversity
of anaerobic and facultatively anaerobic bacte-
rial species, as well as the displacement of po-
tentially protective LB in the vaginal fluid [1-4].
Gardnerella vaginalis, Atopobium vaginae and
Prevotella bivia are vaginal pathogens that are
detected in the early stages of BV [5].

Aerobic vaginitis (AV) is characterized by dys-
biosis of the vagina with mainly aerobic micro-
flora, intestinal bacteria, and different levels of
inflammation in the vaginal mucosa and a vio-
lation of the maturation of the vaginal epithe-
lium. The presence of leukocytes and immature
parabasal epithelial cells is noted during the mi-
croscopy of vaginal secretions in patients with
AV. AV has a common feature with BV: the death
of LB, the presence of significant leukocytes
with a putrid smell, and an increase in pH. Obli-
gate anaerobic commensals are mainly found in
the vagina during BV. And with aerobic vagini-
tis, facultative anaerobes are most often found,
such as representatives of Enterobacterium spp.,
Streptococcus spp., Staphylococcus spp. [6].

Aerobic-anaerobic dysbiosis is manifested
by the combination of diagnostically signifi-
cant amounts of opportunistic microorganisms,
characteristic of BV and AV, and occurs in 50—
60% of women with vaginal dysbiosis.

A. vaginae is an important component of the
complex abnormal obligate anaerobic vaginal
microflora in BV. Despite the fact that A. vaginae,
like G. vaginalis, was also found in normal flora
(from 8 to 25%), it is much more common in pa-
tients with BV, according to various researchers,
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from 50 to 96% A. vaginae has been shown to
play an important role in the pathophysiology of
BV and is considered to be at least a partial cause
of the known negative consequences [5, 7].

The name “Atopobium’, which means “strange
living creature” in Greek, was proposed in 1992
to reclassify three species of bacteria previous-
ly named Lactobacillus minutus, Lactobacillus
rimae, and Streptococcus parvulus [8]. The genus
Atopobium belongs to the Corynebacteriaceae
family, and it is possible to distinguish Atopo-
bium minutum, Atopobium rimae, Atopobium
parvulum and the later described Atopobium
deltae and Atopobium fossor [8]. In 1999, Jovi-
ta M. Rodriguez et al. (1999) [9] first described
A.vaginae isolated from the vagina of a healthy
woman. These are Gram-positive, elliptical or
rod-shaped cocci, motile and non-spore-form-
ing organisms that occur singly, in pairs, in
clumps or in short chains. They produce a large
amount of lactic acid along with acetic and for-
mic acids and are strict anaerobes [9]. A. vaginae
produces enzymes and metabolites that can
disrupt the delicate balance of the vaginal eco-
system and contribute to symptoms associated
with BV, leukorrhea, high pH, and the presence
of key cells. The presence of A. vaginae is associ-
ated with biofilm formation, which contributes
to resistance to metronidazole and recurrence
of infection [10].

The presence of a highly structured polymi-
crobial biofilm on the vaginal epithelium is a
distinctive feature of BV, probably initiated by
obligate anaerobes of the genus Gardnerella,
which then becomes the basis for the attach-
ment of other species [2]. A. vaginae is one of
the species frequently found in biofilms mediat-
ed by G. vaginalis [5]. Interestingly, A. vaginae is
very rare without the presence of G. vaginalis [2].
Biofilm formation in BV is a virulence mecha-
nism that increases pathogenicity [7]. Research
by L. Hardy et al. (2016) [11], similar to the pre-
viously described A. Swidsinski et al. (2005) [12],
demonstrated that attached A. vaginae and G.
vaginalis were visualized, respectively, in 54%
and 82% of samples with bacterial biofilm in
BV. G. vaginalis was found to account for 60% or
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more and A. vaginae for 40% or less of the bacterial composition
of the biofilm. G. vaginalis is believed to act as an initial coloniz-
er to establish early biofilm structures, which can be joined by
secondary colonizers such as A. vaginae [7]. High vaginal con-
centrations of G. vaginalis and A. vaginae can create a favorable
environment for other anaerobic gram-negative bacteria [13].

In non-pregnant women, the bacteria involved in BV may
initially cause cervicitis, endometritis, salpingitis, and urinary
tract infections. After damage to the cervix, bacteria can
migrate from the lower to the upper genital tract, reaching the
uterus and fallopian tubes and causing diseases such as pelvic
inflammatory disease, infections, and even cervical cancer or
tubal infertility. Similarly, BV is associated with significantly
increased rates of faith infection herpes simplex virus, human
immunodeficiency virus, papillomavirus, and the transmission
of pathogens that cause syphilis, chancroid, gonorrhea,
trichomoniasis, and chlamydia [1].

It has been shown that women whose vaginas contain high
concentrations of G. vaginalis and anaerobic gram-negative
bacteria may have higher levels of pro-inflammatory cytokines,
and according to the authors, this may be the reason for the
increased risk of spontaneous preterm birth [2]. 10-30% of
pregnant women with BV give birth prematurely, and premature
birth is often accompanied by perinatal mortality - up to 70%
worldwide [1, 14]. During pregnancy, BV increases the risk of
late miscarriage, intrauterine fetal death, premature rupture
of membranes, infection of amniotic fluid, chorioamnionitis,
postabortion and postpartum infections [1, 5, 7, 15-171.
Atopobium, Prevotella and Streptococcus species were found
in a higher number of women with recurrent miscarriage [18].
A.vaginaeisamajorcomponentofthe complexabnormalvaginal
microbiotain BV, exacerbating infections that can cause preterm
birth. A high relative number of A. vaginae in the Il trimester
of pregnancy is a prognostic sign of premature birth [19].

