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NcTtopuyeckan cnpaska

Hayano 1900-x rogax — 3a/10KeHa OCHOBA A/151 Pa3paboTKM roHaA0TPOMNHbIX NPenapaTos
ana ctmumynaunm amdHmkos(Lunenfeld, 2004 )

e B 1940-x ropax — Bnepsble usBnedyeH HMG 13 moum noctmeHonaysanbHbIX XKeHwuH (Leao, Esteves, 2014 )

B cepeanHe 1990-x ronoB AOCTUXKEHMNA B TEXHONOTMU PEKOMOUHAHTHbIX IHK 6bian
MCNO/Ib30BaHbl AnA pa3paboTkmn pekombuHaHTHOro PCrI (Leao, Esteves, 2014 )

[MepBbiMM BeLECTBAMU, MCNONb30BAHHbIMU ANA MHTMOMPOBAHMA oBYyAALUK, Bbinmn
aroHMCTbl TOHaAOTPONMUH-PUAN3UHT-TOPMOHA (GNRH), 3a KOTOpbIMK CAeaoBanm
aHTaroHuctbl GNRH.

AOHAUUA OOLIMTOB B NPOrPAMME 3KO



A3meHeHnune napagurMbl  CTHMYJIALMU SHYHUKOB B
nporpammax IKO/MKCHU

[lepCcoHUPUKaLUA

i anMGHEHMe bonee wagAaunmx no oTHOWEHUHO K NaunMeEHTKaM METOA08
ANAarHoOCTMKMN N nevyeHuA

® YBe/iInYeHNne KOAM4YecCTBa 3pesiblX OOLUTOB
® DMH6PNOHDBI XOPOLLEro KayecTsa
e KomdopT BO Bpema npoxoxKaeHma nporpammbl KO

@®be3onacHoCTb

®YnpasnaemocTb
®Konmyectso n KayecTsBo 0OLUTOB
®YnobcTBO

®CrommocTtb (MMHMMM3ALUMA 3aTpaT)
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PasHOBUAHOCTU NPOTOKONOB
CTUMYNALLUMU

(CraHpapTHbIE NPOTOKObI

( AIMHHbIN, KOPOTKUM, YIbTPAAJIUHHbBIN,
NPOTOKOJ/1 C aHTAaroHUCTaMM)

dMsarkas ctumynaums
(MogndunuMpoBaHHbIN NPOTOKON)

A /BsorHana ctumynauma (LLlaHxackuim
NPOTOKO/)

JdHecTaHAapTHbIE NPOTOKO/Ib
cTumynaumm (ctumynaumsa c ntoboro
NHA, NPOTOKO/1 C rectareHamm)
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MporecTtepoH

(OT nart. pro — paHblUe, Ans, B Nofnb3y U gestatio — HolweHne, bepeMEHHOCTb),
CTepounaHbIN TOPMOH

r

* Bce bMoxmmmyeckme peakumu B
npouecce obmeHa xonecTepmHa
BO3MOXHbl TONbKO MPU HANNYUK
onpeaeneHHbIX YCA0BUN U
depmeHTOB (3H3MMOB)

* BbipaboTKa 3H3MMOB peryinpyeTcs
reHamu

* Bce cTeponaHble TOPMOHbI KPOME
nporectepoHa MOTyT NpeBpaLLaTca B
CBOUX NpeALecTBEHHMKOB

* [lporectepoH ABAAETCA NPOU3BOAHbLIM
XONecTepuHa

e Xo/iecTepmH OCHOBA CTEPOUAHbBIX TOPMOHOB
N YKENYHbIX KUCNOT

* Bce K1eTKM BbipabaTbIBAOT XO/1IECTEPUH —
HO 6osiee BCero NnpPomn3BoAMTCA B MEYEHMN,
KULLIEYHUKe, PenpoayKTUBHbIMW OPraHamm
1 HaZno4YeYHUKaMm

* [lporectepoH — NpapoauTenb BCex
CTePOUAHbIX TOPMOHOB

AOHAUUA OOLIMTOB B NPONrPAMME 3KO
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RIS, MporecTepoH

HeobXxoANM

[Tlodcomoeka
Ana coxpaHeHUs

NHuyuupyem poosl MOMIOYHOU JHcesne3bl K

AaKkmayuu

bepemeHHoCMU

fABnaetca cybcrpatom Ans YrHeTtaeT cokpaTuTenbHy

NPOW3BOACTBA NOPMOHOB NN0Aa
(rnnKo- N MUHEpPanoKoOPTUKOCTEPO-

WHrnbupyer
aKTUBHOCTb MaTKy 6epeMeHHON

UMMYHONOMMYECKYHO peakLuuto
NYTEM CHUXKEHUS YYBCTBUTENBHOCTU

MaTepu Ha aHTUreHb! NNoAa
nAaAoB) K AeACTBUH OKCUTOLMHA 1

YMEHbLIEHNA NPON3BOACTBA
npocrariaHanHoB
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BauaHue nporecrepoHa B Kayecrse
HeupocTepouaos

cHUMUBH!
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M — Bnuaxme Ha penpoayKTHBHYIO CHCTEMY Bnuame Ha passuTne GepemenHocTH
CTUMYRALMA 4bIXaHHA (TMynALMA 06Mera BblaeneHMi B JHIOMETPUN (neryenue UMANAKTALKM, NNALEHTOTPONHOE BO3AHCTBME
(MoBbiLueHHe KaTabonu3ma TKaxen Yewnenue runepesii (MHOMeTpHi) h(mmfﬁsgmm&m%mmmm

