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PE3IOMETA OT HAYYHUTE TPYJAOBE HA I-P IIETA
AHJAPEEBA, m.A.:

AUATHO3A U TIOBEAEHHUE ITPU PAHHA BPEMEHHOCT IIPU ART

AunpapeenaIl., Tumesa T., Biagumupos {., lllepes AT. (1998)

Pestome: OOMKHOBEHO MpPU aCUCTHPAHUTE pPenpoAyKTUBHU TexHosoruu (ART) ce
HaJlara JIeKO u3pa3eHa [0 yMepeHa XUIlepCTUMYyJalius Ha SIUYHUKOBUTE CTPYKTYpPH.
ToBa onpesenss U pasJIMYHOTO MOBeJleHUe NPU JUarHosaTa U TpeTUPaHeTO Ha paHHa
OpeMEeHHOCT, c/ieJ| IpUlaraHe Ha HOBUTEe PENPOAYKTUBHU TEXHOJIOTHUH, 32 pa3JiuKa OT
OpeMEeHHOCTHUTE, Bb3HUKHAJIU 10 €CTECTBEH IT'bT.

[Ipepgsiara ce Mozesn 3a NOBeJeHHWe B JUarHo3aTa M €eBeHTYa/IHO TepamnudaTa Ha
6peMeHHocTTa ciaef ART.

JluarHozata Ha paHHa OpeMeHHocT npu ART Tpsb6Ba Aa OTroBopd Ha TpHU
OCHOBHH B'bIIpOCa:

1. Uma jiu 6peMeHHOCT ?

2. Kbpe e mokasnusupana ?
3. lanu ce pa3BuBa ?

JluarHozata Ha paHHa OpeMeHHOCT cjej, ART H3Mo/13Ba CbIIMTE METOH,
TpeTHUpPaHU U IPU CIOHTAHHO Bb3HUKHAJIA TaKaBa - onpefesHe Ha B-hCG B opraHnusma
Ha OpeMeHHaTa U Y3-aiuarHoctuka. MHxekTtupaHeto Ha Pregnyl cnep ET usuckBa
M34YaKBaHe Hal-MaJKo 9 [HU cjej Mocjae[HaTa alJIMKalus, IpU KOeTO OMNpe/iesisiHETO
Ha B-hCG o6uuaiiHo ce usMectBa kbM 9-10 gen cinep ET. [loBegeHueTo mpu paHHa
opeMmeHHocT cies, ART Tps6Ba Aa cboOpasu, ye MOpaAu NpoBeJieHa KOHTPOJIMpaHa
OBapHaJ/iHa CTUMYyJlallMsl CbOTHOLIEHUETO eCTPOreHU /IporecTepoH e npoMmeHeHo. /[Ba
ca mpenapaTuTe KouTo ce usnosssat: hCG, Progesteron.

MOPAJIHA U ETUYHH ITPOBJIEMU IIPU ART

Jumutposa Jl., AHaApeeBa Il. Tumesa T., Bacusnera P., CB. Bosimxuesa. (1998)



Pe3stome: EfHM OT OCHOBHHUTE BBIPOCH Ha CbBPEMEHHUTE PENpPOAYKTUBHU MeTOJHU
(ART) Hape/ ¢ JOHOPCTBOTO Ha TaMeTH, CeJIEKIUS Ha M0J1a U peAYKILUs Ha eMOPHUOHHU ca
eTUYHUTe IMpo6seMHU IpU cyporaTHata Makka. To3u MeToJ, Ha JedeHHe Ha
UHPEPTUIUTET NPU OINpeiesieH KOHTUHTEHT KeHH MopaXkJia CBOM 3aKOHOBH, eTUYHU U
€MOILIMOHA/JIHM HOPMU BBbPXY TPUTE CTPAHU B TO3U NIPOLIEC:

- U3UCKBaHUsTA Ha NpUeMalllaTa ABOMKa;
- CyporaTHaTa MamKa;
- cbA6aTa Ha 6'bJelusa UHAUBU,

3a ToBa BBIIPOCa Ce€ HYyXXJa€ OT BHHUMATEJIHU 06C'b>K,£laHI/IH H pa361/1paHe BbHB BCEKH
oTAeJIeH Ka3ycC.

UHavkanuuTe 3a NpUJIOKEHHe Ha cyporaTHaTa MaiKka ca IJIaBHO OT CTpaHa Ha

ChIpyraTa Wiv MapTHbOPKATa U Ce CBEXAT J0:
1. KOHTeHHTaJIHa JIMIICAa HAa MaTKa;

2. XUCTEPEKTOMHUA IMOpaAAN KAPIOUHOM HNJIK HEIIOBJIMABallld C€ HAa KOHCEPBATHUBHO
JIedeHHe XeMoparud,

3.KeHHU C XabUTyaJIHU abOPTH;
4.>XeHM C IpeMaTyPHU paXKAaHUS;
5. Heycnex npu IVF;

6. ceprHo3HM 3a60JIIBaHUS Ha ’KeHaTa, KaTo ObOpEeYHH, ChPJIeYHO-CHAOBU H
JIpyTH, TMPU KOUTO OpPEeMEHHOCTTa € MPOTHBOINOKAa3aHa U OW YTeXXHWJIA XoJla Ha
3a00J1IBaHeTo.

ETUYHUTE BBIOPOCH NPU CyporaTHaTa MalKa ce KOHLEHTPUpPAT OKOJIO MeT

IYHKTa:
1. IIpaBoTO Ha cyporaTHaTa MaukKa;
2. IIpaBoTo Ha npueMaiata ( MHGepTUJIHATA ) ABOUKA;
3. I[IpaBoTO Ha AeTeTo;
4. cTHHHOCTTA HAa MHPOPMHUPAHOTO ChIJIACHE;
5. [Ipo6seMbT 3anJ1alllaHe NIPU CyporaTHaTa Makka.

CyporaTcTBOTO IpeJM3BHKBAa IOBeYye €TUYHH U €eMOLMOHAJHU NpobJseMy,
OTKOJIKOTO MeAMUMHCKHA. Cb3JaBaHeTO Ha 3/paBa 3aKOHOBAa OCHOBA, KOATO Ja



perjiaMeHTHpa HEroBOTO NpUJIaraHe Iie MOMOTHE MPH pelllaBaHe Ha CIOPHU €TUYHH
BBIPOCH, CTOSIIM B OCHOBaTa Ha KJacH4yecKaTa eTHYHA JuieMa MeXAy JHUYHaTa
cB060/1a ( MpaBOTO HA CyporaTHaTa MakkKa ) ¥ 6J1arOTBOPUTEJIHOCTTA.

BAI'MHAJ/IHA EKOCUCTEMA

Kaparsoszos Y, lllonosa E, AuagpeeBa Il.
AkymiepctBo ¥ ruHekosiorus 2004; Vol.43, Suppl 3: 34-9.
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EMERGING ENDOMETRIAL POLYP DURING CONTROLLED OVARIAN
STIMULATION AFFECTS IVF/ICSI OUTCOME

Andreeva P., Ganeva G., Shterev A.

Human Reproduction Abstract Book; 2006 Vol 21, Suppl 1: 1204

Introduction: Implantation is a delicate process, involving complex interaction of
various factors derived either from the embryo or the endometrium. Any malfunctioning
in this highly complex machinery may lead to a failure of implantation. Despite the
considerable progress achieved over the years in the assisted reproductive technologies,
embryo implantation still remains a major limiting factor. The aim of this study is to
answer if an endometrial polyp which occurs unexpectedly during controlled ovarian
stimulation (COS) may affect IVF or ICSI outcome.

Materials and methods: A retrospective study comprising of total 205 IVF or ICSI
cycles performed during last year (2005). All patients were routinely examined with
high-resolution transvaginal ultrasound prior to and during the IVF/ICSI cycle for the
assessment of the uterine cavity and endometrial polyp. The included patients were
under the age of 36, with similar BMIs, stimulation protocols’ gonadotropin units per
cycle, endometrial thickness (over 10 mm), good quality of transferred embryos
(embryo score over 60) and number of transferred embryos. Eleven patients (5,37%)
with endometrial polyp under 10 mm constituted Group 1 and 194 patient, without
endometrial polyp, constituted Group 2. Pregnancy rate and implantation rate were the
two main parameters compared between the two groups.



Results: In the patients with endometrial polyps, no pregnancy was achieved. Clinical
pregnancy rates and implantation rates of the second group were 28,35% (55/194) and
13,05% respectively. Fifteen of the pregnant women (27,27%) experienced
miscarriages. In some of the patients, hysteroscopy was performed for removal of the
endometrial polyp. In part of them, after the polyp resection, spontaneous pregnancy
occurred.

Conclusion: Our results reveal that endometrial polyp less than 10 mm, appearing
during COS is a rare complication and it may have a negative influence on the IVF/ICSI
outcome. In order to improve embryo implantation, we need to remove the above
mentioned endometrial polyp. Abnormalities at the endometrial level and abnormal
embryo-endometrial dialogue may be responsible for some cases of implantation failure.
Endometrial polyp may be an impediment to embryo implantation because it acts as
space occupying lesion and/or disturbs the expression of various endometrial products
such as pinopodes, integrins and cytokines. It is not clear whether the expression of such
factor as the endometrial polyp is the reason for implantation failure or is just a
reflection of other abnormalities taking place in complex cascade of events.

EKCITIPECUATA HA EHAOMETPHUAJIEH IT1OJIMII 11O BPEME HA
KOHTPOJINPAHA OBAPHUAJIHA CTUMYJIADMA BJ/IMAHUE HA U3XO0JA
OT IVF/ICSI ITPOLIEAYPA

Anppeena Il I'aneBa I',, lllepes A.

Human Reproduction Abstract Book; 2006 Vol 21, Suppl 1:i204

BbBegeHnue: HMmiaHTanusiTa € [JeJMKaTeH IMpPoOLec, KOUTO BKJKYBA CJA0XHO
B3aUMO/IeliCTBUE HAa pa3IUYHU GAKTOPH, MPOU3JIM3AIIH KAKTO OT eMOPHOHA, TaKa U OT
eHJoMeTpuyMa. Bcsgka Heu3npaBHOCT B TO3U M3KJ/YUTEJSHO KOMIJIEKCEH
MeXaHU3'bM MO3Ke Jla JoBeJe 10 HeyClieX B UMIIJIAaHTAallMOHHUA npolec. HesaBucumo oT
3HAYUTEJIHUS MPOTpec, MOCTUTHAT Mpe3 TOAUHUTE B ACUCTUPAHUTE PENnpPOAyKTHUBHU
TE€XHOJIOTUHM, UMIJIAHTALMsATa Ha eMOpHOHA BCe Olle OCTaBa OCHOBEH JIMMHUTHpAI]
dakTop. llesiTa Ha TOBa U3c/e/iBaHe € Jia AaJie OTTOBOP Jajy eHJOMETPUATHUSAT MOJIUII,
KOWTO Ce MOsIBSIBA HEOUYAKBaHO MO BpPeEMe HAa KOHTPOJIMpPaHa OBapua/iHa CTUMYyJalys

(KOX), moxe na noBause Ha usxoza ot IVF/ICSI npoueaypara.

Martepuaim U MeToJM: PeTpocnieKTUBHO Mpoy4BaHe, koeTo BkJwouBa 205 IVF/ICSI
IUKJIY, NpoBeJeHU mpe3 MuHasata 2005r. Bcuuku nauueHTH 6sXa MperJiejaHu

PYTHHHO C TpaHCBarvHaJjeH YJITPa3BYK C BUCOKA pe30JIIOLMA NpeJd U MO BpeMe Ha



IVF/ICSI yukbaa, ¢ e oLleHKa Ha MaTOYHATa KyXMHa U HAJIMYMETO Ha eHJ0MeTpUuasieH
nosui. Bx/royeHUTe ManyeHTH ca noJj 36 roJMIIHA Bb3PacCT, CbC CXOJeH UHJEKC Ha
TeJleCHAa Maca, CXOJHU CTUMYJIALLMOHHU NPOTOKOJM W eJleHUIIMd TOHaJOTpPONHUH Ha
CTUMYyJIallMOHEH IJUKBJI, Jlebe/iMHa Ha eHJoMeTpuyMa (Hag 10 MM), 7o06po KayecTBO Ha
TpaHcdepupaHuTe eMbpuoHu (pMOpuo ckop Haj 60) u 6pol Ha TpaHCPepUpPAHUTE
eMp6uonu. Eaunazecer mnanueHta (5,37%) ¢ eHgoMeTpuasieH mnosaun noz 10 mm
npeactaBasBa ['pyna 1 u 194 nmauueHTta, 6e3 eHJOMeTpHUaJIeH MOJIUI, CbCTABJASABAT
[pyna 2. [IponeHTbT GpeMeHHOCTH W NPOLEHTHT Ha UMIUIAHTHPAaHU eMOPHOHHU ca

ABAaTa OCHOBHH IIapaMeTpPa, KOUTO Ce CpAaBHABAT MEXKAY ABETE I'pyIin.