As arule, clinical therapy of BV includes the use of antibiotics
with broad activity against anaerobic microbes and protozoa:
oral or local use of clindamycin and metronidazole and/or the use
of probiotics. As an alternative, you can use local antiseptics [4].

Resistance of A. vaginae to metronidazole has been described.
Standard antibiotic therapy often fails, with an estimated recur-
rence rate of 50-80% after six months of follow-up [1, 20]. An
in vivo study with a topical metronidazole-containing gel by
C.S. Bradshaw et al. (2006) [21], showed that the recurrence rate
of BV was higher in the presence of A. vaginae in addition to
G. vaginalis. The persistence of the bacterial biofilm, which con-
tains mainly G. vaginalis and A. vaginae, can be considered the
main reason for the ineffectiveness of BV treatment [7].

Available scientific evidence supports that dequalinium chlo-
ride is one of the effective therapeutic options for the treatment
of BV, as it exhibits a broad antimicrobial spectrum against rel-
evant vaginal pathogens, especially against G. vaginalis and
A. vaginae, without safety concerns [7, 20, 22]. Nifuratel is also
one of the most effective therapeutic agents for the treatment
of BY, as it has high activity against G. vaginalis and A. vaginae,
and does not affect LB [7, 23]. In an experiment, the combined
drug ternidazole-neomycin sulfate-nystatin-prednisolone so-
dium metasulfobenzoate (Terzhinan®) showed high sensitivity
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of clinical isolates of G. vaginalis and A. vaginae in different dilu-
tions in an in vitro study [24].

Terzhinan® is one of the modern effective combined topical
preparations that fully meets GMP production standards and
has been used in Ukraine for over 20 years [25]. One vaginal
tablet of Terzhinan® contains:

o ternidazole 200 mg (the only more active representative of
nitroimidazoles, developed specifically for local use, which does
not have a systemic effect, the sensitivity of microorganisms to
it reaches 97%;

e neomycin sulfate 100 mg (65,000 IU) (a broad-spectrum
aminoglycoside, has bactericidal activity due to inhibition of
protein synthesis at the level of bacterial ribosomes, is active
against gram-positive and gram-negative bacteria, does not
have a resorptive effect);

e nystatin 100,000 units (polyene antifungal antibiotic, sup-
presses the growth of Candida fungi);

o prednisolone sodium metasulfobenzoate 4.7 mg, which cor-
responds to 3.0 mg of prednisolone (a glucocorticoid that has
an anti-inflammatory, desensitizing effect, reduces hyperemia,
itching, pain, is not absorbed into the local bloodstream) [26-29].

Neomycin, ternidazole, and nystatin are not absorbed when
applied topically, and microflora resistance to them develops
very slowly. Due to different mechanisms of action on the mi-
crobial cell, these antimicrobials to some extent potentiate each
other’s effects, which make it possible to reduce the content of
active substances in the drug, thereby increasing its safety pro-
file [26, 30]. The inclusion of microdoses of prednisolone in the
composition of Terzhinan® contributes to the rapid reduction
of inflammatory phenomena by reducing the permeability of
capillaries, normalizing microcirculation, and reducing edema.

The production of Terzhinan® vaginal tablets is based on the
formation of two-level granules containing active substances: in
the base - prednisolone sodium metasulfobenzoate with sub-
sequent spraying of a dry mixture of ternidazole, nystatin and
neomycin. Granules are strictly calibrated and selected by size,
after which they are coated with a special mixture (polymolecular
component, disintegrant and binding substance), which creates
the structure of a matrix tablet — granules of active substances
are held together by connecting “bridges” In a humid environ-
ment, these “bridges” begin to gradually dissolve [26].

The Terzhinan® tablet of an elongated flat shape is covered
with a film, so it does not immediately disintegrate upon con-
tact with the scales inal medium, and slowly dissolves layer by
layer and, thanks to its shape, has the maximum area of contact
with the vaginal mucosa. The matrix tablet is covered with an
agglomerate of fine particles of magnesium stearate, distribut-
ed over the surface in layers, has a smooth glossy surface and
rounded edges, slides after administration, as a result of which
the irritation of the mucous membrane is minimized. The film
provides a lubricating effect for a long time [26].

An urgent issue is the determination of the microbiological
effectiveness of the drug Terzhinan® in vaginal dysbioses asso-
ciated with A. vaginae in diagnostically significant concentra-
tions, especially in women with a history of reproductive failure
in preparation for pregnancy and during the maintenance of
pregnancy.
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Objective of the study: to evaluate the effectiveness of top-
ical therapy with the combined drug ternidazole-neomycin
sulfate-nystatin-prednisolone sodium metasulfobenzoate of
vaginal dysbiosis associated with A. vaginae in diagnostically
significant concentrations in non-pregnant and pregnant wom-
en of reproductive age with a history of reproductive failure.

MATERIALS AND METHODS

The study was conducted on the basis of the Department of
Obstetrics and Gynecology of the Odesa National Medical Uni-
versity from 2021 to 2023. It is a fragment of the research topic
“Improving methods of prevention, diagnosis and treatment of
diseases of the female reproductive system using the latest med-
ical and molecular genetic technologies” (No. 0117U007494), ap-
proved by the Commission on Bioethics of the ONMedu (Protocol
No. 31 dated 31.05.2021 and Protocol No. 2/21 dated 08.11.2021),
was carried out in compliance with the principles of the Code of
Ethics of the World Medical Association (Declaration of Helsin-
ki) regarding research involving people The clinical bases of the
study were LLC “Clinic of Reproductive Medicine “Nadia Odesa”
in Odesa, LLC“Profile Hospital AIRMED" in Odesa, KNP “Maternity
House No. 7" of Odesa City Council. The participants of the study
provided informed consent.