Yoenusesue pypesa Groruposatsse ekcTens HuBenupoBaHMe BO3ALHCTBUA JCTPOTEHOB Ha Kene3sl Weilkh MaTki  (OKpaTMTENbHOE BO3AEHCTBHE Ha 06RACTS BHYTPEHHETD 3882 MATKH

aNbAOCTEPOH B AMCTANbHOM Karanble HedpoKa)
Mogbilerwe BbiBeACHAR KanbUMA  Gocdopa  HHAYKUMA runepTPOGUM CPRAHNX COEB B SNHTENMM BAAraNHLL YMeHbLUIEHME CHHTE3a NPOCTArMAHAHHOB
oBbiLseHme TemnepaTypsl Tena YBenuuenue BblALAUTENLHON QYHKLRH FHAOCARBIMHKE Ynyuiwerme KpOBOCHAEIKEHMA H PasPLIXNEHHA MATKN
= YBenwyeHHe ny3bipokOB Kene3 i ANHTRNKA KaHanos B 06nacTn %
Ynyuwwerme 3pHTeNbHOR NAMATH (oK (XD0eKT CHHepTHM COCTpOreHaM) Hmwmyronopasnsiolee Bo3aeicTBHe
Ymetbiwenme svipaborkn SHBG BoicBODOXKIEHIE NEPHCTANLTHKM AifLLeBOROB HmyHomozynupyRoLLiee Bo3geRCTBHE
BnwsHHe Ha HacTpoeHue m"“m“r‘:mm":)"m B YYBCTBUTEAbHOCTH MHOMETPHA Ha AAGHCTBHE OKCHTOLMHA
AHeCTETHYeCKDS, aHanbIETHYeCKOe,
SROINMNEKOE AeRCTBHe YMeHbLUEHHE YNCNA SCTPOFEHHbIX PELENTOPOB B FHAOMETPHH
(TumynALMA nponudepamm i AdOepeHLMaLMH Younesie npeoGpasosanins 17-B-3Tpagmona B Mewee aKTHBHbie
ocreo6nacros HOpMbI CTPOreHoB
3a1uHTa o1 MHGEKUMI y e pemeHHbIX KEHLH — YBEnHYeHHe
WimmyHonopaensiolLee Bo3aeiCTBHE KOMHYCTBA NEAKOLHTOB BO BNArANMLLIE W perynauiA obmena
CAMBUCTOR NPOOKM B Lwedike MaTKN
YBENHUEHNE CORePKAHIA TNIOKIrOHa I CHIDKEHMHE
HNOTAMKEMMpYIOLLETO AEACTBHR HHCYNHHA AKTHBH3UMA TUMDOUNTOB MATKM
OBecneyerue nPaBunbHOro NPOM3BOACTBA
poTuBoCyROPOXHbIM dpdexT POrecTepOH-HHYLMPOBaHHOr 6noKMpyloLLero

¢akTopa (progesterone-induced blocking factor, PIB)
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IIpuMenenne MpPOrecCTHHOB

v/ JUIS KOHTPALEIIAN, OTAENHHO HIIM C 3CTPOTreHOM

v/ ISl TOPMOHAJILHOM TE€pauy y KEHIIUH B IIOCTMEHOIIAY3€E B
COYETAaHUU C DCTPOTCHAMU

v/ JUIs1 IPEAOTBPAIIIEHAN YTPOKAIOIIEr0 abopra
v’ U1 Ipo(MITAKTUKH MIPEKIEBPEMEHHBIX POJIOB,
v st teuenue [IMC, sHAOMETpHO3a 1 MHOMBI MATKH.
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nepocraTku aHanoros [HPIT &

 ITnoxas ynpaBiaseMoCTh (Ipenapar J0IKeH OBITh TOYHO
IIPUTOTOBJICH U HYKJACTCS B ITOAKOKHON NHBEKIINN)

JCnonTanasie OBYISIIUH
dITo6ounsie 3(pdheKTHI.
dJIrorennunzanus GoIIuKyI0B
JOctanoBka pocta ¢oIINKYI0OB
1 Cnabas BocnpuMMYHUBOCTD K TOHAIOTPOIHHAM

AOOHALUUA OOLIMTOB B NPONrPAMME 3KO
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The Utrogestan and hiMIG protocol in patients
with polycystic ovarian syndrome undergoing
controlled ovarian hyperstimulation during
IVF/ICSI treatments

Xiuxian Zhu, MD, Hongjuan Ye, MD, Yonglun Fu, MD, PhD"

Abstract

Poor cocyte guallty is a man concem for decreased reproductive outcomeas in women with polycoystic ovarian syndrome (PCOS)
during controlfled ovarsan hyperstimuiation (COH). A primary way 1o improve cocyte guality is to optimize the COH protocol. It was
demonstrated that the viable embryo mite per oocyte retrieved in the Utrogestan and hMG protocol, a novel regimen based on frozen-
thawed embryo transfer (FET), s statistically higher than that in the short protocol. Thus, a retrospective stucly was conducted to
avaluate the endocrine characternstics and clinical outcomes In PCOS patients subjected to the Utrogestan and MG protocol
compared with those subjected 1o the short protocol

One hundred twenty three PCOS patients enrolled in the study group and were simultanecusly administered Utrogestan and
hurman menapausal gonadotropin hMG) from cydie day 3 until the trigger day. When the dominant follicies maturad, gonadotropin-
releasing hormone agonst (GniRH-a) 0.1 mg was usaed as the tngger. A shornt protocol was applied in the control group Including 77
PCOS women. Viable embryos were cryopresarved for iater transfer in both groups, The primary outcome was the viabile embeyo rate
per oocyte retrieved. The secondary outcomes included the number Oof cocytes retrieved, fertiication rate, and dcliinical pregnancy
outcomes from FET cycles.

The pitultary Iuteinizing bormone (LH) level was suppressed in most patients; however, the LH level in 13 women, whose basic LH
level was more than 101U/, surpassed 10 10U/ on menstruation cycie day (MC), ., and decreassd subssequently. No significant
between-group differences were ocbserved In the number of cocytes retneved (1327 = 7.46 vs 13.1 = 7.98), number of viable
STyos (557 +3.27 vs 5§+ 2.79), mature oocyte rate (90.14 2 11 819 vs 93.02 = 8.95%), and deavage rate (97.69+6.22% vs
95.89 +9.579%). The fertiization rate (76. 11 = 19.04% vs 69 .34 + 21.819; P < 0.05), viable embryo rate per oocyte retrieved (39.85%
vE 34 .68%; P < 0.05), biochemical pregnancy rate (71.729 va 56.67%; P < 0.05), ciinical pregnancy rate (84 .659% vs 51.65%; P <
0.05), and implantation rate (46,469 vs 31.35%:; P < 0.05) in the study group were significant higher than those in the control group.