PesysrraTu: [Ipu manjeHTUTE C €HIOMETpHAJIEH IO/ He 6€ TOCTUTHATa OPeMEHHOCT.
[TpoueHThT KIMHUYHU OPEMEHHOCTH Y MPOLEHThT Ha UMIJIAHTALUA HA BTOpaTa rpymna
6e 28,35% (55/194) u cvotBeTHO 13,05%. [lpu neTHajeceT OoT 3ab6peMeHeNUTe KEHU
(27,27%) 6peMeHHOCTTa 3aBbPLIU CbC CIIOHTAHEH abopT.

[lpu xeHuTe oT 1 rpyma 6Ge mNpoBeZieHa XHCTEPOCKOICKA pe3eKIus Ha
€HJIOMETPUAJIHUS TOJIUI, KaTO NpPH 4YacT OT TsAX Oe perdcTpupaHa CHOHTaHHA

OpeMeHHOCT.

3akiw4eHue: Hamnre pe3yaTaTH NoKasaxa, ye eHJOMEeTPUAJIHUAT IOJIUI, C pa3Mep
no-Mmasbk oT 10 MM, KOUTO ce mosiBsiBa no BpeMe Ha KOX e psifiko ycioKHeHUe U OU
MOTJIO [ila MMa OTPULATEJIHO BJAUsIHUE Bbpxy pe3yartarta oT IVF/ICSI npoueaypa. 3a aa
NoJ06pMM Mpolieca Ha MMIJIAHTAlLMs HAa eMOpUOHA e HeobX0JMMO Jila Ce OTCTPaHHU
rope-CllOMeHaTHUAT €eHJOMeTpHa/ieH NOoJUI. AHOMaJUM B MaTO4YHaTa JIMTaBULA MU
aHOPMaJIHUAT AHAJIOT MeX/Ay eMOpHOHa U eHJ,OMeTPUyMa MoxXe Jla ca NpUYMHaTa NpU
HAKOM OT CJy4auTe Ha Heycllex [0 BpeMe HAa HWMIUIAHTALLMOHHUSA IIpoLec.
EHJloMeTpuasHUAT NOJUN MOXe Ja 6bJe npedyka NpU MMIJIAaHTALUATAa Ha eMOPUOHa,
3all0TO TOM JeHCTBa KaTo Je3us, KOATO 3aeMa IPOCTPAHCTBO H/WJIM CMyllaBa
eKCIpecusiTa Ha MUHOIOJU, UHTETPUHH, UUTOKUHU. He e dcHO fanu ekcrnpecusaTa Ha
nofo06HM (aKTOpH, KaToO eHJOMeTpHUa/HUA IOJIMI, e NMPUYMHATa 3a HeyclexXa IpH
MMIIJIAHTaLUs WM TOBA € CaMO OTpakeHue Ha APYrd aHOMaJsIu{, KOUTO ce CJy4BaT B

TO3U CJI0KEH MPOIeC OT CbOUTHS.



PAK HA MATOYHATA IIIUHAKA

Anapeesa II;.
Medungo bpoi1 11/ 2007, 'oguna VII

Pe3rome:

PakbT Ha MaToO4YyHaTa IIMHKaA € eJHa OT MaJIKOTO HEOIlJIa3uM, KOSATO MOXe Ja
Oble TNpeABUJeHa, JUarHocTuliMHapaHa HaBpeme u 100% Jseyuma 1nOpu
YCTAHOBSIBAHETO ¥ HA €/JUH MHOT'0 PAHEH, IPpeJIMHBA3UBEH eTal OT HEMHOTO pa3BUTHE.

B eTnonaTtoreHesaTa Ha paka Ha MaTOYHaTa IIMKAKa KJIKO4YOBA MO3ULUA 3aeMaT
nosioBo-npeaaBanuTe nHGekuuu (I1I11N) u rnaBHO YoBelIKUAT nanunaomeH Bupyc (HPV)
CopwecrByBaT Hag 100 pa3anunu Trmna HPV. [1o mosioB bT ce pasnpoctpaHaBaT Hazg 30
tuna HPV, ot kouto 18 ca ¢ gokasaH OHKOreHeH mnoTeHUMas. KaTeropuyHo e
ctaHoBulleto, 4e HPV ca orroBopHun 3a pasBuUTHeTO Ha IlepBUKaJHa
WHTpaenuTesranaHa Heomsiasus (CIN) ¥ MHBa3MBeH pak Ha MaTo4yHaTa mukka B 70% -
99.8% ot cayyanute. Onpegenenu tunose HPV ca cBbp3aHy ¢ U3KJIHOYUTESHO BUCOK
PUCK OT pa3BUTHE Ha 3JI0KauyeCTBeHO 3abouisiBaHe: 16, 18, 31, 33, 35, 39, 45, 51, 52, 56,
58, 59 u 66. Taxuata [HK, uHTerpupailiku ce B reHoMa Ha HamaJHaTaTa KJjeTKa
BEPOSATHO BOJAM [0 NpPOMSHA B reHeTHUYHaTa MHPOpMaLUsA U NpeHaco4yBa JeJIMTeHUs
npolec KbM 3/I0KayecTBeHa TpaHcdopMalUs Ha KJIeTKaTa.

B cbBpeMeHHUTe yCI0BUS Ha JOCTaTbYHO HHPOpMaLUs MO OTHOLIEHUE
eTHOoNaToreHe3aTa Ha Ta3W HeOIlJIa3usd ce MpenopbyBa YCIOPEAHO C LUTOJOTHUYHOTO
v3cieZBaHe U Ja ce npoBexzga U [AHK-TecT 3a getekyusa u ceporunusvpane Ha HPV.
Excneptute Ha [ARC (Int Agency for Research on Cancer) kbM WHO, kakTo Te3u Ha
HallMOHAJIHO HHUBO ce 00eJUHABAT OKOJI0O CTaHOBULIeTo, 4ye ,HMMa JocTaTbuHO
JlOKa3aTeJICTBa, 4Ye TecTBaHeTo 3a HPV Moxe pa pepyuupa ciayyauTe ¢ pak Ha
MaTO4YHaTa UIMKa U YecToTaTa Ha CMbPTHUTe UHIUAeHTH.” (Cervical Cancer Screening.
Int Agency for Research on Cancer, WHO, Lyon, Expert meeting, 5/04); (XI HauuoHasieH
KOHIpeC MO aKyIIepCTBO W THUHEKOJIOTUS C MexXAyHapoAHo ydyactue I[lioBaus,
Bbarapus; 11 - 14 .X. 2007).

Beye cbilecTByBaT BCHYKM BB3MOXKHOCTTM 338 paHHa JeTeKLHUA Ha
npeJlleCTBEHUIMTe Ha LiepBUKaJHUA KapLMUHOM — KAaKTO Ha KJEThYHO, Taka M Ha
MOJIEKYJIHO HMBO, MIOPaJiu KOeTO peAylLiMpaHeTo Ha 3a60/1eBaeMOCTTa U CMbPTHOCTTA
OT paka Ha MaToyHaTa IIMHAKa Beye He e MeJUIMHCKM, a OpraHU3allMOHEH H
MKOHOMMYecKH npobsieM. ETo 3amo ToBa ce mpeBpblia B eJUH BCe IMO-aKTyaJleH
BBIPOC, KOUTO MOXe Ja ObJle pellleH paJyKaJHO NPU HU3rpaxJaHe Ha IpaBUJHA
HallMOHa/IHA CTpaTerus, BKJIOYBAllda aKTUBHO INpPOBeXJaHe Ha MaCcOB CKPUHHUHI,
NOBUILaBaHe JOCTbIIA 0 UHGOpMaLUA U BAKCUHUPAHETO Ha TapreTHUTE IPYIIU.



HP-FSH (FOSTIMON) - CPEACTBO HA U3BOP I1PHU ?KEHHU C J1OII
ANYHUKOB OTTOBOP

Auapeesa Il
Axywepcmeo u I'uHekoso2us 2008 Vol. 47, Ne 3: 56 - 61.

Pe3rome:

AcuctupaHuTe penpoAyKTUBHU TexHos0TuU (APT) ca ejHa OT Hal-JUHAMUYHO
pasBuBalMd ce 00JlaCTU Ha MeJUIIMHCKaTa Hayka. APT u B 4aCTHOCT HH-BUTPO
omnoxkaaHeTo ( IVF) craptupat Ha 25 rosin 1978 ¢ nMoHepckaTa Hay4yHaTa paboTa Ha P.
Steptoe u B. Edwards. Brnpeku ue pe3yatatute oT APT ca ce moo6pu/in ApacTUYHO OT
1978 r. HacaMm, Bce olle ycliexa OT TOBa JieueHUe OCTaBa He3aJoBoJiUuTesieH. [apaHuusa
3a ycnexa ot IVF e pgobpus SNYHUKOB OTrCOBOpP, KOETO MHOrO YeCcTo e
NpeJr3BUKATEJCTBO 3a PENPOAYKTHBHUTe crnenuaadctu. CTaTusTa NOpeAcTaBJsiBa
nperJseJ Ha JyMTepaTypaTa 3a HaW-yClellHaTa Tepalus 3a KOHTpOJIMpaHa OoBapvaJ/iHa
CTUMyJlallMsl 32 UH BUTPO OILUIOXKJAHe MPU KEHU CbC CTEPUJIUTET B HalpejHaa
Bb3pacT M / wiad cjaaba peakyuss Ha siuyHuuuTe. M3Boau: CTUMy/MpaHeTO Ha
AWYHUIIMTEe C BUCOKO MpedyucTeHU roHazoTponuHu (HP-FSH) B ouepranara rpyma
NallMeHTH € CBbP3aHO C JJOOUB Ha MO-MaJIKO OOLIMTH, HO MO-TOJIIM NPOLIEHT Ha top-
quality eM6puoHH B cpaBHeHHe CbC cTUMyJanus ¢ rFSH; mo-zo6bp kamapuTeT 3a
MMILJIAaHTallus, pa3BUBallla ce OpPeMEHHOCT U KUBO paxjaHe cpen top-quality
eMOpHOHHUTe, ToJiydeHH oT ctumyaanusa c¢ HP-HMG B cpaBHeHue c top-quality
eMbOproHuTe B rpynata Ha rFSH. Bucoko nmpeuncteHute HMG-npenapaTtu AaBaT Io-
JloOpu pe3yJiTaTU NpPU MO-Bb3PACTHU KEHU M KEHHU C JIOWl OBapuajieH OTroBOp B
cpaBHeHue ¢ rFSH. ToBa BeposiTHO ce AbJ/DKM Ha ek3oreHHaTa LH akTUBHOCT U / Wiu
OTHOCUTEJIHO TNO-BUCOKO KHUCeJUMHHUTe u3opopmu Ha FSH mporenHa (mpousBejeH,
KOraTo ca HaJIhIie NO-HUCKW HUBA Ha eCTPOreH), KOUTO MOraT ia 6'b/iaT OT 3Ha4YeHUe 3a
KJIMHAYHUTE pe3yITaTH.

“ESSURE” - HOB [101X0/1 3A JIEYHEHUE HA XUIPOCAJIITUHIC

IMPEAU ,IN VITRO” OIIVIOXKJAHE

Aunapeesa I1, KonoBanosa M, TumeBa T YaBeesa II, lllepeB A
PenpodykmusHo 3dpase; 2010, 17: 2-8

Pesome:
llenrTa Ha HaACTOAUOTO M3JIOKEHHWE € Jia OMNuIle MPUJOKEHHUETO Ha

MUKpocucTeMaTa Essure mpu magueHTKU CbC CTEPUJIUTET U XUAPOCAJNUHIC Mpeau
poBeX/JJaHe Ha UH-BUTpo omoxkaaHe U ET (IVF/ET), nokagiBaHO OT HAKOJIKO €KHIIa B
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cBeTa. ToBa € W MBPBOTO CHOOLIEHHE 3a MPUJIONKEHUETO HAa Ta3W TeXHUKA U B
BbJjrapus, ocbliecTBeHO 3a ObpBU 0bT, B Al OGosHuna A-p Ilepes. Ypes
TpaHCLepBUKaJIHAa XUCTEPOCKOIHUS, YCIEeHO Oe amulupaHa cicreMara Essure Ha 3
»K€HU C eJJHO/ABYCTPaHHEH XUAPOCAJINHUHIC. U TpUTe manueHTKU 6sixa C aHaMHe3a 3a
noHe efHo HeycnemHo npexmectBamo IVF/ET. IloctaBsHeTo Ha NJIaCTUHUTE B
MaTOYHUTE TpPbHOU Oe JecHo, 6e3 ChIPOTUBJEHHE, C OCTAaTbYHH HAMOTKU KBbM
MaToyHaTa KyXWHa cpeJHO Mexay 3 W 5. He ce perucrpupaxa HHUKAKBU
MHTpPAONepaTUBHU, HUTO NIOCTONIEPATUBHU YCI0KHEHUA.