78 women of reproductive age with vaginal dysbiosis associ-
ated with A. vaginae in diagnostically significant concentrations
were under observation, of which:

e 37 infertile women of group A had repeated implantation
failures;

¢ 41 pregnant women of group B had infertility treated in cycles
of assisted reproductive technologies.

Control group K1 included 30 fertile women with vaginal
normocenosis, control group K2 included 30 pregnant women
after natural conception with vaginal normocenosis.

Microbiological research of vaginal microbiota in groups B
and K2 was performed at 11-13 weeks of pregnancy when the
woman was registered, in group B - after the end of pregnancy
support with vaginal forms of micronized progesterone.

Comprehensive quantitative assessment of vaginal anaer-
obic microbiota was performed using real-time polymerase
chain reaction (PCR) on a DT-96 amplifier. A scraping of epitheli-
al cells from the posterior vault of the vagina served as material
for assessing the composition of the microbiota by the complex
quantitative PCR.

A necessary condition for the quantitative analysis of bio-
ta of the urogenital tract is the correct technique of taking a
scraping from the surface of the corresponding biotope. An
indicator of the correct collection of biomaterial is a sufficient
amount of human genomic DNA in the sample. Epithelial cells
are the source of this DNA, which are included in the sample
with the correct technique of taking biomaterial. The amount of
smear control in the conducted study in all women was at least
10° CFU, which was optimal.

During the analysis, the total bacterial mass (TBM), the num-
ber of LB, facultative and obligate anaerobes, ureaplasmas, Can-
dida fungi, and human mycoplasmas were determined.

Quantitative assessment of urogenital biota can be carried
out both in absolute and relative terms. It was believed that the
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absolute indicator is indicative and depends on the technique
of taking biomaterial and the method of DNA extraction. The
relative index of normobiota and UPM content was calculat-
ed by calculating the difference of orders (Lg,) between TBM
and LB, TBM and opportunistic microorganisms. According
to the manufacturer’s instructions, it was considered that the
number of aerobic and anaerobic opportunistic microorgan-
isms normally had the following indicators: absolute indicator
< 10* CFU, relative indicator < -3 CFU.

Quantitative assessment of the content of mycoplasmas and
ureaplasmas, as well as yeast-like Candida fungi, was carried out
only in absolute terms. According to the recommendations of
the developer of test systems, for a diagnostically significant
indicator of the number of Ureaplasma spp. and Mycoplasma
hominis were considered > 10* CFU, yeast-like fungi of the
Candida spp. > 10° CFU.

According to the etiological cause, dysbiosis was considered
as aerobic (caused by facultative anaerobes), anaerobic (caused
by obligate anaerobes) or mixed - aerobic-anaerobic.

After detection of vaginal dysbiosis associated with A. vagi-
nae in diagnostically significant concentrations, all examined
women were treated with Terzhinan® 1 tablet per night in the
vagina for 10 days. The condition of the vaginal microbiota was
evaluated by the PCR method in dynamics - before and 2 weeks
after the treatment.

In the statistical analysis, the mean (M) and error of the stan-
dard deviation (= SEM) were calculated. Two-sample t-test and
Mann-Whitney U-test were used to compare continuous back-
ground variables between groups of pregnant women; for com-
parison of categorical variables - x? test, Fisher's exact test.

RESULTS

The average age of the examined women of group A was
37.73 £ 0.60 years (p, ., > 0.05), group B - 38.39 + 0.49 years
(P, > 0.05), group K1 - 38.50+£0.54 years, group K2 - 38.57 +
0.47 years.

The microbiota of the vagina in examined women with vaginal
dysbiosis associated with A. vaginae in diagnostically significant
concentrations, both in non-pregnant and pregnant women, was
characterized in half of the cases by a combination of representa-
tives of facultative and obligate anaerobic microflora in diagnos-
tically significant quantities, that is, the presence of aerobic-an-
aerobic dysbiosis, which convincingly indicates the expediency
of using combined topical preparations (Figs. 1 and 2).

G. vaginalis was observed together with A. vaginae in the
vaginal microbiota of all examined women before treatment.
Most often, among obligate anaerobes in groups A and B,
representatives of Eubacterium spp. were recorded in the vag-
inal microbiota in diagnostically significant concentrations.
(respectively 91.89% and 97.56%), Peptostreptococcus spp.
(86.49% and 65.85%), Mobiluncus spp. / Corynebacterium spp.
(59.46% and 56.10%), Lachnobacterium spp. / Clostridium spp.
(54.05% and 48.78%) and Sneathia spp. / Leptotrichia spp. /
Fusobacterium spp. (43.24% and 48.78%), and facultative an-
aerobes were represent by Enterobacterium spp. (43.24% and
34.15%). Candida spp. in diagnostically significant concentra-
tions were found in examined patients of group A in 29.73%
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Group A Group B

43,24%
56,76%

= Anaerobic dysbiosis

= Aerobic-anaerobic dysbiosis

Fig. 1. Distribution of non-pregnant (group A) and pregnant (group B) women with vaginal dyshiosis associated with A. vaginae in diagnostically significant
concentrations, depending on the etiology of dysbiosis, %

Candida spp.

