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[1naueHTapHble HapyweHua —MKbB X

MnaueHTapHble HapyweHua (043)

NcKntoueHbl:

MeaMLMUHCKaa NOMOLLLb MaTepu Npun cnabom pocte nnoaa
BC/eACTBME NNaUeHTapHOW HeaocTaTovHocTh (036.5)

* npeanexkaHme nnaueHTtbl (044.-)

* NpeXKaeBpemMeHHan OTC/I0MKa naaueHTbl [abruptio placentae] (045.-)

* 043.1 AHOManuAa NnaueHTbl deTonnaueHTapHbIW
KOMMMeKc
* 043.2 MNpupaweHne nnaueHTbl o2 . )
rn;o;(;sa
- 043.8 [ipyrue nnaueHTapHble posmewen MR |5
HapyweHua - (ﬂ)
* BAUCHYHKLNA it 4-» |

* MHOAPKT

* 043.9 MNnaueHTapHOe HapyLweHne HeyTOYHeHHoe
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http://mkb-10.com/index.php?pid=14232
http://mkb-10.com/index.php?pid=14259
http://mkb-10.com/index.php?pid=14262

[InarHOCTUKa NnaueHTapHbIX HapyLLIEHWU

*OcmoTp (Hapy*Hble AaHHbIEe)
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Mudbl ANArHOCTUKM

* buodpusmnyeckm npodpunb nnoaa ????
* MOHUKa???

* Ype3KoKHOoe onpegeneHune TkaHesoro PO nnoaa

Kapauorokorpacdpusa nnoaa

TeH3OMeTpUYeCKUn AaTymK ToHyc maTku
MaTO4YHbIX COKpPalWeHu#n - Sl TeHKa MaTKu
\

c
/‘K Cepaue nnopa

Ynerpa3BykoBOW AaTYMK
cepauedbueHmin nnopa

Kapauorokorpad

DIINCC102990C N1 11 O9N10



Peannun Haluero aHA

* HET 2PPEKTUBHOIO JIEHEHUA - -

=
Maternal-Fetal MATERNAL-FETAL
Evidence Based EV&DENCE BASED
Guidelines Ul G —"
bincby OBSTETRIC
Vineaio Gyt v EVIDENCE BASED
Evidenc?eb;::le;gg GUIDELINES RECURRENT
Guidelines RLRDE EDLLLON PREGNANCY LOSS
Editad by
Vincenzo Berghella
VINC(N'I..
G - s
2015 . : VINCENZO BERGHELLA
) o 2015 L =0
"make it easy to do it right ’
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Peannn Hawero gHA

MpurKa3s MunHucTepcTea 34paBooxpaHeHusa PP ot 1 HoAabpa 2012 r. N 572H
"06 yTBEepXKAeHUU NopAaKa OKa3aHMA MEeANLMHCKOM NOMOLLM NO Npoduio
"aKyLLIepCTBO N rTMHEKONOrUsA (32 MCKIIOYEHMEM UCNONb30BaHUA

BCMNOMOraTeIbHbIX PENPOAYKTUBHbIX TEXHONOMMIA)"

Cunzpom
3a7epKKH pOCcTa
IUI0a U
TUTalleHTapHbIe
HapyLCHUs

036.5
Henocrarounsrit
pOCT Ioa,
TpeOyroImuii
MIPEIOCTaBICHUS
MEIULIMHCKO
MOMOIIU MaTepH
043.1
Anomanus
[JIALEHTHI
043.8 Ipyrue
IUTalleHTapHbIe
HapYIICHUS
043.9
[InanenrapHoe
HapyIlIeHUE
HEYTOYHEHHOE
P02 IMopaxenus
1013 U
HOBOPOXKJICH-
HOTO,
00yCIIOBIICHHBIC
OCJIOKHEHUSIMHU
CO CTOPOHBI
[JIAICHTEI,
MyNIOBUHBI U
IJIOAHBIX
0007104eK

P05

3aMe IJICHHBIH

OO0cnenoBanue B
COOTBETCTBHH C
pyOpukoit Al, A2,
A3.
OO0cnenoBaHue B
COOTBETCTBUH C
pyOpukoii B (1o
MOKa3aHUsIM).
V3U xoHTpOIH
JTMHAMUKH
pa3BHUTHS [UIOJA U
€ro XH3He-
CIOCOOHOCTH.

B III tpumectpe
V34U +
JIOTITIICPOMETPHS,
KTT moma ¢ 33
HeJelb B
JTUHAMUKE.
Koncymnprarms
Bpaya-TeHeTHKa 110
MOKa3aHUSIM
(uccnemoBanue
KapuoTHIa

CYIIPYTOB).

1.

I'moxokopTukocTe-
pOuIBI
cJ1a00aKTUBHbIC
(T'pynma I) mpu
TUIIEPaHIPOTeHHH.
I'moxokoprukocre-
pouzbl aKTUBHBIE
(I'pynma III).
bera2-agpeno-
CTUMYJIATOPBI
CCJICKTUBHBIC.

1.

Jos
MIPOBEICHUS
HWHBa3UBHOU
MIpEeHATAILHON
JTUarHOCTUKH.
VYxynuienue
COCTOSTHHSA
OepeMeHHOI /
wiona
(mapymenwue
MaTOYHO-
UIAL[EHTApHOTO
KpoBoToKa I0,
I, 11).
IIpucoenune-
HHE
MIPEIKIIAMIICHH.
[lepenammuaa-
HUE
OCpEeMEHHOCTH.
Ponopaspere-
HUE.
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1. Cm. pyOpHKY
«bazoBbIit CIIEKTp
o0cretoBaHus
OepeMeHHBIX
JKEHIITH (B
CTaIMOHAPHBIX
YCIOBHUSX).