RESISTANCE INDEX S/D OF UTERINE BLOOD FLOW HAS A
PREDICTABLE VALUE FOR SUCCESSFUL EMBRYO IMPLANTATION

Andreeva P, Horiuchi I, Koyama K, Kyurkchiev S, Shterev A;.

Journal of Reproductive medicine and endocrinology 2010; 7 (4): 341

Introduction:
During controlled ovarian hyperstimulation for IVF, the level of steroid hormones

(estrogens and progesterone) are changing dramatically and lead to rapidly changing of
endometrium and uterine vascularity, which inevitable can influence some Doppler
parameters.Because of the discrepancies at the literature we aimed to evaluate the
uterine blood supply by Doppler sonography, which could give more particular details of
the uterine receptivity and consequently more tools for better management of the most
important stage of performed in-vitro fertilisation (IVF) procedure - an embryo
implantation process.

Materials and methods:

A prospective, multi-centric study of 96 infertile women with mean age 32,9
(SD+5,4), who were implemented in IVF cycles. We carried out serial Doppler
ultrasound assessment of ascending branches of a. uterine at the day of hCG and at the
day of embryo transfer (ET). Waveform analyses, observation of diastolic notch and
estimation of definite resistance indices (PI, RI, S/D) were performed as well as
variables related to patient’s clinical characteristics, treatment characteristics, ovarian
response, ovum retrieval, outcome of IVF, embryo transfer in terms of outlining of a
group with equal including criteria. The received results were compared between
pregnant and non-pregnant women. Statistical analyses were performed using
descriptive analysis and T-test/Student’s test.

Results:
In this study we found out significant declining of S/D from hCG-day to ET-day at

pregnant group (13,3 to 4,04; p=0,03), whereas in non-conceived we observed tendency
of increasing of S/D, but without significance (8,3 to 10,2; p=0,29). More over, after
dividing of pregnant group to ongoing pregnancy and miscarriages we received the
same result only at ongoing pregnancy group (p=0,03), while in miscarriage group
declining of S/D was non-significant (p=0,059). Also we detected significant difference
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of S/D between pregnant and non-pregnant women at the day of ET (4,04 versus 10,2,
p=0,05). No other statistically significant results have been recorded.

Conclusions:

This study demonstrates significant declining of S/D parameters during the peri-
implantation period in ongoing pregnancy group in contrast to non pregnhant and
miscarriages. Our results rise the assumption of predictable value of S/D=4,04
(SD+2,33) at the day of ET for receptive endometrium and successful embryo
implantation.

WHAEKCHT HA PEBUCTEHTHOCT S/D HA KPbBOTOKA B MATKATA
INPEAOCTABJIABA IIPEAUKTHUBEH MAPKEP 3A YCIIEIIHA EMBPHUO
UMILVIAHTAIDUA

Anpeesa I1., Xopuyuu U.; Koama K., Kropkuues C, lllepes A.

Journal of Reproductive medicine and endocrinology 2010; 7 (4): 341

BbBegeHue: [1o BpeMe Ha KOHTPOJIMpaHa OBapUasiHa XUIEPCTUMYJIallusl 32 UH BUTPO
npoueaypa (IVF) HuBaTa Ha CTepOUAHU XOPMOHU (€CTPOTEHU U INPOrecTepoH) ce
NPOMEHAT JApPacTUYHO W BOJAT /[0 ps3Ka MNpoMsHA B eJHOMETpUyMa U B
KpbBOCHAO/ASIBAHETO Ha MaTKaTa, KOETO HEeWU36eXHO Ie TMOBJIMsSe Ha HIKOU OT
napameTtpuTe oT Jlomsiepa. [lopasii HeCbOTBETCTBUSATA B JIMTepaTypaTa HUe Ce CTapaeM
Jla onpeJieJiIUM Kp'bBOCHAO/SIBaHETO B MaTKaTa upe3 Jlonsiep coHorpadus, KOSTO MOXKe
Jla Jlafie TOYHW JAHHU 33 BB3NPUEMYMBOCTTA HAa MaTKaTa MU CJIeJ0BaTeJHO /[ia
IpeloCTaBU NOBeye MHCTPYMEHTHU 32 KOHTPOJIA HA €IUH OT HaW-Ba)KHUTE eTalu MpHU

nmponeaypa 3a UH BUTPO OIVIOXKAAHE — IPOUECHT HAa UMIIJIAaHTALUA Ha 6M6pI/IOHa.

MaTtepuasm M1 MeToAM: [IpoClIEKTUBHO, MYJITULEHTPUYHO MpPOYyYBaHe Ha 96 KeHU C
penpoyKTUBHU MPOOJEeMH CbC cpefiHa Bb3pacT oT 32,9 roauHu (SD+5,4), kouTo ca
NpeMHUHa/IM UH BUTPO Ipoueaypa. bAxa HampaBeHu mnopeguna ot /JlomiepoBu
yATPa3BYKOBU NperJjielU Ha Bb3XOJALMTEe KJIOHOBe Ha MaTkaTa B JieHsA Ha hCG u B
JieHs Ha em6puoTpaHcdepa (ET). bsixa u3pbpllleHU BbJAHOBU aHANU3H, HAOJIOleHUE 3a
HaJIMYUETO Ha IMAaCcTOJIHA MHIU3Ypa U OlleHKa Ha MHJeKcuTe Ha pe3ucteHTHOCT (PL, R],
S/D). Baxa oxapakTepu3WpaHU U NpPOCAe[eHU peJulla KIMHUYHU XapaKTepPUCTHUKY,
TepaneBTUYHU aCNEKTH, INYHUKOB oTroBop U pesyartatute oT IVF/ET c uen opopmsHe
Ha eJHa TIpyna C paBHM BKJIYBallM KpuTepuu.bellle HampaBeHO CpaBHeHHe Ha

NOJIyYeHUTe pe3yJTaTU MeXJy OpeMeHHU M HeOpeMeHHM KeHU. CTaTUCTUYEeCKUTe
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aHa/JM3u 0fixa HalpaBeHW 4Ype3 M3I0J3BaHETO Ha JeCKpUNTHBEH aHaaus u T-

test/Student’s test.

Pe3ysaTaTu: B ToBa npoy4yBaHe yCTaHOBUXME 3HAUUTEJIHO HaMasisiBaHe Ha S/D oT feHs
Ha hCG go neHsa Ha emOpuoTpaHcdep B rpynaTta Ha 6pemeHHuUTe )eHU (13,3 g0 4,04;
p=0,03), KbAeTO NpHU KEHUTE, KOUTO He ca 3aYyeHasu ce HabJIOJaBa yBeJUYeHHEe Ha
S/D, Ho 6e3 curHuduKaHTHA pasauka (8,3 no 10,2; p=0,29). Owe noBeue, cjies KaTo
paszesvMxMe rpymnata Ha 3abpeMeHe/d MalMeHTH Ha pa3BUBAILU ce OPEMEHHOCTH U
CIIOHTAaHHU abopTH, TMoJIydyauxMe CXOJHU pe3yJTaTd caMoO TIpU TIpymnata Ha
pasBuBaluTe ce 6peMeHHocTd (p=0,03), JoKaTO NpU IpynaTa Ha CHOHTAHHUTE abopTHU
HaMasisiBaHeTo Ha S/D He 6e oT ocob6eHo 3HaueHUe (p=0,059). Cb1l0 Taka ycCTaHOBUXME
ChllleCTBeHA pa3Jjiuka Ha S/D Mexay rpynuTe Ha OpeMeHHU U HeOpEeMEHHU >KEHU B
nens Ha ET (4,04 cpemy 10,2; p=0,05). HukakBu Apyrd CTaTUCTUYECKHA 3HAYUMMH

pe3y/TaTH He 6sXa perucTpUpPaHH.

3aksoueHue: ToBa u3cje/BaHe NOKa3Ba 3Ha4YMTeseH crnaj Ha S/D mapaMeTpuTe 1O
BpeMe Ha NepUUMIUJIAaHTAlMOHHUS TMepUoJ TMpU TrpylnaTa Hapa3BUBAIU Ce
OpEeMeHHOCTTH 3a pasJ/iMKa OT rpynaTra Ha HeOpeMeHHHU U CHOHTaHHU abopTu. HamuTte
pe3yJTaTh co4yaT 4ye mpu cTodHocT Ha S/D = 4,04 (SD = 2,33) B geHa Ha ET
€HZJOMeTPUYMbT € pelleNTUBEH M Te3U CTOWHOCTTHU Ca NMPEeJUKTUBHU 3a yCIHellHa

HUMIIJIAaHTal KA Ha EM6pI/IOHa.

MTHFR GENE EPIGENETIC AFFECTS PREGNANCY OUTCOME

Andreeva P; Chaveeva P; Petkova L
Journal of Reproductive medicine and endocrinology 2010; 7 (4): 376

Introduction:

It have been demonstrated that methylenetetrahydrofolate reductase (MTHFR) is
expressed in human oocytes and preimplantation embryos. Insufficient availability of
methyl groups for DNA, protein and lipid methylation could impair proliferation and
differentiation of the granulosa layer, thus inhibiting follicular maturation as well as
steroidogenesis. It is suggested that aberrant methylation, including due to the culture
environment leads to loss of imprinting and/or changes in gene expression. Our
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hypothesis in this study is that mutations in MTHFR could compromise oocytes and
embryo development, which could result in decreased ongoing pregnancy outcome.

Materials & methods:

A prospective study of 130 women, 105 with infertility and 25 - without. At 54
patients was performed intrauterine insemination (IUI) and 44 - in-vitro
fertilization/embryo transfer (IVF/ET). All women were tested for C677T mutation (C/T
and T/T variants) of MTHFR by polymerase chain reaction. Outcome measures were the
type of influence of MTHFR mutation on fertility, ovarian response, ovum quality,
embryo-development and short-term pregnancy outcome. Descriptive statistical
analyses by Cross tabulation, Chi-square test - x2analysis and Fisher’s exact test were
performed.

Results:

We found out in Sterility study group significantly higher frequency of MTHFR
mutations among non-pregnant (49/60-81,7%) compared with pregnant (11/60, 18,3
%, p=0,00). This trend was similar in IVF group (21,7% conceived versus 78,3% women
failure to conceived; p = 0,03) and in IUI-group (24,2% pregnant versus 75,8% no-
pregnant; p=0,04). Additional analyses of variants of MTHFR polymorphisms showed
T/T variant with insignificant results, whereas C/T was found in significantly higher
number of cases with no-pregnancy. In patients without infertility did not observe such
significant differences (p=0,11). Significantly greater incidence of MTHFR mutation has
been observed in low responders of IVF group (85,7%, p = 0,05) as the C/T was
significantly higher (p=0,05). T/T variant in most cases had no significant impact except
in IVF study group with immature oocytes (100 %, p=0,05). We did not observe any
other significant influences of MTHFR mutation on quality of oocytes and embryos after
control ovarian hyperstimulation in IVF study group, as well as on development of
sterility in general study group.

Conclusion:

The received results suggest that expression of MTHFR gene mutation and
particularly C/T variant have a significant role in failure to achieve pregnancy after
assisted reproductive technologies and infertility, but no impact on fecundity in fertile
women.

EINMTEHETUYHUTE UBMEHEHHWA B MTHFR ITIOBJIMABAT U3XOJA OT
BPEMEHHOCTTA

Anppeena II., Yaseesa Il., [leTkoBa Jl.