%

Ureaplasma (urealyticum + parvum) %

Mycoplasma hominis '%gg%

Atopobium vaginae

Peptostreptococcus spp.

Mobiluncus spp. / Corynebacterium spp.

Lachnobacterium spp. / Clostridium spp.

Megasphaera spp./Veillonella spp./ Dialister spp.

Sneathia spp. / Leptotrichia spp. / Fusobacterium spp.
Eubacterium spp.

Gardnerella vaginalis / Prevotella bivia / Porphyromonas spp.
Staphylocococcus spp.

Streptococcus spp.

Enterobacteriaceae spp.

0% 20% 40% 60% 80% 100%  120%

= Group A = Group B

Fig. 2. The presence of facultative and obligate anaerobes in the vaginal microbiota of examined women in diagnostically significant amounts, %.

of cases and in pregnant women of group B - in 41.05%, There was an increase in TBM, relative normobiota (Lg, ,TBM-
Ureaplasma (urealiticum + parvum) - in 13.51% and 12.20% of LgmLB) and a decrease in the absolute LB content in women
cases, respectively (Fig. 2). of groups A and B before the treatment. LB was not detected
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during PCR in 3 (8.11%) women of group A and in 4 (9.76%)
pregnant women of group B (Table 1).

As can be seen from the table 1, carrying out the proposed
topical treatment led to the normalization of the number of
TBM, an increase in the absolute number of LB and a decrease
in the relative indicator of normobiota to normal limits. At the
same time, Lg, LB increased by 1.33 times (p < 0.01) in group A,
and by 1.23 times (p < 0.01) in group B. The number of women
with the presence of LB in the vaginal microbiota in groups A
(91.89%) and B (90.24%) did not change after the proposed
therapy.

The treatment led to a decrease in the percentage of
Enterobacterium spp. in the vaginal microbiota. in women
of group A 3.20 times (p < 0.01) and group B - 1.75 times
(p > 0.05), Streptococcus spp. — 1.67 times (p > 0.05) and 2.00
times (p > 0.05), Staphylocococcus spp. - 7.50 (p < 0.01)
times and 7.00 times (p < 0.01), G. vaginalis / Prevotella bivia /
Porphyromonas spp. - 18.50 times (p < 0.01) and 20.50 times
(p < 0.01), Eubacterium spp. - 11.33 times (p < 0.01) and
13.33 times (p < 0.01), Sneathia spp. / Leptotrichia spp. /
Fusobacterium spp. - 4.00 times (p < 0.01) and 3.33 times
(p < 0.01), Megasphaera spp. / Veillonella spp. / Dialister spp. -
16.00times(p<0.01)and 15.00times (p <0.01),Lachnobacterium
spp. / Clostridium spp. - 5.00 times (p < 0.01) and 4.00 times
(p < 0.01), Mobiluncus spp. / Corynebacterium spp. - 11.00 times
(p < 0.01) and 7.33 times (p < 0.01), Peptostreptococcus spp. -
10.67 times (p < 0.01) and 9.00 times (p < 0.01), A. vaginae -
12.33 times (p < 0.01) and 20.50 times (p < 0.01), Candida spp. -
6.33 times (p < 0.01) and 10.00 times (p < 0.01), Ureaplasma
(urealiticum + parvum) - 10.00 times (p < 0.01) and 7,50 times
(p < 0.01). Mycoplasma hominis was not detected in the vaginal
microbiota of the women of the studied groups after the
treatment (Table 2).

As aresult of using Terzhinan® vaginal tablets, the average ab-
solute content in the vaginal microbiota of Enterobacterium spp.
decreased in group A by 4.35 times (p < 0.01) and in group B by
2.37 times (p < 0.05), Streptococcus spp. — 2.42 times (p > 0.05)
and 2.39 times (p > 0.05), respectively, Staphylocococcus spp. -
10.61 times (p < 0.01) and 8.97 times (p < 0.01), G. vaginalis /
Prevotella bivia / Porphyromonas spp. — 47.63 times (p < 0.01)
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and 54.86 times (p < 0.01), Eubacterium spp. — 42.11 times
(p < 0.01) and 44.35 times, Sneathia spp. / Leptotrichia spp. /
Fusobacterium spp. - 10.58 times (p < 0.01) and 6.66 times,
Megasphaera spp. / Veillonella spp. / Dialister spp. - in 64.34
(p < 0.01) and 70.64 times (p < 0.01), Lachnobacterium spp. /
Clostridium spp. — 13.17 times (p < 0.01) and 13.22 times
(p < 0.01), Mobiluncus spp. / Corynebacterium spp. - 42.74 times
(p <0.01) and 21.97 times (p < 0.01), Peptostreptococcus spp. -
22.54 times (p < 0.01) and 21.10 times (p < 0.01), A. vaginae -
24.79 times (p < 0.01) and 45.87 times (p < 0.01), Ureaplasma
(urealiticum + parvum) - 13.13 times (p < 0.01) and 14.43 times
(p < 0.01), Candida spp. - 9.59 times (p < 0.01) and 14.16 times
(p<0.01) (Table 3).

The use of Terzhinan® vaginal tablets led to the absence
of studied facultative and obligate anaerobes, Ureaplasma
(urealiticum + parvum) and Candida spp. in the vaginal
microbiota in diagnostically significant concentrations in
women of the studied groups. The average relative content of
none of the investigated opportunistic microorganisms did not
exceed -3 CFU (Table 4).

None of the treated patients refused the prescribed treatment
during therapy and had no side effects from the use of the
prescribed drug.