This study shows that the Utrogestan and hMG protocol was feasibile 1o mprove the ococyte quality, possibly providing a new

choice for PCOS pat
123 nauueHkn ¢ Cl1KA nauneHToB, BKMOYEHbI B rpynny MccnegoBaHus, B
KoTopon opgHoBpemMeHHo BeBogunn Utrogestan n UMIT (HMG) ¢ 3 gHa umk go na
o 0o aHsa Tpurrepa. Korga goMmuHupytowme gonmiukysisl Co3penu, roHagoTPOnuH-
I:“\I‘ﬁ penusa ropmoH aroHucT (GnRH-a) 0,1 Mmr Obin ncnonb3oBaH B KadecTBe Tpurrepa. B
v"*j/ - KOHTponbHou rpynne ( 77 xeHwwuH ¢ CI1KA) 6b1n npuMeHeH KOpoTKMn NpoToKos. B
> St 0be ux rpynnbl ObININ KPMOKOHCEPBUPOBAHbI XU3HECNOCOBOHbIE AMBOPUOHBI AN
nepeHoca B crneaylowmx Luknax.

AOHALUUA OOLIMTOB B NPOrPAMME 3KO



PasHoBUAOHOCTU NPOrecCTUHOB U UX BAUAHUE Ha

3H,£I,OM€TpMﬁ U NooaBNieHne OBYNALUA

TABLE 1 PROGESTOGENIC EFFECT AT THE ENDOMETRIUM LEVEL AND ‘}j/LV”‘}
ANTI-GONADOTROPHIC EFFECT OF VARIOUS PROGESTINS o S *
Progestin Transformation  Transformation  Ovulation inhibition
dose (mg/cycle) dose (mg/day) dose (mg/day)
Progesterone 4200 200-300 300
Dydrogesterone 140 10-20 >30
Medrogestone 60 10 10
Medroxyprogesterone acetate 80 5-10 10
Cyproterone acetate 20 1.0 1
Norethisterone acetate 30-60 - 0.5
Levonorgestrel 6.0 0.15 0.05
Dienogest 6.0 - 10
Nomegestrol acetate 100 5.0 5.0
Drospirenone 50 ~ 20

Adapted from Schindler et al, 2003.
AOOHALUA OOLIMTOB B NPOrPAMME 3KO




[NeiicTBUe recTareHoB e

* Peuentopamu nporectepoHa akTUBUPYHOTCA 3CTPOrEHOM, B TO BPEMS Kak NporecTepoH noaaBnaeT
cBou cobcTBeHHble peuenTtopbl (Chabbert-Buffetaet al., 2000)

e [lecTBUA NporecTtepoHa MoryT bbITb CUHEPTreTUYECKUMM UNN aHTAarOHUCTUYECKUMN AENCTBUAM
3CTpaanona, B 3aBUCMMOCTU OT COOTHOLLEHUA FTOPMOHOB U BpemeHun Bo3aencteumsa (Custodia-Lora
and Callard, 2002)

* [lporecTepoH UrpaeT pas3peLLaoLLyto poab B NpeaoByAsTOPHOM nuKe JII: aKcnepumMeHTbl NoKa3anu
NOBbILLIEHME NPOrecTepoHa, NpealecTtsytoulee Bcnaecky J1I, Ha HECKO/IbKO YacoB B
npenoBynsaTopHbin nepuog, (Hoff et al., 1983)

* [porectepoH OKa3blBaeT MHIMOMpYIOLLLEee BAUSIHUE Ha oBynAUMto. NporectepoH cnocobeH
6noknposaTtb Bbibpoc JII (Evans et al., 2002; Heikinheimo et al., 1996)

Ero nHrubumpyrowmnin apdekrt Ha poct GONNUKYNOB NeKUT B OCHOBE Pa3paboTKu
NPOTUBO3A4YaTOUYHbIX CPEACTB, COAEPXALLUX TO/IbKO NPOrecTuH, KoTopble NOAABAAIOT POCT
— donnuKynos u, Takum o6pasom, UHrM6UpPYIOT OBYAALMUIO NOCAE AANTE/IbHOTO NPUMEHEHMUA.

AOHAUUA OOLIMTOB B NPONrPAMME 3KO
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The Utrogestan and hiMIG protocol in patients
with polycystic ovarian syndrome undergoing
controlled ovarian hyperstimulation during
IVF/ICSI treatments

Xiuxian Zhu, MD, Hongjuan Ye, MD, Yonglun Fu, MD, PhD"

Abstract

Poor cocyte guality is a main concem for decreased reproductive autcomes in women with polycystic ovanan syndrome (PCOS)
during controlled ovarian hyperstimulation (COH). A primary way to improve oocyte guality is to optimize the COH protocol. It was
demonstrated that the viable embryo rate per cocyte retrieved in the Utrcgestan and hMG protocol, a novel regimen based on frozen-
thawed embryo transfer (FET), is statistically higher than that in the short protocol. Thus, a retrospective study was conducted to
evaluate the endocrine characteristics and clinical outcomes in PCOS patients subjected to the Utrcgestan and hMG protocol
compared with those subjected to the short protocol.

One hundred twenty three PCOS patients enrolled in the study group and were simultaneously administered Utrogestan and
human menapausal gonadotropin (hMG) from cyde day 3 until the trigger day. When the daminant fallicles matured, gonadotropin-
releasing hormone agonist (GnRH-a) 0.1 mg was used as the trigger. A short protocol was applied in the control group including 77
PCOS women. Viable embryos were cryopresernved for iater transfer in both groups. The primary outcome was the viable embryo rate
per cocyte retrieved. The secondary outcomes included the number of oocytes retrieved, fertilization rate. and clinical pregnancy
outcomes from FET cycles.

The pituitary luteinizing hormmone (LH) level was suppressed in most patients; however, the LH level in 13 women, whose basic LH
level was more than 101U/L., surpassed 101U on menstruation cycle day (MCls_;, and decreased subsequently. Nao significant
between-group differences were observed in the number of ococyles retrieved (1327 £7.46 vs 13.1 = 7.98), nurmber of viable
embryos (5.57 +3.27 vs 5+2.79), mature oocyte rate (90 14;1:1 1 81% vs 93 02+8 8959%), and cleavage rate (97.69+6.22% vs

95.89 +9.579). The fertiization r=ta : - sminle crribunar rato Nee cxrrates redrice sacd (30 RE0L
1724555, £~ 0.09) bechen! /o TaHOBIIEHO, UTO HepopanLHaﬂ JI0CTaBKa YTpO)KGCTaHa sBisieTcst 3G HEKTUBHBIM

0.05), and implantation rate (46

o g e e e S c1toc000M OJIOKMpPOBaHUS MPEXAeBpeMEHHbIX ckaukoB JII' y HOpMaIbHBIX
OBYJIITOPHBIX KeHIUH, noaBepratomuxcs jJeuenuto IKO / UKCHU B coueranuu ¢

KpHUOKOHCEpBaIue SMOPHUOHOB.