Journal of Reproductive medicine and endocrinology 2010; 7 (4): 376
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BbBeaeHue: /lokazaHo e, ye MeTujeHTeTpaxuzapodonatr peaykrazata (MTHFR) ce
eKcrpecupa B YOBEUIKUTe HAWLEKJeTKM U MNpeJUMIJIaHTAaMOHHA eMOpUOHHU.
HepgocraTpbyHaTa Ha/MYHOCT Ha MeTwaoBU rpynu 3a /JHK, nporeuHu u saunupHo
MeTHUJIMpaHe, MOXe Jja yBpeAu npoaudepanusaTa U AudepeHnyanusaTa Ha rpaHy/103HUASA
CJIOH, KaTO MO TO3UW HAYMH HHXUOMpaA Yy3psABaHETO Ha (QOJIMKYJUTe, KaKTO U
cTepouzoreHesa. [Ipeanosara ce, 4e aHOPMasTHOTO MeTHUJIMPaHe, BKIYUTENHO TOpaAu
dakTopu Ha cpejlaTa BOAU [0 aOHOpMaJleH UMIPUHTUHT U/UJIU POMEHU B reHHaTa
ekcnpecus. Hamata xunoresa B ToBa npoy4yBaHe e, ye Mytauuute B MTHFR morat ga
KOMIIpOMeTHpaT sNLEeKJeTKUTe W pa3BUTHETO Ha eMOpHOHA, KoeTo 6M MOIJo Ja

JloBeJie 10 HaMaJisiBaHe YeCToTaTa Ha OpeMEeHHOCTUTE.
MaTepua/iu M METOAU:

Be mnpoBesieHO NpPOCIEKTUBHO INpoydBaHe, cbcTosAmo ce oT 130 »xenu, 105 c
penpoyKTUBHU Npob6seMHu U 25 - 6e3. Ha 54 nanueHTH Ge nmpoBeZieHa BbTpeMaTOYHa
nHcemuHauus (IUI) u Ha 44 - uH-BUTpo omioxkjaHe/emopuotpancdep (IVF / ET).
Bcuuku sxeHu 6s1xa uscaeaBanu 3a C677T myrtanusa (C/T u T/T Bapuantu) Ha MTHFR
ypes noJiMMepa3Ha BepuKHa peakus. be otyeteHo BausaHueTo HAa MTHFR myTtanuure
Bbpxy GepTUINTETa, INUHUKOBUS OTTOBOP, KAYECTBOTO SINI|EKJIeTKHA, EMOPUOHATHOTO
pa3BUTHE U KPAaTKOCPOYHUS HU3X0J OT OpeMeHHOCTTa. JJMCKPUNITUBEH CTaTUCTUYECKHU
a”Hasu3 Oe u3BbplIeH upe3 Cross tabulation, Chi-square test - x2 aHa/nu3 U TecT Ha

Quiuep.

Pe3ysTaTtu: B rpynata cbCc CTEpUIUTET YCTAHOBUXME 3HAUUTEJHO M0-BUCOKA 4Y€CTOTA
Ha MTHFR myTanuu cpes He6peMeHHUTe keHU (49/60 - 81,7%) B cpaBHeHHUe C rpynaTa
Ha 6peMeHHuTe (11/60, 18,3%, n = 0,00).Tasu TengeHuus 6e cxonaHa B IVF rpymnarta
(21,7% 3avyenanu cupsimo 78,3% >xeHU c oTpulaTesieH pedyatat; p=0,03) u B rpynaTa
Ha IUI (24,2% OpemenHu cnpsimo 75,8% He-6pemeHHHU; p= 0,04). JombJHUTETHOTO
a”HasiM3upaHe Ha nosuMopdusmute Ha MTHF ouyepTaxa pesynatatute npu T/T BapuaHT
KaTO HeCUrHUPUKAHTHHU, AokaTo C/T 6e HamMepeH B 3HAUYUTEJHO MO-TOJIAM OPOMl OT
cly4yauTe C HelocTUrHata OpeMeHHOCT. [Ipy mnauueHTUTe 6e3 peENnpoAYKTUBHHU
npo6JieMU He 6sXa OTYETEHU CTaTUCTUYECKU 3HAYUMU pa3yuku (p= 0,11). 3HaunuTeIHO
no-rosifima yectora Ha MTHFR MyTauus 6e Ha6J0/laBaHa NMpU MaLUEHTUTE ChC CJIab
AnYHUKOB oTrosop B IVF rpymara (85,7%, p=0,05) karo C/T noauMopdusmMbT

npeo6saagasatie (p=0,05). T/T BapuaHTBT, B IOBEYETO CJAy4aH, He NOKa3a ChLECTBEHO
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BiusHue, ocBeH B IVF rpynarta c Hespenu sineknetkd (100%, n=0,05). Hue He
HabJl0JaBaxMe HUKAKBO JApyro 3HayuMMmo BiausHue Ha MTHFR wmyrauuuTe BBpXY
Ka4eCTBOTO Ha fAHIEeKJeTKUTe U eMOpUOHWUTe CJeJ KOHTpOJIMpaHa OBapuaJiHa

xunepctumyanusa B IVF rpynaTta, kakTo ¥ 3a pa3BUTHE Ha CTEPUJIMTET B obIlaTa

rpyma.

3aksroueHnue: [losydyeHuTe pe3ystaTu nokassat, ye MTHFR myTtanuuTe u oco6eno C/T
nonuMopdrsaMa MMaAT CUTHUPUKAHTHA BJIAMSHHUE NPU NMOCTUrAaHETO HAa OPEMEeHHOCT
cjle], aCMCTUpaHa PenpojyKIys MPHU KEHU CbC CTEPUIUTET, HO HAMAT ePeKT BbpXy

3ayeBaHeTO NpU GePTUTHUTE XKEHMU.

IVF OR ICSI? IDIOPATHIC INFERTILITY AND EMBRYO QUALITY IN
COMBINED CYCLES

Antonova I[; Milachich T, Andreeva P, Shterev A;.

Journal of Reproductive medicine and endocrinology; 2010; 7 (4): 319.

Introduction: The choice of procedure (IVF or ICSI) is related to a number of indications out of
which the type of infertility is considered of highest importance. In some cases, like idiopathic
infertility, or mild Asthenozoospermia, the first IVF/ICSI attempt is indicated for performing
both - IVF or ICSI in order to test fertilization potential of gametes.The aim of this study was to
compare fertilization rate and embryo quality in couples with combined IVF/ICSI cycles.

Materials and Methods: In the period January 2007 -October 2008, 89 women with first
attempt of ART treatment were included in this study. Totally 983 oocytes were retrieved and
908 of them were found to be appropriate for fertilization and separated randomly in two
groups - Group 1 - 472 oocytes (52%) for ICSI and Group 2 - 436 oocytes (48%) for IVF. The two
groups were compared according their fertilization rate and embryo quality on day 3

Results:
1. Fertilization rate

There is statistically significant difference (p< 0.0001) as regards the fertilization rate: ICSI -
71.2% (327 oocytes fertilized) and IVF - 51% (225 oocytes fertilized).

45% of the patients had better fertilization rate following ICSI procedure, while 27% showed
better fertilization rate following IVF. 9% of them had equally fertilized oocytes following
IVF and ICSI. In 17% of the cases no fertilization occurred following IVF and 2% following
ICSL.

2. Embryo quality on day 3
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On day 3 we divided the embryos according to their quality in 3 groups: 1- embryos with
good quality, 2 - embryos with average quality and 3 - embryos with bad quality

The results in the two groups were: Group 1 -following ICSI - 66 (21%) embryos with good
quality, 88 (28%) - average and 160 (51%) bad quality.Group 2 - embryos following IVF- 32
(15%) good, 43 (20%) average and 143 (65%) bad quality. In the first group (ICSI) the embryos
with good and average quality were significantly higher in number compared to the embryos
from the second group (IVF).There is a statistical difference in the bad quality embryos - they
are in higher number in group 2 compared to group 1.

Conclusion:There is a statistical difference in the fertilization rate from IVF and ICSI in couples
with idiopathic infertility, undergoing first IVF/ICSI attempt of treatment. The fertilization rate
is higher following ICSI compared to IVF. There is significant difference in the embryo quality on
day 3 - the embryos following ICSI were with better quality.

IVF WJIN ICSI? UANONATUYHO BE3IIVIOAUE U KAYECTBO HA
EMBPUOHHUTE 1PU KOMBUMHHUPAHH TUKJIN

AHTOHOBa U., Munaunu T., Auagpeesna Il., lllepes A.
Journal of Reproductive medicine and endocrinology; 2010; 7 (4): 319.

BbBeaeHue: U360pbT Ha npoueapa (IVF uau ICSI) e cBbp3aH ¢ peguiia NoKa3aHUs, OT
KOUTO BHJA HA CTEPUJIUTET € OT HaW-roJiIMO 3HauyeHHe. B HAKOM ciydau, KaTo IpH
MJIMONIAaTUYHOTO Ge31iofue uiu Jjieka ¢opma Ha acteHo3oocnepmus, mbpBus [VF/ICSI
ONUT ce mpenopbyBa JAa ObAe komouHupaH - IVF wam ICSI, 3a ga ce TecTBa
OIJIOAUTEJIHUSA NOTEeHLMa/l Ha raMeTHUTe. llesTa Ha ToBa Mpoy4yBaHe e Jla Ce HalpaBHU
CpaBHeHMe Ha npolieHTa Ha omoxaaHe (FR) u kauecTBoTO Ha eMOPUOHUTE B IBOMKHU C

KoM6uHUpaHu 1ukau IVF/ICSL

Matepuasu u metoau: B nepuoga Anyapu 2007 — OkromBpu 2008, 89 keHu ¢ mbpBU
onuT c APT siedeHue 65ixa BK/IOYEHU B TpoyuBaHeTo. KaTo 1o, 983 sifijekeTKy 6s1xa
106uTH U 908 oT TAX 6sixa oNpeie/IeHH KaTo MOAXO0ASALM 3a OIJIOXK/JaHe U pasfesieHd
Ha cJlydaeH NPUHLMI B iBe rpynu — [pyna 1 - 472 aiuekaetku (52%) 3a ICSI u I'pyna 2
- 436 aunuekneTku (48%) 3a IVF. /IBeTe rpynu 651xa cpaBHeHH CIloOpe/; TAXHATA 4eCTOTa

Ha OIJIOXK/IaHe U KaueCTBOTO Ha eMOPUOHUTE Ha JieH 3.
PesysTaTu:

1. lIpoyenm Ha onaoxcdaue (FR)
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MMa cTtaTtuctuyecku aoctoBepHa passuka (p< 0.0001) mo ce otHacsa go FR: ICSI - FR

71,2% (327 oniogenu auneksneTku) U IVF - FR 51% (225 onsiofieHu AHUIEKIETKH).

45% oT mauueHTUTe UMaxa no-ao6sbp FR ICSI npoueaypa, gokato 27% mokasaxa mo-
no6sp FR IVF nponeaypa. /leBeT npolijeHTa MMaxa paBeH 6pPOM OMJIOJeHU SHIeKIETKH
cnepn IVF nau ICSI. IIpu 17% ot cayvyauTe ¢ IVF g0 onutoxxzaane He ce cTUrHa, a npu ICSI -

2%.
2. Kauecmeo Ha embpuoHume Ha deH 3

Ha peH 3 paspenuxMe eMOpPHOHUTE CopeJ, KayeCTBOTO UM Ha 3 rpynu - rpyna 1:
eMOpUOHH C J06pO KauyecTBO, rpymna 2: eMOPHUOHM CbC CpeJHO KadecTBO, rpyma 3:

eMOpPHOHHU C JIOLIO Ka4eCTBO.

PesyntatuTe oT ABeTe rpynu 6saxacaeguure: [pyna 1 -caeg ICSI - 66 (21%) em6pruoHU
c 106po KavecTBo, 88 (28%) - cpesiHO KavecTBO M 160 (51%) Jo110 KavecTBo. ['pyna 2 -
em6puonu caef IVF- 32 (15%) no6po kayectBo, 43 (20%) cpenHo kavyecTBo U 143
(65%) somo kavectBo. B mbpBaTa rpyna (ICSI) embpuoHuTe C OGP0 U CpesHO
KauecTBO Ca 3HAYUTEJHO MO-BHCOKHU KaTo Opoilka B CpaBHEHHe C eMOPUOHUTE OT
BTOpaTta rpymna (IVF). Hanuue e craTucThudecky JOCTOBEPHA pa3J/iMKa B KaueCTBOTO Ha

JIOLIUTE eMOPUOHUTE - Te ca MO-ToJIsIM OpOH B rpyna 2 B cpaBHeHMe ¢ rpymna 1.