DISCUSSION

Over the past 20 years, several studies and reviews have
demonstrated the benefits of Terzhinan® vaginal tablets in
general obstetric and gynecological practice in the treatment
of bacterial and candidal vaginitis, vaginitis caused by a mixed
infection, and genital trichomoniasis to restore a woman's re-
productive health [24-26, 31-35].

The advantages of the in vivo study are that it showed the
effectiveness of the topical combined drug Terzhinan® in restor-
ing vaginal health in non-pregnant and pregnant women with a
history of reproductive failure and vaginal dysbiosis associated
with the presence of A. vaginae in diagnostically significant con-
centrations. The results of our study coincide with the results
of an in vitro study that studied the sensitivity of 516 strains of
microorganisms isolated from the genital tract of women of re-
productive age to a combined vaginal preparation, 1 tablet of

Table 1. Dynamics of the TBM and normobiota of the vagina in women after treatment

Indicator Examination time Group A (n=37)
before 6.82£0.10%
Lg,, TBM, M+ SEM
after 6.46 +0.07°
The number of women with LB, before 34(91.89)
n (%) after 37(100)
before 45240324
Lg, LB, M SEM
after 6.0140.25°
before 230 +0.29%
Lg,, TBM-Lg, LB, M SEM
after 0.11+006°

Group B (n=41) GroupK1(n=30)  Group K2 (n=30)

6.99+0.12%
Py 6.28 £0.12 6.17+0.14
37(90.24)
410100 30(100) 30(100)
4.89+0.28%
" 6.28 +0.12 6.17£0.14
211+0.29%
P -0.06 +0.09 -0.17£0.09

K182 the difference s statistically probable with the indicators of groups K1, K2 (p < 0.05);

B — statistically significant difference with the indicator before treatment (p < 0.05);
before, after — time of examination before and after treatment.

WWW.REPRODUCT-ENDO.COM.UA / WWW.REPRODUCT-ENDO.COM N° 5(74)rpyaeHb 2024
ISSN 2309-411

Reproductive Endocrinology

6/



OAPMAKOTEPATIIA

Table 2. The dynamics of the specific weight of opportunistic microorganisms in the vaginal microbiota of the examined women, n (%)

Indicator Examinationtime ~ GroupA(n=37)  GroupB(n=41)  GroupK1(n=30) GroupK2 (n=30)
} hefore 16(43.24)% 14(34.15)
Enterobacterium spp. 3(10.00) 4(13.33)
after 5(13.51)® 8(19.51)
before 5(13.51) 6(14.63)
Streptococcus spp. 2(6.67) 3(10.00)
after 3(8.11) 3(7.32)
before 15(40.54) " 14(34.15)%
Staphylocococcus spp. 2(6.67) 0(0.00)
after 2(5.41)® 2(4.88)8
- N before 37(100)" 41(100) 2
G. vaginalis / Prevotella bivia / Porphyromonas spp 2(6.67) 3(10.00)
after 2(5.41)8 2(4.88)®
} before 34(91.89) 40(97.56)%
Eubacterium spp. 3(10.00) 2(6.67)
after 3(8.11)® 3(7.32)°
Sneathia spp. / Leptotrichia spp. / Fusobacteri before 12" A 3(10.00) 2(6.67)
neathia spp. / Leptotrichia spp. / Fusobacterium spp. J !
PR RIOHep o after 4(1081)° 6(1463)°
Megasph / Veillonella spp. / Dialist before LLE BELEE)C 1(3.33) 0(0.00)
egasphaera spp. / Veillonella spp. / Dialister spp. . !
= o o 7 after 1(2.70)® 1(2.44)®
before 20(54.05)" 20(48.78)%
Lachnobacterium spp. / Clostridium spp. 2(6.67) 0(0.00)
after 4(10.81)® 5(12.20)8
. . before 22(59.46) 23(56.10) 2
Mobiluncus spp. / Corynebacterium Spp. 2(6.67) 1(3.33)
after 2(5.47)8 3(732)°
before 32(86.49)" 27(65.85)"
Peptostreptococcus spp. 5(16.67) 1(3.33)
after 3(8.11)8 3(7.32)8
, hefore 37(100)% 41(100)*
A. vaginae 2(6.67) 1(3.33)
after 3(8.11)8 2(4.88)8
. hefore 6(16.22) 9(21.95)
Mycoplasma hominis 1(3.33) 0(0.00)
after 0(0.00)° 0(0.00)®
y hefore 10(27.03)% 15(36.59) *
Ureaplasma (urealiticum + parvum) 2(6.67) 3(10.00)
after 1(2.70)® 2(4.88)°
before 19(51.35)" 20(48.78)%
(andida spp. 1(3.33) 2(6.67)
after 3(8.11)° 2(4.88)"

¥1.2— the difference is statistically probable with the indicators of groups K1, K2 (p < 0.05);
B — statistically significant difference with the indicator before treatment (p < 0.05);
before, after — time of examination before and after treatment.

which contains ternidazole 200 mg, neomycin sulfate 100 mg,
nystatin 100,000 IU, prednisolone sodium metasulfobenzoate
4.7 mg, corresponding to 3.0 mg of prednisolone, in various di-
lutions. According to the authors, all 100% of clinical isolates of
G. vaginalis and A. vaginae, regardless of the degree of dilution,
were sensitive to this combined drug [24].