{—0

[Tporokoi ¢ YTpoxkecranoM 1 hMG ObL1 BO3MOXKEH JIJIs YiIYUIIICHUS KauyeCTBa
N OOITUTOB, BO3MOXKHO, ITPEAOCTABIIAS HOBBIM BhIOOD 11 nanueHToB ¢ CITKS,
- npoxosmux edenne KO / UKCU B coueTanuu ¢ KpruOKOHCepBaliueil SMOPHOHOB

AOHAUUA OOLIMTOB B NPONrPAMME 3KO
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The Utrogestan and hMG protocol in patients
with polycystic ovarian syndrome undergoing
controlled ovarian hyperstimulation during
IVF/ICSI treatments

xiuxian Zhu, MD, Henaj & |Jcc/ieOBaHME MOKA3bIBAET, YTO NPOTOKON C
YTporxkectaHom nu hMG 6bin BO3MOXKeH ana
YAy4LllEeHMA KayecTBa OOUUTOB, BO3SMOXHO,
npeaocTaBnsasa HOBbIN BbIOOP A1 NAaUUEHTOB C
CMKA, npoxoaawmx neyeHmne KO / UKCU B
COYETAHUN C KPMOKOHCcepBaLUmMen ambpmnoHoB
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Use of Utrogestan during controlled ovarian
hyperstimulation in normally ovulating women undergoing
in vitro fertilization or intracytoplasmic sperm injection
treatments in combination with a “freeze all” strategy: a
randomized controlled dose-finding study of 100 mg versus
200 Mmg

Xiuxian Zhu, M.D.®P, Hongjuan Ye, M.D.2, Yonglun Fu, M.D., Ph.D. - [l =]

NccnepoBaHMe NoKasbliBaeT, YToO YTpoXKecTaH B Ao3e 100 mr
/ cyT moxKeT adPeKTUBHO BNOKMPOBaTb NPeXKaeBpPeMeHHbIe
cKadku JII, a TakKe obneryatb ryboKoe noaasneHme JIl no
cpaBHeHUto ¢ YTporkectaHom B Ao3e 200 mr / cyTy
HOPMa/IbHO OBYNUNPYIOLLMX KEHLUH, NPOXOAALLNX NeYyeHmne
9KO / UKCW.
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Use of progestins to inhibit spontaneocus Crosebark
ovulation during ovarian stimulation: the
beginning of a new era?

BIOGRAPHY

Antonio La Marca is Professor of Obstetrics and Gynaecology at the University of
Modena and Reggio Emilia, Modena, Italy. His activity covers the whole field of
reproductive medicine and surgery. HMe is the author of 160 articles in peer-reviewed
journals and a recipient of competitively assigned research funds.

Antonio La Marca'*, Martina Capuzzo!'

CTMMynsaumnsa SMYHMKOB C MOMOLLIbIO MPOrecTMHa MOXeT BbITb NEpPBbIM BbIGOPOM
ONS CTUMYTSUMA SSMMHUKOB B LIMKNAaX CoOXpaHeHust hepTuiibHOCTU, JOHOPCTBA
OOLMTOB 1 NpeanMMnaHTaLNOHHOIO reHeTUYECKOro TeCTUpoBaHnA. Tak
HasblBaeMble «HETPAAULIMOHHBIE» MPOTOKOMbI CTUMYNALMM ANYHUKOB
(NoTenHoBas U criyvanHas CTUMYNAUUs, ABOMHas CTUMYNALUUS SUMHUKOB),
KOTOpble Bcerga TpebyrT KPMOKOHCEpPBaLMM OOLIMTOB UM SMOPUOHOB, MOXET
Takke UCMonb30BaTb NPOreCTUHbI A9 NoAaBreHnst SHAgoreHHoro Boidpoca J1r.

MockonbKy cTpaTernst «3aMopo3nTb BCE» C OTITIOXXEHHOW nepenaden ABnseTcs
06s13aTenbHON, PeCNOHAEHTbI C BLICOKMM YPOBHEM pearmpoBaHusl, NepeHecLume

. pe OKO, moryT n3eneyb 6osblue Nonb3bl N3 3TOro noaxoaa. AKOHOMUYECKUE
IR NpenmMyLLEeCTBa eLle NPeacTouT NPoAEMOHCTPUPOBaATL, Kak U 6epeMeHHOCTb U
-H[-- Syt — ncxodbl y HOBOPOXAEHHbIX.

M. ¥
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Cxema C nporecTuHamm dﬁ?
o ~"

Organization of a conventional ovarian stimulation (COS) protocol with a GnRH antagonist,
versus a progestin primed ovarian stimulation (PPOS) protocol.

“6
%%%%%ﬁ%%%ﬁ

IQ\ Gonadotropins

f i f & . &' GnRH antagonist
I_H P I_ Embryo transfer @ Progestin
dHTI A-
‘ hCG or GnRH agonist
886

PPO 844 Menses

M
enstrual days A . Oocyte retrieval
%%&%%%%ﬁ%%

@@@@@@@@@@N .

Embryo
YTpOXecTaH vitrification " vitrification

FIGURE 1 Organization of a conventional ovarian stimulation (OS) protocol with gonadotrophin-releasing hormone (GnRH) antagonist versus a
progestin-primed ovarian stimulation (PPOS) protocol. HCG, human chorionic gonadotrophin.
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M K M M n p OTO KO“ C AUYMHHEKOSB C IIPOTreCTHHOM H ruokoro NpoToKroJIa
AHTATOHHUCTORB NOHAaJIOTPOIIHH"PHJIMSHHI TOPpMOHA
JAJIA BCITOMOTaTe/IBHBIX PCHIPOJAYVKTHBHBIX

nooreCtuHamMmu ey
i s MrvH Tiopreasan 7, bepk Auryy &, Ansnep Ipacha 2, Bronest Ypman

Bapue Ara 4

Kakaoro AoHOpa CTUMYAMPOBANM TMOKUM NPOTOKO/IOM aHTAaroHUcToB MHPI B 04HOM LMKAE M HOBbIM NPOTOKO/IOM FrMBKOTo
PPOS (fPPOS) B apyrom B TeueHue 6 mecAues.