3axkirodyeHue: Hanuue e cratuctrdecka passvka BbB FR o1 IVF u ICSI nponeaypu npu
JIBOMKM C UAMONATH4YHO 6e3mioaue mposexjaimu nbpBu IVF / ICSI onut. FR e mo-
Bucoka ciepn ICSI B cpaBHeHue c IVF. MMa 3HauyuTesiHa pa3/iMKa B KadyeCTBOTO Ha

eMOpPHOHU Ha 3™ fieH - eMOpuoHUTe ciaef ICSI ca c mo-706po KayecTBo.
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IMPOTHOCTHYHA CTOMHOCT HA MAPKEPUTE HA ANYHUKOBUSA
PE3EPB

OnakoBa M, AuToHoBa Y, AHapeeBa I, lllepeB A.
PenpodykmueHo 30pase; 2010, 17: 23-26

Pesrome:

KopekTHatTa oueHka Ha AM4YHUMKOBWA pe3eps
e OT UIKJTII4YMTEesSIHO 3Ha4YeHwme npum msbopa Ha
neyeHwue Ha crtepuwunuTteT. LlenTta Ha HacToAwoTO
npoyd4dyBaHe e ana ce Hamvepu MapKepbT Ha
ANYHMNKOBMA pe3epB, KOMTO B Ham-BMcokKa
cTerneHoTpa3sBaKadecTBeHUs nmKofimyecTBeHuA
pezepB Ha ANMYHMLUMTE M B CbLUWOTO Bpeme
e npakTundeckKkmnm voobeH 3a M3nNnbrsiHEHME.
O6xBaHaTn ca 134 >KeHr Ha Bb3pacTtT mMe>xXAay
23 n 42 r.,, Npn KOUTO ca npopegeHwn 153 IVF/
ICSI uumkbna. WViscnegBaHa e 3aBUMCMMOCTTa
mexxay ©O6posa v kKayecrtBoTO Ha goburturte
ANUeKNeTKM cnpsamo 6asanHnTe CTOMHOCTYM Ha
AHT-Miwonepoema xopmoH (AMH), donukyno-
cTtrmynumpawma xopmoH (FSH) ucboTHoOwieHueTo
FSH/LH (nyTenHmnspauw xopmoH). NnpoyuesaHeTo
nokKasea, ue ctomHocTutTe Ha AMH B Ham-Bmcoka
cTeneH Kopenupar ¢ 6poAa v KadecTBOTO Ha
nourtunrte npwu KOHTpOMpaHa oBapwvasniHa
xmnepcrmmynauma (KOX) anyekneTKkm, KaTto npm
TOBa wmM3criegBaHEeTO My € rnpaktTmdeckm MHOro
yaoo6Ho, npeasng <$dakra, 4He CcToMmHoCTUTEe Ha
XOpMOHa He BapuvpaT 4yBCTBUTEJSITHO B paMKuTe
Ha MeHCTPpYasiTHUA LLIMKDbIJ.

METHYLENTETRAHYDROFOLATE REDUCTASE C677T POLYMORPHISM
DO NOT AFFECT OVARIAN ACTIVITY

P.Andreeva, I. Dimitrov, M Konovalova, S Kyurkchiev, A. Shterev;.

Human Reproduction; 2011 Vol 26, Suppl 1 Abstract Book: 1295

Introduction: Methylenetetrahydrofolate reductase (MTHFR) C677T polymorphisms
have demonstrated DNA hypomethylation and abnormal biochemical and/or
phenotypic changes in animal models. It is considered that MTHFR is expressed in
human oocytes and preimplantation embryos and insufficient availability of methyl
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groups for DNA, protein and lipid methylation could impair proliferation and
differentiation of the granulosa layer, thus inhibiting follicular maturation. MTHFR
polymorphism-related hyperhomocysteinemia may also activate apoptosis, leading to
follicular atresia. There is a discrepancy in the literature that mutations in MTHFR could
compromise ovarian activity during IVF. That is why we have aimed to do further
research on that problem hoping to add additional data for its clarification.

Material & methods: Prospective cohort study has been carried out comprising ninety
six women less than 40 years with sterility who had undergone controlled ovarian
stimulation. The DNA from the patients was genotyped at the MTHFR C677T
polymorphisms. The main outcome measures: the number of follicles >13 mm, E2 on the
day of hCG administration, number and quality of retrieved oocytes and embryo’s score.
Statistical analyses were performed with SPSS - Cross tabulation.

Results: The MTHFR C677T polymorphisms and mainly the variant C/T demonstrated
greater incidence among women with diminished ovarian responsiveness (poor ovarian
response) after controlled ovarian stimulation - production of fewer than 5 oocytes.
However, no significant differences were reached (MTHFR: 73,9% versus 26,1%, p =
0,082, NS; the variant C/T: 60,9% versus 39,1%, p=0,097, NS).

Conclusion: The MTHFR C677T polymorphism, do not determinate ovarian response
and do not affect ovarian activity.

METHUJIEHTETPAXU/POPOJIATPEAYKTA3A C677T
NNOJIMMOP®U3MBT HAMA BJIMAEHUE BbPXY OBAPUAJIHATA
AKTUBHOCT

Anpapeesa I1., lumutpos U., KonoasioBa M., Kiopkuues C. lllepes A.
Human Reproduction; 2011 Vol 26, Suppl 1 Abstract Book: i295

BbBeaeHue: YcTtaHoBeHO e mnpu MeTuneHTeTpaxujpodosat peaykraza (MTHFR)
C677T nonumopousmute JHK xunomeruivupaHe 1 Heo6M4alHU GUOXUMHUYHU U / WU
$eHOTHUIHU POMEHU B XXUBOTUHCKU Mojenu. CmsaTa ce, ye MTHFR ce ekcnpecupa B
YOBEUIKW SWUIEKJEeTKM W MNpeJUMIJIaHTAaMOHHU €eMOpPHUOHM U HeAoCTaTbyHATa
HaJIMYHOCT Ha MeTw/0BU rpynu 3a JHK, npoTenHu U Junuau MeTUIMpaHE MOXe Ja
yBpeau nposudepanusaTa U AudepeHLUalMATa Ha FPAHYJI03HUS CJIOW, KaTO MO TO3U
HAuUMH UHXUOUpa y3psBaHeTo Ha Qosaukyaute. MTHFR nosuMopdusbM,cBbp3aHaTa

XUIIEPXOMOIIMCTEMHEMHUS], MOXKe ChIIO [la aKTHBHUpPA aloNTo3a U TOBA Ja Jo0Bejle [0

17



dosvkysnapHa atpe3us. Hanule ca npoTUBOpeYMBU J[aHHM B JiMTepaTyparTa IO
OTHOIleHUWe Ha ToBa Jaiaud MmyTayuu B MTHFR 6uxa Morid jJa KOMIOpOMeTHpaT
aKTUBHOCTTA Ha fAW4YHULUTEe o BpeMe Ha IVF mpouepypa. [lopagu Tasu npuduHa
HAIIMAT €KMUII CHM IIOCTAaBH 3a IieJ Ja HallpaBW INO-HATATbIUHU U3CJeJBaHUs 10 TO3U

npo611eM, 3a Ja 6'b,£LaT,£LO6aBeHI/I AOII'bJIHUTEJIHU JaHHH 34 HErOBOTO N3ACHABAHE.

MaTtepuaiu u Metoau: be npoBeieHO NPOCNEKTUBHO NMPOYy4YBaHe NpPU JieBeTAeCeT U
mecT >xeHu noJ, 40 roAMHH, CbC CTEPUIUTET, KOUTO 6s1Xa MMO/JI0XKEHU Ha KOHTPOJIMpaHa
oBapuasiHa ctuMysanud. [lpu nanueHTtuTe ce ocbuectBu /JHK wuscnenBane 3a
reHotunuvpa Ha nosumopdusmu Ha MTHFR C677T. OcHOBHUTe U3CJie[IBaHU lTapaMeTpPHU
6sixa: 6poi Ha Qosaukyaute Hafg 13 MM, ectpaguon (E2) B gens Ha uXI, 6poit u
KayecTBO Ha  M3BaJIeHUTe SHIEeKJIeTKH U  KayeCTBOTO Ha eMOpUOHMTE.

CTaTHUCTHUYECKUTE aHaJIU3U Os1Xa poBeieHHU ¢ SPSS. - cross tabulation.

Pesyararu: MTHFR C677T nosuMop¢usaMbT U Hail-Beye BapuaHT C/T Ge mo-yecto
HabJIl0JjaBaH cpeJ, XKeHU CbC CJ1ab SUYHUKOB OTroBop (C/el KOHTpOJIMpaHa oBapyasiHa
CTUMyJIalldsl - MPOU3BOJCTBO Ha IMO-MaJKO OT 5 sMHIleKJeTKH). Bbnpeku ToBa
MOJIyYeHUTEe pe3yJTaTH He MoKa3axa CTaTUCTHYeCKH JocToBepHa passuka (MTHFR:

73,9% cpenty 26,1%, p = 0082, NS; BapuaHT C/T: 60,9% cpeuty 39,1%, p = 0,097, NS).

3akawuyenue: MTHFR C677T monumopdusMbT HsIMA BJUSIHUE BBPXY SUUHUKOBUS

OTTOBOD.

®OJIATHUAT METABOJIU3'bM U HETOBUTE Bb3IECTBUA BHPXY
PEJAWIA PENTPOAYKTHUBHHU ITPOLECH U HEBJIATI'OIIOJIYYHUA

Anapeesa Il

PenpodykmueHno 30pase;2012,19:22-36.

AG6cTpakT

®oslaTHUAT MeTaboJIM3bM HMa BJUSHUE BBPXy roJiAM Opod (U3HMOJOTUYHU U
naToPU3MOJOTUYHU NpPOLleCH B 06J1aCTTa Ha aH/JpOJIOTUATA M TMHeKoJorusaTa. MMa
HapacTBal O6poil OT u3cjae[BaHUs, JAEMOHCTpPUpALld Bpb3KaTa MexJy d¢oJsaTure,
OCTaHaJIUTe BUTAMHUH-B JedHLUTH M XUIEepXOMOLMCTEMHEMUSATA C HapylleHUATa B
criepMaToreHe3aTa NpU MbXKETe, HapylleHUsI SHYHUKOB pe3epB, KaKTO U C MBXKUSA U
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)KeHCKkusd HUHepTuanTeT. CMmATa ce, 4e ¢osiMeBaTa KHCeJMHA Ce fIBABA KpaWHO
Heo6Xx0/iMMa 3a NIPOTUYAHETO Ha Te3H MPOoLeCcH KaTo eH3UM OT pelllaBallo 3Ha4eHHe 3a
nbTS Ha posiveBaTa kucenrnHa e Methylenetetrahydrofolate reductase (MTHFR). Uma
NPOTHUBOPEYUBHU JAHHH, NYOJUKYBaHU 10 MOMEHTA OTHOCHO JjaJId MyTallUUTe B reHa 3a
MTHFR u koW mnoaBuj MoraT Ja IMOBJUAAT Te3W pPeNnpoAyKTUBHU IMpPOLeCH U
HebJ1aronoJy4yus nNpu YoBeKa.

AOIIJIEPOBA COHOTPA®UA ITPU OEHKA HA BE3IIVIOJAUETO I1PHU
KEHATA

Anapeesa Il

PenpodykmueHo 3dpase; 2013, 20: 6-14

Pe3rome

AHruoreHesata urpae CbleCTBeHa poOJid B peAMLA INPOLECH OT >KeHCKaTa
penpoAyKIMs, KAKBUTO Ca Pa3BUTHETO Ha JOMHMHAaHTeH (OJIMKYJ, cCpOpMUpaHETO Ha
corpus luteum, HapacTBaHeTO U TpaHchopMauusATa Ha eHJOMETpUyMa U
MMIlJIaHaTauuaTa. B To3u nponec urpadar poJisa pejuna pacTexxkHU GakTOpH, OT KOUTO
VEGF e eauMH OT KJHOYOBHTE TAaKWBA, peryJypalid aHruoreHesaTa B sWYHUKA U
MaTkaTa. [loBedye OT BCUYKHU [pYyTU METOAHM, YJITPAa3BYKOBOTO U3CJe/BaHe NpeJ0CTaBsA
MHOI'0 Bb3MOXXHOCTTH 3a JMArHoCTUKa U MOJIepPHO MeHaKHpaHe Ha UHepTUJIUTETA.
JloniepoBaTa coHorpadgusa MMa J0oCTaTbueH pecypc 3a HabJlo/leHre U paHHA AuarHosa
Ha peAMula HOPMaJIHU U aOHOPMHO NMPOTHUYAILM NPOLLECH U U3MEeHeHUs] B MaTKaTa U
AAYHULHATe. XapaKTepUCTUKUTE HA MaTOYHUA U OBApPUAJHUA KPBBOTOK JaBaT
Bb3MOXKHOCT 3a MO-NIPeLiM3HO U3CJIe/iBaHe U ouepTaBaHe Ha NMpo6JieMH, CBbP3aHU CbC
CTepu/TeTa C HeMU3sICHEHU NpPHUYMHHY, JaBaHe Ha IpOrHo3a 3a yclellHa eMO6pHo-
MMIIJIAHTaLUsA U yIpaBJieHue Ha MMIIJIAaHTAllMOHHUS NPOoLec.