The conducted study showed a high frequency of co-patho-
gens and mixed infections when A. vaginae was detected in
diagnostically significant concentrations in the vagina of
non-pregnant and pregnant women. Therefore, the use of
combined local therapy had a number of advantages, namely:
achieving a therapeutic effect in the presence of co-patho-
gens, mixed infections due to the expansion of the spectrum
of action in the combination and the creation of a high effec-
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tive topical concentration precisely in the focus of dysbiosis.

An important element of the treatment was the safety of
the drug used. Features of the chemical structure and the
presence of resorptive properties in metronidazole, ornida-
zole, their ability to penetrate through histohematal barriers
and adsorption of these active substances after local appli-
cation limit the prescription of drugs containing these sub-
stances [27]. The vast majority of 5-nitroimidazoles are con-
traindicated during pregnancy. 5-nitroimidazole ternidazole,
which is part of Terzhinan®, is designed specifically for local
use, is not absorbed and, possessing all the positive prop-
erties and activity of 5-nitroimidazoles, has no contraindica-
tions for use during pregnancy and lactation due to the lack
of systemic action when used locally [26].
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Table 3. Dynamics of the absolute content of microorganisms in the vaginal microbiota of the examined women, M £ SEM, CFU / ml

. Exami- Group A Group B Group K1 Group K2
Indicator nation time (n=37) (n=41) (n=30) (n=30)
. before 177 £039% 1.79+043%
Enterobacterium spp. 0.28+0.16 0.53+0.27
after 0.41+0.18° 0.76+0.28°
before 033£0.15 061£0.23
Streptococcus spp. 0.08 +0.06 032+0.18
after 0.14+0.09 0.25+0.15
before 1.26 +0.28% 142+033%
Staphylocococcus spp. 0.12+0.08 0.00+0.00
after 0.12+0.08° 016 +0.118
before 56640171 589+0.19%
G. vaginalis / Prevotella bivia / Porphyromonas spp. 0.17+0.12 0.29+0.16
after 0.12+0.08® 0.11+0.08®
before 436+0.28" 485+021%
Eubacterium spp. 0.19+0.12 0.22+0.16
after 0.10+0.06° 01140078
before 188 +0.41% 226+039"
Sneathia spp. / Leptotrichia spp. / Fusobacterium spp. 0.25+0.14 0.18+0.13
after 0.18+0.09° 034+0.14°
Megasph / Veillonella spp. / Dialist peore 2604 2120467 0.08+0.08 0.00+0.00
legasphaera spp. / Veillonella spp./ Dialister spp. 08 +0. .00+0.
9 7 7 P after 0.04+0.04° 0.03+0.03°
} » before 234 042" 250 £ 0.44%
Lachnobacterium spp. / Clostridium spp. 0.11+0.08 0.00+0.00
after 0.18+0.09° 0.19+0.11
before 3.05+043% 293+044%
Mobiluncus spp. / Corynebacterium spp. 0.11+0.08 01101
after 0.07 +0.05° 0.13+0.08°
before 34340.27% 299+036%
Peptostreptococcus spp. 035+0.15 0.10£0.10
after 0.15+0.098 0.14+0.08®
before 510+0.10% 526+0.13%
A. vaginae 0.12+0.09 0.04+0.04
after 02140138 0.1140.08°
before 047+0.18 0.65+0.21
Mycoplasma hominis 0.07+0.07 0.00+0.00
after 0.00+0.00 0.00+0.00
y before 106+ 0324 1.20+0.28%
Ureaplasma (urealiticum + parvum) 0.13£0.10 0.28+0.16
after 0.08+0.08° 0.08 +0.06°
. before 157 +£0.26" 1.73+£0.29%
(andida spp. 0.08+0.08 0.15+0.10
after 0.16+0.10° 01240098

K162 the difference is statistically probable with the indicators of groups K1, K2 (p < 0.05);

B — statistically significant difference with the indicator before treatment (p < 0.05);
before, after — time of examination before and after treatment.

The conducted study confirmed an important feature of
the applied combined drug - the preservation and resto-
ration of lactoflora after the treatment, which confirms the
previously obtained data [7, 25, 31]. This allows you to use
the drug even without prescribing probiotics.

A shortcoming of the conducted study should be consid-
ered the small sample size, which requires further clinical
studies.

CONCLUSIONS

The presence of A. vaginae in diagnostically significant con-
centrations in the vaginal microbiota in the vast majority of
cases is accompanied by the presence of G. vaginalis and other

WWW.REPRODUCT-ENDO.COM.UA / WWW.REPRODUCT-ENDO.COM N° 5(74)rpyaeHb 2024
ISSN 2309-4117

co-pathogens, mixed infections, every second woman has aer-
obic-anaerobic dysbiosis, which makes it advisable to use com-
bined topical drugs.

The combined vaginal drug ternidazole-neomycin sulfate-
nystatin-prednisolone is a highly effective, safe and compliant
remedy for restoring vaginal health in non-pregnant and preg-
nant women with a history of reproductive failure and vaginal
dysbiosis associated with A. vaginae in diagnostically significant
concentrations.