1 rpynna nonyyana 225 ME ®CI Ha 2—3-¢ aeHb uukna, n 0,25 mr / 2 rpynna nony4ana Tak xe 225 ME ®Cl Ha 2—-3-11 AeHb UKKNa u
AeHb aHTaroHucta MNPl HauynHann Ha 7-1 AeHb CTUMYAALUK NN 10 mr / peHb MNA HauynHanNU Ha 7-1 AeHb CTUMYAALMUN UIN KOTAa
Korga seaywmi Gonankyn gocturan 14 mm Beaywmn donnnkyn goctmran 14 mm

He 6b110 pa3nnyumn B NpoaoaKUTENbHOCTU CTUMYAALNK N 06LLem noTpebneHmnn roHagotTponmHos. FPPOS gaBan 3HauMTenbHO
6onbluee KoNNYEeCTBO KOMMIEKCOB KYMY/THOCHbIX OOLMTOB, YeM LMKAbI aHTaroHncToB GnRH (33 [anana3oH 21-39] npoTtus 26
[18—-36], cooTBETCTBEHHO).

PeunnueHTbl cBEXMX 0oUUTOB M3 LMKA0oB fPPOS n aHTaroHnctos GNRH nmenu cxoxue nokasaTenu XmBoposxkaeHus /
npoaonxatowenca bepemeHHocTn (50% npoTtus 48,6%) ( Yildiz et al. , 2019 ).

AOHAUUA OOLIMTOB B NPONrPAMME 3KO



(a) PPOS GnRH Ant

Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl Weight

Design = RCT :

Begueria et al, 2019 86 1510 830 87 1460 7.00 —p— 050 [-1.79.279] 113%

Giles et al, 2020 161 2141 1170 156 2126 927 —— 015 [-217,247]) 11.1%

Overall Random effect model 247 243 —— 0.33 [-1.30; 1.96] 224

Design = Observational g

Martinez et al, 2019a 197 1420 740 197 1540 790 — -1.20 [-2.71,031] 23.0%

Martinez et al, 2019b 35 15917 809 35 1409 686 — 182 [-169,533] 51%

Yildiz 2019 49 3251 1371 54 2956 16.15 F 295 [-282,872] 20%

Castilio et al, 2020 583 1580 750 507 1520 760 == 0.60 [-0.30, 1.50] 475%

Overall Random affect model 864 793 +’ 0.25 [-1.15; 1.868] 776

Overall Random effect model 1111 1036 -> 0.23 [-0.68; 1.06] 100.0%

Prediction interval ; — {_,_35; ,_:f} Risk of Biasdueto:
Heterogenedty. I = 13%, p = 0.33 1.Selection of participants
Residual heterogenety I” = 31%, p = 022 -5 0 5

Favours GnRH Ant Favours PPOS 2.Classification of intervention

3.Missing outcome data
PPOS  GnRH Ant
(b)  stuay Events Total Events Total Odds Ratio OR  96%-Cl Weight 4.Measurement of the outcome

5. Selection of the reported result

Design = RCT

Beguena et al, 2019 47 153 71 155 —*—[ 052 [0.33,084] 18.1%

Giles et al, 2020 126 161 114 156 ——— 1.33 [0.79,2.22] 17.1% ju‘dgement

Overall Random sifect model 314 311 -—*——- 0.83 [0.33; 2.06] 352 . .
terog ; B Low risk of bias

H Some concerns

Design = Observational

Martinez et al, 2019a 102 154 88 146 R 1.29 [0.81;207] 18.1% High risk
Martinez et al, 2019b 17 29 13 25 - 131 [0.45;384) 82%

Yildiz 2019 35 86 66 105 ——— 0.41 [0.23;0.73] 156%

Castillo et al, 2020 326 583 284 507 e 1.00 [0.78; 1.27] 229%

Overall Random effect model 852 783 ‘* 0.89 [0.56; 1.43) 6458

Overall Random effect model 1166 1094 R 0.87 [0.60; 1.26] 100.0%

Prediction interval [0.27; 2.82]

Heterogeneity: I° = 72%, p <0.01 ' '

Residual heterogeneity. I° = 77%, p < 0.01 05 1 2

Favours GnRH Ant Favours PPOS

AOHAUUSA OOLIMTOB B NPONPAMME 3KO



OXFORD

Endocrine Profiles after Triggering of Final lo PMOHa/IbHbI W p@%ﬂ b JCEM:=

Oocyte Maturation with GnRH Agonist after nocne Tp% rre pa 3 rH P'F _—
Cotreatment with the GnRH Antagonist s e
Ganirelix during Ovarian Hyperstimulation AHTFH Plr I
for in Vitro Fertilization @ ‘
B. C. Fauser &, D. de Jong, F. Olivennes, H. Wramsby, C. Tay, LH & hC'G concentrations; n—47
J. itskovitz-Eldor, H. G. van Hooren z
LH (IU/L) Peaks 24 hours after
160 A diiTh s hCG (IU/L)
day2or3 day6of (3 follicles » fmabicelus ;
of menses recFSH > 17 mm) 200
120 LH triptorelin
l i ¢ — . LH leuprorelin 250
hCG 100 - —+—hCG
recFSH = : 200
L J —* triptorelin —— Oocyte retrieval
60
[: I Embryo transfer
sid g —> . 40
ganirelix leuprorelin— Progesterone 50

0
ET ET+1w ET+2w

Mnoxo otser ApeKBaTHbIN oTBET Fauser et.al, JCEM (2002) 87:709

JIr< 15 mMME/mn Nr> 15 mME/mn

Risk factors for a suboptimal
response to gonadotropin-releasing
YposeHb JIT 6,95+4.7 ClUERCVERS hormone agonist trigger during

nocne Tpurrepa in vitro fertilization cycles Fertility and Sterility® Vol. 104, No. 3,
Y (<~ e September 2015 0015-0282/5$36.00
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NpepnoeH noeanbHbik npoTokon OC ons
} DOHOPOB OOLMTOB.

& reproduction Suggested aproach for ovarian stimulation of oocyte donors

VOLUME 27, NUMBER 3
MAY/JLNE 2021

Healthy oocyte donor candidate

l Age 18-35 y
Ovarianresponse assessment BMI < 28 kg/m?