SOLUBLE TRANSFERIN RECEPTOR - A NEW ROUTINE PARAMETER IN
THE LARGE CLINICAL LABORATORY

Kostadinova B, Tomov D, Petkova N, Andreeva P, Shishenkov M, Ramsheva Z

Balkan Journal of clinical laboratory, XXI, 2013, 1: 142- 143
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PA3TBOPUM TPAHC®EPHUHOB PELEIITOP - HOBA TEXHUKA B
K/INHUYHATA JIABOPATOPUA

Kocragunosa b., TomoB /1., [letkoBa H., AuagpeeBa II., llnmenkos M., Pamiiesa 3.
Balkan Journal of clinical laboratory, XXI, 2013, 1: 142-143

IIpousxoa;: [lpe3 mociegHUTe HAKOJKO JeCETHIETHS Ce BOAAT NMPOYYBAHUS BBPXY
MeTab0J/IM3Ma Ha XeJII30TO, Kb/IETO ce HabJilo/[aBa BaxkHaTa pPoJis Ha TpaHCPepUHOBUS
peLenTop, KOMUTO ce eKclpecupa MO MOBBbPXHOCTTA HA KJETKUTE, HYXJAeLld ce OT
»KeJisg30. Pa3TBopuMarta 4acT OT TO3U peLenTop, KOWTO ce U3MePBA B KP'bBHUS CEPYM
WIM B XeNapuWHU3MpaHa IJla3Ma, ce Hapuya TpaHchepuHoB penentop (sTfR). B
MOMEHTA, HETOBOTO U3MepPBaHE € Bb3MOXKHO /1a 6'b/Jle NPOBELEHO Ype3 YYBCTBUTEIHU

dBTOMATHU3HWPAHHN AIllapATHU KATO 4YACT OT €XeJHE€BHATa PYTHUHHA pa60Ta Ha roJjieMuTe

JlabopaTopHUH.
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Hen: llenta Ha wu3caeABaHeTO e Ja NpeJCTaBUM aHAJUTUYHATA CUTYPHOCT NpHU
onpefensaHe Ha STfR, kakTo W Ja npejcTaBM HalluMs [I'bpBOHA4yaJeH ONUT OT

MMPpHUJIOKEHUETO MY BbPXY MAJUEHTU C aHEMHUA.

Marepuaim u metogm: sTfR ce omnpeaens ype3d Beckman - Coulter - aHanusaTop
Access 2 peareHTH U KOHTpPOJI Ha eMH U Cblll reHepaTop (ped. Homep 32494, 62495).
PepepentHu rpanunu 0.9 - 2.1 mg/l. Hue npexacraBame uHbopmanus ot 50
M3MepBaHMSI C KOHTPOJIHA IieJl, KAKTO M MPOOU ChC CepyM Ha MALMEHTH C aHEMUS U

npo6u OT 3/paBy NalUEHTH.

Pe3yaTtati M gucCKycuM: EKUI'BT HU JlOKa3Ba J00pa aHAJMTHYHA HAJEXJIHOCT Ha

napameTtpuTe Ha STfR.

3akiuw4deHnue: sTfR e HoBa TexHMKa 3a Haumarta Jjabopatopus. Hue pokasBame, ye
HeroBaTa aHaJIMTUYHA HaJIeXK/HOCT e Ha BUCOKO HUBO. M3nosi3BaHeTo Ha STR 3aesxHo
JIpyT¥ apaMeTpH KaTo TpaHCHepHuHOB cepyM, GepUTHH U JPYTU UHJIEKCH, TeHepUpPaHHU
C TAXHATa CTOMHOCT, yCHsiBa Ja HalpaBU MO-J00pa xapaKTepUCTHKA Ha cTaTyca Ha

dHEMHWYHHUTE ITIAlITUEHTHU KU MOXe a 6']3,[[6 N3II0JI3BAH 34 IMpocjiegdBaHe Ha JIEHEHUETO.

IMATOBUAHA HKJ/IE3A U PEPTUJIMTET

Anapeesa Il
Axkywepcmeo u I'uHekosozust 2014 Vol. 53, Ne 7: 18 - 23.

A6cmpakm:

M3BecTHO e, Yye LUTOBUAHUTE XOPMOHU Ca CBBP3aHU C peJulia aCneKTH Ha
YyoBelIKaTa penpoAyKLKs. Y fBaTa BUJa CbCTOAHUA — XUIIeP- U XMIIOTUPOUAU3BM UMAT
ChbllecTBeH epeKT BbPXy eCTPOreHHUs M aH/APOreHHUs MeTab0/IM3'bM, MeHCTpYyaJlHaTa
¢yHkuua u peprunnteta. Possta Ha TupouaHuTe XopMoHHU (TX) npu nHpepTUIMTETA
e HeJIoCTaTb4yHO u3cjeaBaHa. MHTepecHU dakTu ca Hanpumep, ye AedunuTbT Ha TH e
M0-4eCTO INPU KEeHU C NMOJUKHUCTO3eH oBapuaseH cuHiapoM (PCOS) m no u3sBecTHa
CTeleH U NPU KeHU C 6e31/10/Me C Heu3siCHeHU NPUYKHU. CbllleCTBYBaT MHOTO MaJIKO
NpOoyYBaHUsl BBbpPXy NapakpWHHUA edeKT U peryaupaHero Ha TH u HerosuTte
peLenTopy B KEHCKUS penpoAyKTHBeH TpakKT. HacToAmoTo u3JoxeHue npaBu 0630p
Ha HaW-4eCcTO HaOJ/Il0/laBaHUTe HapylleHUs Ha IIUMTOBUAHATA XJe3a U BJIUSAHUETO UM
BbPXY OBapuasiHaTaTa QYHKLMA U PeNpOAYKTUBHUTE PYHKLUM NIPU )KeHaTa KaKTO U B
clyd4auTe Ha CTEpUJIUMTEeT U IpUJaraHeTo Ha aCUCTUPaHUTEe peNnpoAyKTUBHU
TexHosioruu (APT).

21



MUKPOBHUOJIOTUYHA EPUKACHOCT OT EAHOAHEBHOTO JIEYEHHUE
C TPUA30JIHUA AHTUMUKOTHUK ITRACONAZOL IIPU MUKOTUYHH
KOJIIIUTH

Anapeega I, Caosa /I, KonoBasioBa M, IO0HakoBa M, lllepeB A;
Axkywepcmeo u I'uHekosozus 2014 Vol. 53, N2 7: 9 - 12,

A6cmpakm:

BoeedeHue: MUKOTUYHHUAT KOJIIUT € eJHO OT BOJENUTe Bb3NaJTUTESHU
3a60/1BaHUSl HA BJArajulieTo, YUUTO OTHOCHUTEJIeH [AsJ NPU pas3IUYHUTE Tpynu
nauveHTKH Bapupa oT 30 % o 60 %. OcHoBeH npuyrHUTe e poja Candida, kaTo B
80% 1o 95% ot cayyaute e Buga Candida albicans v B 10-20% ca npeACcTaBUTEJUTE OT
Busla Candida Non-albicans. EauH oOT mnpo6seMuTe, KOWTO Bb3HUKBA NpPU Tasu
reHuTasHa HUHPeKUs e HeJoCTaTbhbyHATa eQPeKTUBHOCT HA MeJJUKaMeHTO3HOTO
JiedeHUe MPU peJiviia Caydau.

Mamepuaau, memodu u pezyamamu: HacTod1oTo U3caeBaHe NpeacTaBasBa
NPOCIEKTUBHO HabJ/toAeHue npy 40 HeOpeMeHHU XeHU BbPXY TepaneBTUYHUS ePeKT
oT Itraconazol npyu MUKOTUYHHU KOJINHUTH. [Ipu nauueHTKUTe 6Ge NPOBEJEHO JieueHHe C
Itraconazol 2 x 200 mMr / 1 feH, per 0s. MUKpOOGHOJIOTUYHO U3CJie/BaHe O6e MPOoBeJeHOo
3a uJleHTUUIMpPaHe HAa MUKOTUYHUS IPYUHUTE] U HETOBOTO MUKPOOHO YUC/IO0 NIpeU
NpoBeX/JaHe Ha TepanuaTa U 2 0 4 cefMULHU cJieJ, NIPUK/IIOYBAHEe Ha TepamusATa 3a
oTyuTaHe epekTa OT JjedeHUeTo. B 75% ot cnyvyauTe ce peructpupa C. albicans v B 25%
- C. non-albicans (C. glabrata, C. kefyr, C. krusei, C. famata). B rpynarta c C. albicans ce
yCTaHOBU u3JieKyBaHe B 93.3% oT ciy4yauTe, a npu nauueHtkute c C. non-albicans 6e
oTyeTeHa epeKTUBHOCT B 80%.

H3e600: Itraconazol mokasza AOCTAaThbYHO BHUCOK TepaneBTHYEeH eQdeKT IMpH
NallMeHTKH C MUKOTHYEH KOJIMHUT W € MOAXOJsINl KaKTOo Mpy mnanudeHTKU ¢ Candida
albicans, Taka u B ciydauTe ¢ Candida non-albicans.

INTPEHATAJIHA IMATHO3A U JIEYEHUE HA TPAHC®Y3UOHEH
CUHAPOM ITPU MOHOXOPHUAJ/IHU BUAMHHAJIHH BJ/IN3HALIU

Yageesa I1., I1. AHApeeBa, A. lllepeB

Axywepcmeso u I'uHekonozus 2014;53(6):29-35
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"ot plisin BucoK Pk o1 URMAYHEBPTRE CHEom R sacszamaRs Ciisarnons Oa
UHIMAPaYIMEPUHKG CMPIM Uil HOSPORDBUSHO YepeKdaKe Ha ko-Snuspaka, Hal-medxame U3nse #a
YCTORHEHE MX BPOMERHOGT & MpaHODYIUONHUAI CUHGPOM. .

-+ Sakmovenue: Mopexamanvomo nosedenue.npu MX dayniodiia EpEMENHNDCM YEnORHENS & TIC e pugkom
ameytia va dun upu deama anoda, onpaedess RASADHEIME KOAEYNBULR 58 NSKLLRaNE 1d IHTEUEHMEDHITE
KLEDROCHY aHACMOMOSY Mexdy Jeama BALI3HAKA KaMO bG8 IUHUS HA Jie4eHUB.

Kniouosn ayw: Mosoxopuanda BuamHuaIng GeynrooHe GRaUeRHOC, Toamoehysuonen CUHapoM,
temants mepanus, /183ep Koaeyngyus o

POJIATA HA KOJIITIOCKOIICKOTO U3C/JIEABAHE IIPHU
INPOPUJIAKTUKATA HA HEPBUKAJIHUAT KAPHUHOM

Jumutpos U., II. AHApeeBa, 1. YaBeeBa, M. KoHoBaJsioBa, A. lllepes

Axywepcmeo u l'uHekosozust 2015;53(7):11-15.

Figsoni:

Liprmna g Hesmesiusmn ruovess o Ja npelomasy PORAMA HE KORMOCRINGIOMG rsdaRie npy
AUBIHOCHINETI K8 NEaGPEROSY U DBYGRY Ja00iRERLT HE MSMOYNSTE UK.
 Awsasunaiy o SeHime on oxronpodunsrmiey raliwen, MeULRGN KONGRS o A dlaper”®
i 427 FBULSKITEY IOU RO 8 USERDUSHD MpULETHE FHONCUR HR MATORNETIE WAKIKE 00 KONPOUROIGN
Koipea, Yonopedio i riedu fouplypems Ke NBUUSHIMUMS 8 CI0ME ORROULIUHENREY. ITaupsmmumg
6a pRIdEIAHG 8 6 Py ~ UUTPOTICRIHO WY CUMNBRUSUDEHI  DOgAANamy bim Paj messs 1 apyna
o cusHarysupaiy ¢ pesyamam Y apyre. JenHume NOKEI68M KoPnBULS Mexdy UUMmORCHINI
U XUCTONOSUYHY PeSynmamy & UUMONORUYHO CUSHARUSUPBHAMR SpyNa U MINGE Md INarasy 8 He
CUBHANUAUDAMEME BDYTIA. .