Reproductive Endocrinology 6 9
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Table 4. Dynamics of the relative content of microorganisms in the vaginal microbiota of the examined women (M = SEM), CFU / ml

. Exami- Group A Group B Group K1 Group K2
Indicator nation time (n=37) (n=41) (n=30) (n=30)

before -275+050" -3.06+048%

Enterobacterium spp. -6.06+0.17 -582+0.27
after -5.61+0.28° -5.22+0.38%
before 420+ 033" -424+036"

Streptococcus spp. -6.26+0.18 -6.02+0.27
after -5.88+0.26° -572+0358
before -3.26+0.44 % -3434+043%

Staphylocococcus spp. -6.22+0.19 -635+0.17
after -5.89+0.26° -5.81+0378
K1 k2

Gardnerella vaginalis / Prevotella bivia / before Lty LS 6174021 6064022

TRy afer 589026° 58620347 o S

before -0.16 +0.49" 0.00+0.38%

Eubacterium spp. -6.15+0.18 -6.12+0.19
after -5.91+0.258 -5.86+0328
- K1 _ k2

Sneathia spp./Leptotriia spp. / WIS 264053 2395050 6.09402) 6174019

Rt after 5,84+ 0.26° 56340348 - o

_ K il K

Megasphaera spp. / Veilonella spp. / icie I ik 6264019 6354017
DRI afer 598025 59420327
before -2.19+0.59% -235+051%

Lachnobacterium spp. / Clostridium spp. -6.23+0.18 -6.35+0.17
after -5.84+0.26° -5.78+0.338
before -147+0.53% -1.92+0.54%

Mobiluncus spp. / Corynebacterium spp. -6.23+0.17 -6.24+0.17
after -594+0.25° -5.84+032°
before -1.10+0.48 " -1.86 +0.52"

Peptostreptococcus spp. -5.99+0.22 -6.24+0.18
after -5.86+0.26° -5.83+0.32°
before 0.57+0.36" 041+0.30%

A. vaginae -6.22+0.14 6.31+0.187
after -581+£0278 -5.86+033°

K162 the difference is statistically probable with the indicators of groups K1, K2 (p < 0.05);
B statistically significant difference with the indicator before treatment (p < 0.05);
before, after — time of examination before and after treatment.
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EQEKTUBHICTb KOMBIHOBAHOTO NPEMAPATY TEPHIZIA30~HEOMILVHY CYIbOAT-HICTATUH-TPEAHI30I0H Y TOMIYHIA TEPAMIT BATIHANBHOIO JIMCBI03Y, ACOLIOBAHOTO 3 ATOPOBIUM
VAGINAE, Y HEBATITHIX TA BATITHIX XIHOK 13 PEMPOAYKTIBHOIO HELOCTATHICTHO

0.M. HoceHKo, 1. Mea. H., Npodecopka kadeapi akyLuepcTea Ta riHexonorii OecbKoro HallioHanbHoro MeauuHoro yHigepcutety, M. Oneca
0.0. Xanua, k. mea. H., nikap akyLwep-rinexonor TOB «Knikika penpozykTugHoi MeavumHu “Hagia Oneca”, m. Oneca

PA. Jlemupunk, acnipakT kadeapy axyLepcTea Ta rikexonorii OAecbKoro HalioHanbHOro MeguuHoro yigepcutery, m. Oneca
06rpyHTyBaHHA. Atopobium vaginae € BaXnuBHM KOMNOHEHTOM CKNAAHOT aHOMaNbHOT aHaepobHT BariHanbHol Mikpogaopy 3a BariHanbHoro Auchiosy il BBaaETCA MPUHAIMHI YaCTKOBOIO MPUUMHOI0 BIZOMIX
HeraTUBHUX rHEKONOMYHIX Ta aKyLLEPCHKMX HACNIAKIB. OncaHo pe3ncTeHTHICTb A. vaginae 40 TpaaLiiiHoT Tepanii — METPOHIAa30.y Ta KNiHAAMILMHY.

MeTa AocniZXeRHs: oLliHKa edeKTUBHOCTI ToniYHoT Tepanii KoMOIHOBAHYM NPenapaTom TepHiAa30n—HEOMILlMHY CyNbdaT—HICTATUH—NPEAHI30M0H BariHanbHOrO Ancio3y, acouiitoBaHoro 3 A. vaginae B
JIarHOCTIAYHO 3HAYYLLMX KOHLIEHTPALYIAX, Y HeBATITHIX i BAriTHYX XIHOK PENPO/YKTUBHONO BIKY 3 PENpOAYKTUBHOI HEAOCTATHICTIO B aHaMHe3I.
Marepianu Ta Metozu. CnocTepexeHHa 0XonIoBano 78 iHoK penpoayKTMBHONO Biky 3 BariHanbHIM Auc6io30M, acowliifoBaHIM 3 A. vaginae B AiarHOCTUUHO 3HaUYLLMX KOHLIEHTPALAX, 3 AKX 37 Ge3nAigHmx
XIHOK Mafny NOBTOPHI HegZaul iMnnanTaLlii i 41 BariTHa xiHKa Oyna 3 BUNIKYBaHYM Y LKNaX AONOMIXHYX PENPOAYKTUBHIX TexHonorii be3nniaaam. 1o KOHTPOAbHYX rpyn yBiiiLuny 30 GepTunbHIX HesariTHux

XIHOK i 30 BariTHYX MicnA NPUPOAHOT KOHLNLi 3 BariHanbHIM HopMOLIeH030M. KomnneKcHy KinbKicHy OLiHKY BariHanbHOT aHaepoBHoi MikpobioTin MpoBoAN 3a 4ONOMOTOI0 NoNiMePasHOi NaHLIoroBoi peakLii B
PEXVMI PeasibHoro yacy.