AFC2 12
AMH >1.5 ng/mi

¥

Ovarian Stimulation
uction update !
~» Conventional start If pill-programming, 5 days pill-free interval

.

Any type of gonadotropin, 150-225 IU

C'rwvrynmmn SIMMHHMKOB JUISI JOHOPCTBa 5 i
OOLMTOB: CHCTEMAaTHYECKHH 0630p 1 7
P P Jins S ,,,_-JJ GnRH antagonist
Spampacka Magmimec 8, Asvamica Parsa , Winacso Pogpeerec uPpress on p o oco \—“-~. PPOS
Wenpaaoc 11 Nanesod "o
o5 )€ PBNPOSYNUIA . GenabOok, INEKTPORMOR NONTE
tottps / ook, BT/ 39, 1053 Mumisd (dmabus a 8 Ultmsound mon'torin‘
OnySnmxosamo: 20 wapis 20211 WCTOPMR CTaTRM v At | G Itk
~+ GnRH agonist trigger I
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[lporpammel 4OHOPCTBA OOLUTOB

PeTpocneKTMBHbIN aHa1n3
310 nporpamm CTUMYAALNIA
AOHOPOB OOUUTOB Ha ba3e
MKLUP PERSONA B nepuoge
c01.2017 - 01.2021r.

J

310 nporpamm 6bIU
pasgeneHbl Ha 2 rpynnobl:

c 01.2017-01.2021r.

U1 rpynna 170 yenosek

CCO MUKPOHM3NPOBAHHbIM

NPOrecTepoHOM,

J

2 rpynna (KOHTponbHasnA)
140 yenosek CCO MHbIMMU
cxemamu.

AOHAUUSA OOLIMTOB B NPONPAMME 3KO



[lporpamMmmbl AOHOPCTBa OOLUTOB
c 01.2017-01.2021r.

1 rpynna

Bcero 170  Bo 25 ner
CpeaHunit Bo3pacr 35
29,05

2 rpynna

Bcero 140 Ao 25 ner
CpeaHunit Bo3pacr 30
28,1

26-30 31-35 36 u bonee

103 31 1

UHaekc macchbl Tena: 22,5 + 3,5

26-30 31-35 36 1 6onee
77 28 5

UHpekc macchl Tena: 22,07 + 2.9

AOHAUUA OOLIMTOB B NPONrPAMME 3KO




1 rpynna

Mporpamma Konuuectso
no cyety AOHOpPOB
1 79
2 45
3 26
4 11
5-7 9

1 rpynna (YrpokecTaH per os )

8%

7200 mr

M 100 mr

92%

2 rpynna
Mporpamma Konunyectso
no cyety AOHOpPOB
1 47
2 34
3 19
4 17
5-7 23

5%

2 rpynna (CtraHgapTHble cxembl)

1%

B AHTIHPT

B KopoTKkuit ¢
AroHmnctamum

E ONVHHbBIN €
AroHuctamm

AOHAUUSA OOLIMTOB B NPONPAMME 3KO



[lpenapatbl Ha CTUMYNALMULO

1 rpynna 2 rpynna

f[oHapaoOTPONUHDI
Pek.®Cl (ponnutponuHbl) 29 52
Yucroiidt YMT 11 23
(meHOTpONUHDI)
KombuHuposaHue ®Cr + Ir 130 65
(donnutponuHbl +MEHOTPONMUHDI)
Cp.KONMuecTBo AHel Ha 10 +3 10+2
CTUMYNALMIO
Tpurrepbl
AroHUCTbI 74 55
Xrd (NMperuun) 33 27
XT anbda (OBuTpens) 1 1
ABoiiHoii Tpurrep ( XY + AroHucrbi) 5 3
CpepHee Kon/Bo NonyyeHHbIX 25,3 23,6
oouuToB
CpeaHee Konnyectso M2 20,57 19,0
B - % 3penoctm 81,3% -~ 80,5%

OOHALUUA OOLIMTOB B MNPOI FAMIME SKO



Ka)paa rpynna
Obblna nogeneHa Ha 2 rpynnbi:

1 rpynna (C MUKPOHU3MPOBAHHLIM NPOrecTepPOHOM)

1A rpynna (50 AOHOPOB), 0OLUTbI KOTOPbIX 6biNK 16 rpynna (120 foHOPOB), 4aCTb NONYYEHHDBIX
NO/IHOCTbIO OTAAHbI HA ONZ1I0A0TBOpPEeHue B oounUTOB KOTOPDbIX 6bl1a UCNOIb30BaHa B CBEXEM
CBEXEeM LuKAe LMKANE, a 4aCTb 3aMOpPOXKeHa.

2 rpynna (CtaHaapTHble cXeMbil)

2A rpynna (80 goHopoOB), oouuTbI 26 rpynna (60 AOHOPOB), YacTb NONYYEHHbIX
KOTOPbIX 6bl21IM NONHOCTbIO OTAaHbl Ha OOLMTOB KOTOPbIX 6bl/1a NpoAaHa B CBeXXem
= onnoAo0TBOPEHUE B CBEXKEM LUKAe UMKNE, @ HacTb 3aMOpPO>KeHa.

AOOHALUUA OOLIMTOB B NPONrPAMME 3KO



CpaBHeHUe N0 meTodam
OMNA040TBOPEHUSA

MeToa onnopoTsopeHUs MeTtoa onnoaoTBOpeHUA
1 Arpynna 2A rpynna
(15%)

(47%)

(50%)

= NMKCWN  m 3KO/UNKCU “ MKCKU = 3KO/UKCKU = 3KO

#
PERSONA

AOHAUUSA OOLIMTOB B NPONPAMME 3KO



Cpep.kon\so

OOLMTOB Ha
onnoaoTBOpeHue

1A rpynna 21,7

2A rpynna 19,38

CpaBHeHUe No
aMbpuonorM4eckomy atany

2PN

17,6

15,9

AOHAUUA OOLIMTOB B NPONrPAMME 3KO

%
onno[0TBOP
eHuA

81,1%

82,04%

Cp.Kon\Bo
6nacrouuncr

9,3

7,6

%
6nacrtynaumn
n

52,8%

47,7%

TQB

6,4 (68,8%)

5,05
(66,4%)

i

PERSONA




Ucxopn nporpamm 1A u 2A rpynnbl

1A rpynna 2A rpynna

MNE B cBeXXem uuKne 13 32
BepemeHHOCTb (87,5%) (45,5%)
Hepa3Busalowancs 1 1
6epemeHHOCTb
C/BbIKMAbIW Ha paHHEM 0 1
CpoKe
OTMEHDbI NEPEHOCA 37 48
nrc 18 25
Cerm.uuKn 3 2
BnOK pa3sutuA 0 3
- 3amMoOpoO3Ka ooumtToB 0 2

AOOHALUUA OOLIMTOB B NPONrPAMME 3KO



[NIrC metooom aCGH

' 1A rpynna

N

M DynaongHbIX

B AH3YNAOUOHbIX

r

r

2A rpynna

M OyniouaHbIX

B AH3YNNOUAHbIX

.