B 9 CuzHaRISUDBHEIMa 2pyNa OCMEsSM e BUAZHOCTIYUDENL OM NIEKY NPeKaHUSposHY fesul do
UHBE3UEEH UBPRUKANSH KEDULHOM. _

Haes0ueanemo Ha pymUSHE KANTICCKONUA AR NPOURBKIMILEN ZUHEKORCRUYEH npeaned we pedyuupa
HeSosmambyume #a uImeRGaLYMUS Memod & dombngalixu 20 we dogede do Mu-Cobpu peynmamy ka
BUBHONMIUNE U NIG4GHUS HE DEKSHUBPOIUME U PAKkA Ha MBMIGHHaMa Jirey

Krsiguamst BYMU: OHROULMOHAMESRE, KOANOGKONUS, NpULENHA BUOTCUS, CKDURUNE.
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CAN WE IMPROVE PREGNANCY AND IMPLANTATION RATE IN CASES
WITH NON-SELECTIVE EMBRYO TRANSFER WHEN ONLY 1 OR 2
EMBRYOS ARE AVAILABLE?

[ Antonova, I Bochev, T Milachich, L Valkova, M Yunakova, P Andreeva, A Shterev;

American Journal of Reproductive Immunology 73 (Suppl. 1) (2015) 29-30

Problem: The surface molecule CD57, originally shown on NK cells, was found also on
CD4+ T cells. It was associated with a shorter telomere length, history of cell division
and decreased proliferative ability. Tregs are important for the successful pregnancy, as
impaired Treg population is linked to an increased risk of spontaneous abortion. Little is
known about why Tregs might be dysfunctional or decreased in percentage. In the
present study we evaluated Tregs replicative senescence through the expression of
CD57 on Tregs as a risk factor for Tregs impairment.

Methods: PBMCs from 10 healthy subjects and 8 patients with recurrent pregnancy loss
due to unidentified reason were stained with anti-CD3/
CD4/CD45RA/CD25/FOXP3/CD57 antibodies for multi-colour flowcytometry. The data
was analysed by Flow]o V9 software. Statistical analysis was performed with GraphPad
Prism 6.

Results: In the compartment of CD4+CD45RA+ T cells we found two populations
according to the expression of CD57 CD57+ and CD57. In the control group, the
percentage of CD57+ cells was found very low, but increased with the subject age while
those of CD57-lymphocytes decreased (r > 0.5, P < 0.05). The populations of nTregs
within them were mainly CD25+ cells, with sustained positive ratio CD25+/CD25. In the
patient group the percentage of CD57+CD4+CD45RA+ T-cells was found higher in
comparison with those in controls and the correlation with the subject age was less
expressed. In contrast to the controls, patient’s nTregs, being mostly CD57+, were found
in inverse ratio.

Conclusion: Our results show that the expression of CD57, as a marker for decreased
proliferative capability is differently expressed in patients with reproductive failure.
Further studies are envisaged to better clarify the mechanisms of the early replicative
senescence.
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MOZKE JIK A 1IOAOBPUM ITPOLEHTA bBPEMEHHOCTH U ITPOLIEHTA
UMIIVIAHTAIIMH B CJIYYAUTE C EAUH UWJIKN IBA EMBPHUOHA 3A
TPAHC®EPUPAHE?

AnTtoHoBa U., boues U., Muiauuu T., BeaikoBa Jl., OnakoBa M., Augpeesa I1., lllepes A.
American Journal of Reproductive Immunology 73 (Suppl. 1) (2015) 29-30

IIpo6aem: [loBbpxHocTHATa MoJsiekyJa CD57, kosTo mbpBOHavyasiHO ce nposiBsiBa B NK
KJIETKUTe, e JiokaiusupaHa U B CD4 + T kuerkurte. ToBa e CBBbp3aHO C IO-MaJKa
J'bJDKMHA Ha TeJIOMepUTe, MCTOPUSA Ha KJIeThYHOTO JeJ/ileHWe U HaMaJsisgdBaHe Ha
nposindpepaTUBHATA CIOCO6GHOCT. Tregs KJETKUTe ca BaXKHU 3a yclellHa 6peMeHHOCT,
KaTo HapyileHaTa Tregs momnyJsianus e CBbp3aHa C MOBUIIEH PUCK OT CIOHTAHEeH abopT.
Masiko ce 3Hae 3a TOBa, 3a10 Treg KJIETKHTe MOXe Jla ca HeQYHKIMOHAJHU HJHU C
HaMaJleH INpoLeHT. B HacToAwWoTO wu3ciaeJBaHe ce oLeHABAaTIregs KJIETKUTe C
pemnJIMKaTUBHO cTapeeHe upe3 ekcrnpecusTa Ha CD57 Ha Tregs kaTo puckoB ¢pakKTop 3a

yBpexzaaHe Ha Tregs.

MeTtoau: PBMC ot 10 3apaBu UHAYMBUAU U 8 MAlMEHTH C NOBTAPAILLM Ce CIIOHTAHHU
abopTH C HeU3sICHEHU NMPHHU 65ixa ouBeTeHU ¢ aHTU-CD3 / CD4 / CD45RA / CD25 /
Foxp3 / CD57 aHTUTesla 3a MHOTOILBETHA NOTOYHA LUTOMeTpus. [laHHUTe OsXa
a”Hasuaupanu upe3 FlowJo V9 codrtyep. CTaTucTUuecKHs aHaIU3 6e HU3BBPIIEH C

GraphPad Prism 6.

Pesyaratu: B CD4 + CD45RA + T kJ/eTKH, OTKpUXMe JiBe MOMNyJallu{, CbIJIACHO
ekcripecusita Ha CD57 + CD57 u CD57. B koHTposiHaTa rpymna, npoueHTbT Ha CD57+
KJIeTKU 6e MHOTO HUCBK, HO Ce yBeJu4yaBa C Bb3pacTTa Ha MallMeHTa, JOKaTO Te3U Ha
CD57-numdouutu HamansBa (R> 0.5, p <0.05). Ilonynanuute Ha nTregs 6sxa
npeauMHo CD25 + k/IeTKH, ¢ TpalHO MOJIOKUTEeNHO cboTHoweHue CD25 + / CD25. B
rpynara namnyeHTH, npoueHTbhT Ha CD57 + CD4 + CD45RA + T kJjieTku 6e ¢ N0-BUCOKH
CTOMHOCTH B CpaBHEHHWE C Te3W NPHU KOHTPOJIMTE TIPYIH, KaTO KopesauusaATa C
Bb3pacTTa Ha NallMeHTUTe Ge MM0-MaJIKO M3paseHa. 3a pa3/iMKa OT KOHTPOJIHUTeE IPYIIY,
nanyveHTa ¢ nTregs, kouto ca mnpeaguMHo CD57+, 6sgxa OTKPUTH B 0OpaATHO

CbOTHOIIEHHE.
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3aksoyeHue: HanvTe pe3ysiTaTy MOKa3BaT, ye ekcnpecusita Ha CD57, kaTo mapkep 3a
HaMaJisiBaHe Ha NpoJindepaTUBHATA CIOCOOHOCT, € Pa3/IMYHO U3paseH NpU MalUeHTH C
penpoAyKTUBHU HapylleHUs. [lpesBUeHU ca JOI'BJIHUTE/IHU HU3C/AeLBaHUA, 3a IO-

I,£L06p0 N3ACHABAHE HA MEXdHU3MHUTE HA PAHHOTO PEIJIMKATUBHO CTapEEHe.

ANTIMICROBIAL ACTIVITY OF VAGINAL LACTOBACILLI AGAINST
GARDNERELLA VAGINALIS AND PATHOGENS

Petya Andreeva, Atanas Shterev, Svetla Danova
Int. J. Adv. Res. Biol. Sci. (2016). 3(5): 200-207
Abstract

Bacterial Vaginosis (BV) is a vaginal inflammatory disease, related to the high
percentage of recurrences and serious obstetric, gynecological and reproductive
problems. This is the reason why microbiologists and gynecologists search for new
methods in the treatment and prevention of this condition. In this regard, the
characterization of the biological activity of vaginal lactobacillus, that have a key role in
the healthy homeostasis of the vagina, is an approach that will help uncover the natural
mechanisms of the protection of the urogenital tract. The aim of the present study is to
identify in vitro activity of vaginal lactobacillus, isolated from healthy Bulgarian women
(volunteers in the study) in reproductive age. The tests with the panel of pathogenic
microorganisms proved a broad spectrum of activity against E. coli and other pathogens.
The results, obtained with cell-free supernatants of Lactobacillus spp strain VLb3, were
quite promising and the VIb3 is the strain that inhibits the growth of G. vaginalis, one of
the main pathogens associated with BV. The selected Bulgarian strains lactobacillus
VLb1 and VIb7 produce thermostable metabolites other than lactic acid and active
against E. coli. Additional biochemical characterization, however, is needed and it is still
in progress. In conclusion, in the natural microbiota of healthy Bulgarian women there
are strains that are perspective and could be developed as a bio-active agents and
vaginal probiotics.

AHTUMHUKPOBHA AKTUBHOCT HA BATMHAJIHU JIAKTOBALIUJIHU
INAMOBE CPEIILY GARDNERELLA VAGINALIS 1 ITIATOTEHHA

Ileta AuapeeBa, AtaHac lllepeB ,CBeTJia /laHoBa

Int. ]. Adv. Res. Biol. Sci. (2016). 3(5): 200-207
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Pesome:

BakTepuasHaTa BarMHo3a € Bb3MNaJUTEJNHO 3aboJiiBaHe Ha BJArJHUILETO,
CBbpP3aHO C BUCOK NMPOLEHT Ha PeLMUBU U CEPUO3HU aKylLIepCKHU, TMHEKOJOTUYHU U
penpoAyKTUBHU NpobsieMd. ETo 3amo MUKpPOOMO/I03M U TUHEKOJI03U ThPCAT HOBHU
NOAXOAW B JIeYeHWeTO M TMpeBeHLUsATa Ha ToBa CbCTOsAHMEe. B Tasu Bpb3Ka
oxXxapaKTepu3WpaHe Ha OWOJIOTUYHATA AKTHBHOCT Ha BarvuHaJIHUTE JIAKTOOAIWJIH,
KOMTO MMaT KJIIOYOBa poJil 3a 3/paBOC/J0BHAaTa XOMeOCTa3a Ha BarvuHara e MOJXO[,
KOWTO 1le CIOMOTHe 3a pa3KpUBaHE eCTeCTBEHHWTe MeXaHW3MMU Ha 3aljdTa Ha ypo-
reHUTaJHUus TpakT. [Jeama Ha HACTOAIOTO U3C/Ae/IBaHe e Jla uaeHTUdULUpa in vitro
aKTUBHOCTTA Ha BarvHa/JHU JIaKT00Aa3WJIM, U30JIUPAHU OT 3/IpaBU O'bJTrapCKU KEHU B
penpoJyKTUBHAa Bb3pacT. TecToBeTe C MaHeJa OT MATOTEHHUTE MUKPOOPraHU3MHU
NoKa3axa IIMPOK CIHEeKTbp OT aKTHUBHOCTU cpeuly E. coli u gpyru naToreHu.
ObeluaBauiy ca pesy/1mamume MoJy4YeHU OT CBOOOJHA OT KJIETKU CylepHaTaHTa OT
Lactobacillus spp VLb3, koiiTo nuxubupa pacrtexa Ha G. vaginalis, eiuH OT OCHOBHUTe
naToreHu, acoruupanu ¢ bB. CesiekTupaHUTe 6'bJATapCcKU LaMoBe JlakTobanuau VLb1
and Vlb7 npoaynupaT TepMOCTaOUIHU MeTabOJUTH, pa3JIMYHU OT MJIeUHa KHCEJINHA,
akTuBHU cpeuty E. coli. Pa3bupa ce Heo6xoAuMMO ca JOM'bJAHUTENTHU OUOXUMHUYHU
u3cje/BaHWs, KOUTO BCe Ole ca B MpolieC Ha U3M'bJHEHUe. B 3akzaioueHue, cpep,
ecTecTBEHaTa MMKPOOMOTA Ha 3/ipaBy BbJirapcku »KeHU ce OTKPUBAT LIlaMOBe, KOUTO ca
NepcreKTUBHU JAa O6bJaT pa3paboTBaHU KaTO OHO-aKTUBHU areHTH W BarMHaJIHU
IPOGUOTHUIIHU.