Pe3ynbtatu. Hasghictb A. vaginae B AiarHOCTIIYHO 3HauyLLUX KOHLIEHTPALIAX Y BariHanbHili MikpobioTi B nepeBaxHilt BinbLLOCTI BUMaAKiB CynpOBOLKYETbCA HaABHICTIO Gardnerella vaginalis Ta iHLwitx Ko-naToreHis,
MIKCT-IHOEKLTT; KoXHa Aipyra iHKka Mae aepobHo-aHaepobHuit ancoios, Lo pobuTb A0LNbHIM BUKOPUCTaHHSA KOMOIHOBAHYX TONIYHIX NIPenapaTiB. 3aCTOCYBAHHA BariHANbHIX TAONETOK TepHia30/1—HeOMILHY
CynbhAT—HiCTaTH—NPEHI3070H 3yMOBINO BIACYTHICTb Y BariHanbHilt Mikpo6ioTi A0CAIKYBAHUX GaKynbTaTUBHYX | 06AiraTHIX aHaepobiB,

Ureaplasma (urealiticum + parvum) 1a rpu6ig pogy Candida Spp. y AiarHOCTNYHO 3HaUYLLIMX KOHLIEHTPaLiAX y XiHOK nponikoBaHuX rpyn. CepeaHiit BIBHOCHHI BMICT XXOAHOTO 3 AOCAIZKYBaHIX YMOBHO NATOreHHMX
MIKPOOPraHi3MiB nicnA NikyBaHHA He nepesiLLyBas -3 KYO.

BucxoBkm. KombiHoBaHviA BariHanbHIii npenapar TepHiaa3oN—HeoMiLuHY cynbaT—HiCTaTUH—NPEAHI30N0H € BUCOKORGEKTUBHYM, OE3NeUHNM | KOMNAIAEHTHIM 3aC000M ANA BIAHOBNEHHA BariHaNbHO0 340POB'A
B HEBAITHINX Ta BATITHIX XiHOK i3 PENPOLYKTUBHOIO HEZOCTATHICTIO B aHaMHe3i Ta 3 BariHaNbHIAM AC6i030M, aCOL0BAHIM i3 HAABHICTIO A. vaginae B AiarHOCTHYHO 3HaUYLLUX KOHLEHTPALIAX.

KniouoBi cnoga: penpoayKTveHa HeaoCTaTHiCTb, NOBTOPHI HeBAaul iMnnaHTaLl, BariHanbHuii Ancios, bakTepiansHuii BariHo3, aepobHMiA BariHiT, aepobHo-aHaepobHvi Anc6io3, Atopobium vaginae, nikyBaHs,
KomOiHOBaHYit npenapar, TepHiaa30f—HeOMiLiMHY CyNbOaT—HICTaTH—NPEAHI30NOH.

EFFECTIVENESS OF THE COMBINED DRUG TERNIDAZOLE-NEOMYCIN SULFATE-NYSTATIN-PREDNISOLONE IN TOPICAL THERAPY OF VAGINAL DYSBIOSIS ASSOCIATED WITH ATOPOBIUM VAGINAE IN NON-
PREGNANT AND PREGNANT WOMEN WITH REPRODUCTIVE FAILURE

0.M. Nosenko, MD, professor, Obstetrics and Gynecology Department, Odesa National Medical University, Odesa

F.0. Khancha, PhD, obstetrician gynecologist, LLC «Clinic of Reproductive Medicine «Nadia Odesa», Odesa

R.Y. Demydchyk, postgraduate student, Obstetrics and Gynecology Department, Odesa National Medical University, Odesa

Background. Atopobium vaginaeis an important component of the complex abnormal anaerobic vaginal microflora in vaginal dysbiosis and is believed to be at least partially responsible for known adverse
gynecological and obstetric outcomes. Resistance of A. vaginae to traditional therapy (metronidazole and clindamycin) is described.

Objective of the study: to evaluate the effectiveness of topical therapy with the combined drug ternidazole—neomycin sulfate—nystatin—prednisoloneof vaginal dysbiosis associated with A. vaginaein diagnostically
significant concentrations in non-pregnant and pregnant women of reproductive age with a history of reproductive failure.

Materials and methods. 78 women of reproductive age with vaginal dysbiosis associated with A. vaginaein diagnostically significant concentrations were under observation. 37 infertile women had recurrent
implantation failures and 41 pregnant women with infertility treated in cycles of assisted reproductive technologies. Control groups consisted of 30 fertile non-pregnant women and 30 pregnant women after natural
conception with vaginal normocenosis. Comprehensive quantitative assessment of the vaginal anaerabic microbiota was performed using real-time polymerase chain reaction

Results. A. vaginaein diagnostically significant concentrations in the vaginal microbiota in the vast majority of cases is accompanied by the presence of Gardnerella vaginalis and other co-pathogens, mixed infections.
Every second woman has aerobic-anaerobic dysbiosis, which makes it advisable to use combined topical drugs. The use of ternidazole—neomycin sulfate—nystatin—prednisolone vaginal tablets resulted in the absence
of facultative and obligate anaerobes, Ureaplasma (urealiticum + parvum) and Candida spp. in the vaginal microbiota in diagnostically significant concentrations in women of treated groups. The average relative
content of none of the studied conditionally pathogenic microorganisms after treatment did not exceed -3 CFU.

Condlusions. The combined vaginal drug ternidazole—neomycin sulfate—nystatin—prednisolone is a highly effective, safe and compliant remedy for restoring vaginal health in non-pregnant and pregnant women with
a history of reproductive failure and vaginal dysbiosis associated with the presence of A. vaginae in diagnostically significant concentrations.

Keywords: reproductive failure, recurrent implantation failures, vaginal dysbiosis, bacterial vaginosis, aerobic vaginitis, aerobic-anaerobic dysbiosis, Atopobium vaginae, treatment, combined drug, ternidazole—
neomycin sulfate—nystatin—prednisolone.