AOHAUUSA OOLIMTOB B NPONPAMME 3KO

PERSONA



KpuollepeHochkl 1A 1 2A nporpammebl

KpunollE
bepemMeHHOCTb

KpuollE nocne MIC

bepemMeHHOCTb
C/BblKnapiLl

Hepassusarouwianaca
6epemeHHOCTb

AOHAUUA OOLIMTOB B NPONrPAMME 3KO

1A rpynna

10
5 (50%)

25

16 (64,7%)

2A rpynna
8
2 (33,3%)
31

20 (66,6%)

1



[Tporpammsl ¢ 4O 4na KANHUKK

(B cBE)XMEM LUKNE)

1b rpynna
Cp.K0/1/BO OOLMTOB B3ATbIX Ha 6,7
onnopoTBopeHue
OnnopoTtsopeHue 5,4 (80,6%)

Cp. Kon/Bo 6nacroumcr

2,7 (50%)

NE B cBeXXem UuKae (nporpamm) 55
bepemeHHOCTb 25 (45%)

OTMEHDbI NEPEHOCA 38

nrc 15

He CMHXPOHU3UPOBAHHbDbIN LUK, 20

npobaemsbl ¢ aHaAn3amm

Mo npuumnHe cynpyra 2

NOHALMS 0oLMTOB B nFARAOKRA3BUTHA

2b rpynna

7,4

5,4 (72,9%)
3,2 (59,3%)
31

12 (38,7%)
5

4



[Mporpammbl ¢ O ANA KAUHUKU
(3amopokeHHble OOLUTbI)

1b rpynna 2b rpynna
Cp.Kon/Bo 0OLUTOB B3ATbIX Ha 5,08 5,4
onnoAo0TBOpeHue
Kon/Bo MHTaKTHbIX OOLMUTOB nocne 4,6 (90,5%) 4,2 (77,7%)
pPa3MopO3Ku
OnnoaoTtsopeHue 3,6 (78,2%) 2,9 (53,7%)
Cp. Kon/Bo 6nacroumct 1,8 (50%) 1,5 (51,7%)
ME B cBEXXem LuKae (nporpamm) 70 37
BepemeHHOCTb 32 (45%) 6 (16%)
OTMEHbI NEPEHOCA 55 11
nrc 13 1
He CMHXPOHU3UPOBAHHbDIN LUK, 27 1
npobaembl ¢ aHaAn3amm
OTtcytcTBME ONNOAOTBOPEHMA 0 3 o}

AOHALMS 0oLnTOB B ne B/AOK RAZBUTUA 14 6 FEKOUNA



PesyabTaThl 84

v' KonmuecTBo nosly4eHHbIX CBEXKUX 3PesblX U MHTAKTHbIX
PA3MOPOXKEHHbIX 00OUMUTOB B 0b6enx rpynnax AOHOPOB
OOLMTOB He pa3/InyaeTcs

v [pouUeHT oNN0A0TBOPEHUA U NPOLEHT BracTynaumnm y
AOHOPOB NPUHMMABLLUNX CTUMYNALUIO C
MUKPOHU3NPOBAHHbIM NPOreCTeEPOHOM He UMeeT
CYWECTBEHHbIX PA3INYNN C pe3ybTaTaMK Nocae
CTAaHAAPTHbLIX CTUMYNALUN CYyNnepoBYNALNM

v MpoLUeHT aynaonaHbIXx SMO6pMoHOoB B 1 1 2 rpynne He umen
EELIZEIZE:

AOOHALUUA OOLIMTOB B NPONrPAMME 3KO



KnuHuyecku cnyyai

* [AoHop oouyutoB K ana naumeHtos: Bo3pacrt 27 netr, UMT: 23,35. B aHamHe3e 2 poaos. PaHee B
nporpamme y4yacrsoBsasa 2abl: 1 — 26 oouutos, 2 — 24 oouuTa (Co CNOB) — B APYrnX KINHUKAX.

* ba3osble ropmoHsbl: JIIF - 6,9, dCI - 5,3, NponaktuH — 530,1, Tectocrepon — 0,739, TTIr - 1,7, AMI - 3,5.

e Ana cmHxpoHusaumm uukna: KOKu 16 gHeu no KOHTpaLenTUBHOM cxeme.

MypezoH 100/MeHonyp 225 fopmonbl nocne TBIN :
22-942,6

TBN N —3,69
ﬁ? % ﬁ? ﬁ? [MporectepoH — 1,65
2-3 16

Mpw TpaHCBArMHasbHOM NYHKLUUKU He Bbl1I0 NONYyYEHO
HU O4HOro oouuTa.
NHbeKkuma XY 10 000 EA 8/m B 12:00
TBI1 Ne 2 yepes 24 4. ot peTtpurrepa - 0 ooymnToBs.
TBIT Ne 3 yepes 48 4.0T peTpurrepa— 2 ooumTa — He
. o Tpu2zep AucpepenuH 0,2 me n/k  3PEbIE.

3a 36 yacoe 0o TBI1

YmpoxcecmaHn 200
1 p/0eHb nepopanbHO

AOOHALUUA OOLIMTOB B NPONrPAMME 3KO



KnuHuyecku cnyyai

* [AoHop oouyutos C: Bospact 25 net, UMT: 19,5. B aHamHe3e 1 poabl. PaHee B nporpamme y4yacrsoBasna
3abi: 1 - 21 oouywmr, 2 - 16 oouutos,3 — 18 oountos B KAiMHUKe PERSONA.