CbBPEMEHHU TEHAEHLMHU B IEYEHUETO HA BAKTEPUAJ/IHATA
BATHUHO3A, moHorpadus

Il. AHapeeBa;.
Codusa 2016: ISBN 978-619-188-074-4

MoHorpadusita cbAbpKa NOAPOOHA JUTEpaTypHa CpaBKa 3a Hai-
CbBpPEMEHHHTE HAyYHU U KJIUHUYHU NMOCTUKEHUs B o6sacTTa Ha BB. Pa3riieqanu ca B
JleTaiiu TaKCOHOMHUYHUTE TPY/ZHOCTH, enuJieMUOJIOTUIHUTE JlaHHHY,
MHUKpPOOGHUOJIOTUYHUTE XapaKTEPUCTUKH, MaToreHe3aTa W KJIMHUKATA, PHUCKOBUTE
baKToOpH, YCIOXKHEHUSITA W HAW-HOBUTE TepanmeBTUYHU CXEeMU 3a JiedeHHe Ha
3aboJsisiBaHeTo. B rsiaBaTta “Exosiorus Ha BaruHasiHaTa ¢Jiopa” cbhAbprKa Hal — HOBUTE
CXBalllaHUSA 3a POJIATA HA JIAKTOOAIUJIUTE U MPOJAYIHUPAHUTE OT TSIX aHTUMHUKPOOHU
BelllecTBa (OpraHMYHM KHCEJHUHH, BOJOPOJEH TMPEKUC, BbrJIEepOoJeH [IUOKCUJ,
6aKTepUOLUHHU). UHTepeCchT KbM Ta3W HO30JIOTUYHA €JUHUIIA B OCJAEeJHUTE TOJAUHHU €
roJsisimM nopazau ¢akTa, ye 6aKTepUaJHaTa BarMHO3a Ce acol[MUpa C peAulia YCA0XKHEHUs
B 00JlacTTa Ha aKylIepCcTBOTO M THHEKOJIOTUSITA KaTO CIOHTAaHHU abopTH,
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peXx/eBpeMeHHO paXK/jaHe, MOCTIAPTAJHU U MOCTONEePaTUBHU HHPEKIINH, HeOlJIa3uU
Ha MaTOYHaTa IIMIKa, yJeCHsIBaHe CEPOKOHBepCHUsTa U 3apassiBaHeTo ¢ HIV u apyry,
KOEeTO e pasrJyieZlaHo NoApPOOHO.

[Topai TOPHOTO KAKTO W MOpaZyd BUCOKHUS NPOLEHT pelUAMBU Ce Hajara
T'bpCeHe Ha HOBHY NOJXO/Y B JIedeHHeTOo Ha Ta3u uHPekuus. [IpoBeieHU ca KIMHUYHU U
eKCIlepUMeHTa/IHU U3CJe/IBaHUS, KOUTO 3acAraT €IMH HOB acleKT B NpoduIaKTHUKaTa
U JledeHUeTO Ha 3aboJssiBaHeTo. EKciepuMeHTa/JHUTE U3c/ie/BaHus, IpeJCTaBAsBaT in
vitro TectBaHe Ha edekTa Ha Metronidazole u HSIKOU aHTUOUOTHUIM, U3TOJI3BAaHU B
TMHEKOJIOTUYHATa TMpaKTUKA BbpPXy BarMHajJHU JiakToGauuiau. MW3ciaenBan e
OMOJIOTUYHUSI MOTEeHIMa]l Ha Nojb0paHa Trpyna JaKToOALMWJHU 1aMOBe U ca
CeJIeKTUpPAHU IlaMOBe JIAKTOOALMJIM C aHTUMHUKPOOHA aKTUBHOCT Cpelly pejula
yponatoreHu U G. vaginalis, eJMH OT OCHOBHUTE MaTOreHW B MUKPOOGHATA acoLuaLus
Ha 6akKTepuaJiHaTa BaruHo3a. EJWH OT NOJIyYeHUTEe pe3yJTaTH € H30JUPAHUAT
JlakTo6anueH mam VLb3 oT 3ipaBu 6'bJIrapCKH KEHH, CIOCOOEH J1a MHXHOUpA pacTexa
Ha G. Vaginalis, kakTo U pe3yJaTaTUTe OT NOCTUTHATATA in Vitro aHTU-OaKTepUaIHA
akTUBHOCT Ha VLb3, VLb1 & VLb7 cpemty Gram (-) Escherichia coli u Gram (+) Bacillus
subtilis.

[IpoBeneHO e KJIMHUYHO H3CJe/[BaHe Ha TepaneBTUYHUAT epekT npu BB Ha
Npo6UOTHUK, chabpkall L. acidophilus (LA), cpaBHeH ¢ KOHBEHI[MOHAJIEH TepalneBTUYEH
peXHUM, KaTo ca NMOCTUTHATH CPAaBHUMHU pe3yJITaTH C KOHTPOJIHATA TpyIma, KOETO
NOCTaBs NPOOMOTULMTE KaTo obellaBalla rpyna mnpemnapaTtd B NpoduiakTUKaATa U
JieyeHUeTo Ha bB.

YCIIEIIHO JIAITAPOCKOIICKO JIEYEHUE HA XETEPOTOITHA
BPEMEHHOCT, Bb3HUKHAJIA CJIEJ ICSI / EMBPUO-TPAHC®EP HA
3AMPA3EHH EMBPUOHH - IOK/JIA/IBAHE HA CJIYYAU

Anapeega I, /lumutpos U

AxyuepcTtBo U ['mHekosiorusa 2016

A6cmpakm:

HanuuueTo eJHOBpeMEHHO Ha HW3BbHMAaTOYHA M BbTpPeMaTOYHA WJHU
XeTepoTONUYHA OPEMEHHOCT € Ps/IKO ChbCTOsIHUE, C JIoKJIaJBaHa yecTtoTa oT 1/8000 g0
1/30 000 mpu CNOHTAaHHO-BB3HUKHAIHMTEe GPEMEHHOCTH, HO MOPaJH BCE MO-4eCTOTO
Npu/iaraHe Ha aCUCTUPAHU PeNpoAyKTUBHU TexHoJsioruu (APT), Ta3u yectoTa focTrra
0.9% nmo 1% npu 3abpemeHenuTe ciaen APT. HacTosmoTo u3JjioxeHHe NpesACcTaBs
cay4yal Ha 36 roAuiliHa NMalUMeHTKa, OpeMeHHa B 9 recTalluOHHA CeMUI[a, Bb3HUKHAJIA
cle[, UH BUTPO OIUIOXKJaHe - eMOpuo-TpaHcdep Ha [JBa 3aMpa3eHH eMOpPHOHA,
nosyyeHu ciaep, nponeaypa ICSI Ha goHopcku sunekneTku. [lanueHTkaTa nocetu
KJIMHUKATa MopaJiu ocTpa KopeMHa 60Jika. [locpecTBOM TpaHC-BarMHaHa exorpadus

28



ce MOCTaBU JUarHosaTa XeTepoTONHAa OpPeMeHHOCT - BbTPEMaTOYHA pa3BUBAlla Ce
6eMeHHOCT M U3BbHMATO4YHA - B JiiBa MaTo4yHa TpbbOa. HanpaBu ce jlanapockonus B
cneimleH mnopsaabk. HWHTpaonmepaTHBHO ce yCTaHOBU TybapHa H3BbHMATO4YHA
opeMeHHOCT W hemoperitoneum - okoso 1200 ma. HampaBu ce JeBocTpaHHaA
salpingectomy, kaTo ce 3ana3u BbTpeMaTO4HaTa OpeMeHHOCT. KbM HacTOSAIMS MOMEHT
nalnMeHTKaTa e B 24 reTcaljMOHHA ceJMUI]a U OpeMeHHOCTTa NpoTU4a 6e3npo6aeMHO.
Hue poksaziBaMe TO3U ciydai C Les1 yBeJauyaBaHe MHPOPMUPAHOCTTA 3a 3a60J1sIBaHETO
M BBb3MOXKHOCTTA OT YCIEUHO JIANapOCKOICKO TpeTUpaHe. BbTpemMaToyHaTa
OpeMeHHOCT He U3KJII0UBa U3BbHMATOYHATa 6peMEHHOCT, 0CO6EHO0 B CIyYaUuTe Ces in-
vitro omnoxxgaHe.

MOLECULAR REGULATION AND ROLE OF ANGIOGENESIS IN
REPRODUCTION

Rizov Momchil, Andreeva Petya, Dimova Ivanka;.
Taiwanese Journal of Obstetrics and Gynecology 2016
Abstract

Angiogenesis is an essential process for proper functioning of female
reproductive system and for successful pregnancy realization. The multitude of factors
required for physiological angiogenesis and the complexity of regulation of their
temporal-spatial activities contribute to aberrations in human fertilization and
pregnancy outcomes. In this article we reviewed the current knowledge of the temporal
expression patterns, functions, and regulatory mechanisms of angiogenic factors during
foliculogenesis, early implantation/placentation and embryo development, as well as in
recurrent spontaneous abortions. Angiogenic factors including VEGFs and ANGPTs have
documented roles in the development of primordial follicles into mature antral follicles.
They also participate in decidualization, which is accompanied by the creation of an
extensive network of vessels in the stromal bed that support the growth of the embryo,
the placenta and maintain early pregnancy. During placentation angiogenic and
angiomodulatory cytokines, T and B lymphocytes and macrophages affects angiogenesis
in a context dependent manner. Defects in angiogenesis at the maternal-fetal interface
contribute to miscarriage in humans. The establishment of more polymorphisms in the
genes involved in angiogenesis/vasculogenesis, their pathological phenotype and
expression, could give opportunities for prediction, creating a therapeutic strategy and
treatment of diseases related to female reproductive health and problematic conception.
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MOJIEKYJIAPHA PETYJIALIMSA Y POJIITA HA AHTUOTEHA3ATA ITPU
PENPOJYKLIUA

Puszos M., Augpeesna Il., lumoBa H.
Taiwanese Journal of Obstetrics and Gynecology 2016

AGcTpakT: AHruoreHesara e CbILECTBEH MPOIeC 32 NPAaBUIHOTO QYHKIMOHUPAHE Ha
>)KeHCKaTa T[o0JioBa CUCTEMa M 3a YCIOEUIHOTO MNpPOTHYaHe Ha OpeMeHHOCTTa.
MHoecTBOTO PpaKTOpU, HEOOXOUMHU 3a GU3UOJIOTUYHATA AHTMOTeHe3a U CJI0XKHOCTTA
Ha peryJMpaHeTO Ha TEXHUTEe BPeMeBO-NPOCTPAHCTBEHU [AEWHOCTH JONPHUHACAT 3a
abepanyu B YOBeUIKaTa PENpPOAYKLUS U pe3y/ITaTuTe Npu 6peMeHHOCT. B Ta3u craTtus
HUe lle T[pepasrjeJaMe HACTOSLU[ATe TO3HAHUS Ha BpPEMEBUTE MOJENU Ha
eKcrpecrsiTa, QyHKIUUTE U PETyJaTOPHU MeXaHU3MU HAa aHTHMOTeHHHUTe (aKTOpH MO
BpeMe QOJIMKYyJIOTeHe3aTa, paHHAaTa UMIJIAaHTalUMsA / IJlalleHTalusi 1 pa3BUTHETO Ha
eMOpHOHa, KAaKTO WU M0 BpeMe Ha MOBTApAIU Ce CIOHTAaHHU abopTH. AHTHOTEHHHU
dakTopu, BriatounTesHo U VEGFs 1 ANGPTSs, ca foka3asiu poJsisiTa CU B pa3BUTHETO Ha
NpUMOpAUANHUTE POJUKYJIU B 3pesd aHTpaJHU ¢osukyau. Te cbllo ydyacTBaT B
Jleilyaln3alusaTa, KoaTO e NpUJpyKeHa OT Cb3JaBaHETO Ha IIMpOKa Mpexa OT
KP'bBOHOCHU Ch/IOBE B CTPOMAJIHOTO JIETJIO, KOETO MO bprKa pacTexa Ha eMOPHOHA,
IJlalleHTaTa M NoJnomMara paHHaTa OpeMeHHOCT. [lo BpeMe Ha mJIalleHTALUATA,
aHTHOTeHHHW U HeBpoMoAyJaTopHU 1HuTokuHU, T u B numdonutn u Makpodary,
3acaraT aHruoreHesara. JlepekTu B aHrMoreHesaTa Ha MallKaTa U MJ10Ja, JONPUHACIT
3a CIIOHTaHeH abopT npu xopaTa. Cb3/AaBaHETO HA MOBeYe MOJMMOPOU3IMHU B FEHUTE,
ydacTBalld B aHrdoreHes3ata ,/ BacKyJioreHe3a, NaTOJIOTUYHU (EeHOTUNIOBE U
eKCIIpecry, Moxe /ia AajJie Bb3MOXXHOCTHU 3a NPOTrHO3aHe, Ch3/jJaBaHe Ha TepaleBTUYHA
CTpaTervs U JiedeHre Ha 3a00J/i1siBaHUs, CBbP3aHU C )KEHCKOTO PEeNpPOJyKTUBHO 3/ipaBe

Y Ipo6JIeMHO 3a0peMeHsIBaHe.
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