* basosble ropmoHbli: /Il - 0,9, NponaktuH — 314, TecroctepoH—-0,9, TTI — 1,4, AMTI - 2,9.

e AnAa cMHXpoHu3aumu uukna: Hopkonyt no 1 16 2 pasa 8 aeHb 10 gHen

FroHadomponuHel 300 ME

2- 19

Ympoxcecman 200
1 p/deHb nepopanbHO

- o Tpueazep AugpepenuH 0,2 me n/k

3a 37 yacoe 0o TBI1
OJOHALUUA OOLIMTOB B NPOrPAMME 3KO

rOpMOHbI B A€Hb TpuUurrepa:

32 — 1500 Hr/mn
Nnr-0,4
NporectepoH — 7.9

Mpw TpaHCcBarMHaAbHOM NyHKUMK 13 20
donnmkynos 66110 NnonyvyeHo 10 ooumToB.
B xo4e 04YMCTKM BCe OOLUTbI OKA3aanCb He
3penble.



CpaBHeHMe HeoHaTa IbHbIX UCXOA0B NOC/Ie NPUMEHEHUS
nporecTtepoHa Bo Bpema CTUMYAALUN AUYHUKOB C NEPEHOCOM
3aMOPOXKEHHbIX-Pa3MOPOKEHHbIX SMOPUOHOB

BbibopKa 13 531 umkna 6epemeHHoOCTU B pe3yabrate 1008
npoueayp FET, c 1 aHBapa 2014 roga no 31 aekabpa 2014 roaa,

coctosAna us 441 tekywen 6epemeHHOCTU, 17 BHEMATOUYHbIX S C | E N T | F | C R E P{:}RT S
0

bepemeHHoOCTEN, 2 reTepoTpoPunyecknx bepemeHHocTen n 74

PAHHUX BbIKMAbILLEN, B pe3ynbTaTe Yero B 061en CA0KHOCTH : Comparison of neonatal outcomes
546 ®nBOPOXKAEHHBIX MNajeHLes (432 unkna following progesterone use during
KUBOPOXKAEHNN). ovarian stimulation with frozen-
Cpeau Hux 277 bepemeHHocTen, npomncxoaawmx ns 499 FET, R Dot o thawed embryo transfer

MPUBENN K POXKAEHUIO 293 HOBOPOKAEHHDIX }KUBOPOMKAEHHbIX "™ T usianzho, Hongiuan¥e & Yonglun o

Progesterone soft capsules (brand name: Utrogestan) were demaonstrated to be an effective oral
e s o o ol oy Ay N N o

nocne nedeHnA B rpynne npotokonaa Utrogestan; 254
6epemeHHOCTH, nponcxoaawme n3 509 FET npuseno K
POXKAEHMIO 253 }KMBOPOXKAEHHbIX AETEN NOCNE NEYEHUA C
KOPOTKOM rpynnomn npoToKkona.

. P 2017;
f e | 7:835. doi:

¢ § «

< L L

¢ %
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https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhu X[Author]&cauthor=true&cauthor_uid=28798414
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ye H[Author]&cauthor=true&cauthor_uid=28798414
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fu Y[Author]&cauthor=true&cauthor_uid=28798414
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5552824/
https://dx.doi.org/10.1038/s41598-017-08472-2

UBOPOXKAEHHbIX MNaeHLUeB, B
COOTBETCTBMM C onpeaeneHnem B

3HayeHus b6blsIM OYEeHb HU3KNMMN,
U Pa3/intinAg ObINN CTAaTUCTUYECKU

B obwen cnoxXHocTtn 4 cnyyas
(0,73%) KaKk umetowme
BPOXKAEHHbIe AepeKTbl y BCEX

MexKayHapoaHoM
Knaccupmkaumm bonesHen.

* ledeKkTbl HabAOAANUCL B 2 U3
293 (0,68%) B rpynne npoToOKO/10B

C YTpoxecTtaHom n 2 n3 253
(0,79%) B rpynne KOPOTKOro
NPOTOKONA; OAHAKO BCEe 3TU

3Ha4Yumbimm (P > 0,05).

AOHAUUA OOLIMTOB B NPONrPAMME 3KO

Peiyvabrarsl

Yuebuan rpynna

(Yrporecran n XMI)

Konrpoasuas rpynna

(KopoTKuil NpoTOKO.)

| KonnuecTro BPOAKACHHBIX
AedexToB

|

9

KoangecTBo nocTaBok

9

| CHHIIITOHE 1 0 l
Kparunie 12 7

' Bpoxnennsie gedexTsl, no noay

| MYKCKOI I I
AKCHCKHIT 1 l

|
}

Tun nopokor pa3isnTus

KpoBeHoCHas cucrema

}
[TnmesapurensHas cucTeMa

| Motopras cuctema

No21.102: pedexr

npeACEpAnil Neperopoaku

(1)
K40.903: kocBeHHas
| maxopas rpeixa (1)

No 21.001:
Ae(eKT KeryA0UKOBOI

| neperopoiku (1)

No069.901:
nonukaTwms (1)

Xiuxian Zhu, Hongjuan Ye, and Yonglun Fu, Sci Rep. 2017;

7:835. doi:

10.1038/s41598-017-08472-2




KoMy MOXHO NpeanoXuTb NPOTOKOM
CTUMYNALUU C YTPOXKECTaHOM

* JloHOpbI OOUUTOB

e [1na KPUOKOHCEpPBaALUMM BCEX IMOPUOHOB
- NPU reHeTUYECKUX nccneaoBaHUAX sMmb6prUoHOB
- npu puckax Cra (CNKA n npn mynbtMOONNNKYASAPHBLIX  AUNYHUKAX)
- NPU OTMeEHe nepeHoca SMOPUOHOB NO PA3NNYHbIM MPUYNHAM

° ,DII'IFI NnagyneHToB CO CMOHTAaHHbIMWN OBYNAUNAMU B NpPeEALLeCTBYHOLWNX
NMPOTOKO/1aX CTUMYNAUNN

e 119 NnauMeHTOB C NOATBEPXHAEHHbIMU NHOTEUHM3aLUMEN PONNNKYIOB B
npeaLecTBYOLWMUX NPOTOKONAX CTUMYAALUMK

e 1nA ynobcTBa NaumeHTa 1 Bpaya - penpoayKTo0ra

AOOHALUUA OOLIMTOB B NPONrPAMME 3KO