2. Cm. 00beM
o0cnenoBaHus Ha
aMOyITaToOpHOM
JTare.

3. JIOTONHHUTENBHO:

1) nonmepomerpus B
nrHaMuke 1 pa3 B
Hepeno (1Mo
MOKa3aHWsAM - Yallle);

2) mpeHaranbHas
JMarHOCTHKA (110
HA3HAYEHUIO BpaJa-
TeHETHKA);

3) amHuOUEHTES;

4) xoppoueHres;

5) koucynbranus
Bpaua-reHeTrKa (1Mo

MOKa3aHHsIM )
HNmmyHonmornueckue
MPUYHHBI
HEBBIHAIMBAHUS U UHbIC
AITIONMMYHHBIE
MPOLIECCHIL:

1. Hccnenosanue
ypoBHs OeTa-
TpOMOOTIIO0yTHHA

2. Hccnenosanue
AHTHUTEN K
THPOTIO0YIHHY.

1.

MennkaMeHTO3HbBIE
METO/IbI JISYCHUS,
HarpaBJICHHbIC Ha
COXpaHCHHS
OepeMeHHOCTH,
JIeYeHHe CUHIIPOMa
3aJIep>KKU pOCTa
mwiona,
IUTaleHTapHBIX
HapyLICHUH.
I'mroKoKOpTHKO-
CTEPOU/Ibl AKTHBHBIE
(I'pymnma III).
Bera2-anpeno-
CTUMYJISTOPBI
CEJICKTHUBHBIE.
IIpoBenenue
HWHBAa3UBHOU
TIpeHaTalbHOMN
JHAarHOCTUKU
(6bnomcus xoproHa,
IUTAleHTHI,
aMHUOLICHTE3,
KOPJIOIIEHTE3).

1. Iocpounoe
pomopa3speriie-
HHE!
yXyIIIeHne
COCTOSIHUS
OepeMeHHOit /
wIozaa
(HapyleHue
MaTO4HO-
IUIALCHTApHOTO
kpoBoToka II,
1.

2. Pogopasperue-
HHUE B CPOK.

IIpu

OTPHULIATEIEHOM

JHACTOITMYECKOM

thero-

IUIAIIEHTAPHOM

KpPOBOTOKE U

UHJIEKCE COCTOSHHUS

10712 paBHOM 2,5

unu bornee

KeCcapeBO CEUeHUE

IO MUY PATEHOM

aHecTe3HeH B

HHTEpecax IUIoja.

IIpu TazoBoM
MIpeUIC)KAHUN |
Bece Menee 2500 u
6oitee 3600
KecapeBO CEYCHHE




Peannn Hallero aHA

JlocToBepHbIX MeToA0B Yyay4lleHUs
MaATOYHO-N/IALLEHTAPHOU LNPKYAALUMN
HET, Kpome noBOpoOTa Tena Ha /1IeBbln

60K U3 NONOXKEHUA HA CMINHE

B.E. Pag3nHcKkunm

JleuebHO — OXpaAHUTENbHbIN pPeXXnum
PaunoHanunsauma nurtaHma (6enkosasn guera,
perynauna gearenbHoctn XKKT)
Tepanua ocnoXXHeHUU 6epemeHHOCTU U
3KCTPareHUTasbHbiX 3a6onesaHunii, npmuseaLnxX
K NN1aLEeHTapHOU HeA0CTaTOYHOCTH
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TaKTUKa
Mudbl u nereHabi?



WCRPL 201 8 o 27-29 of June 2018

The 3 World Congress on MADRID i‘. v
Recurrent Pregnancy Loss _— .
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From: ESHRE guideline: recurrent pregnancy loss

Hum Reprod Open. 2018;2018(2). doi:10.1093/hropen/hoy004

Hum Reprod Open | © The Author(s) 2018. Published by Oxford University Press on behalf of the European Society of Human Reproduction and Embryology.This is an
Open Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License (http://creativecommons.org/licenses/by-nc/4.0/), which
permits non-commercial re-use, distribution, and reproduction in any medium, provided the original work is properly cited. For commercial re-use, please contact
journals.permissions@oup.com
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MMnnaHTauun

naTorpododaact

cHnuuTHOTpodhodARCT

IMOPHOHATLHBIH
AHCK

POCTOBBLIE PaAKTOPBI ) AMHHOTHYECKAS
H NHTOKHHBI S . -' g 5 RO

B AeHIYATH3H-
Tpododaact (£ K POBaHHAH CTPOMa
ACTUMAYAIH3ATIHS OHH B!
: KJAETOK cTpoMb{
+ 4 I ouromerpus

N meaesnt

mn{w‘ ¢ .

H
/
!

/“l’"m-' (xopmommseckmii
Gl et

TONATOTPONINH, NPOTeCTEpOl) ]
-
aprepui

C ‘ ; ' L 2 % ! : : SEAe o] 3' * J

JISIIHA HHBA3HN nHTOTpodobaacTa

(¥

MNepesopg c aHrn. Menkoseposa O.A,, 2016
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MIMnaHTaUusa M paHHUE CPOKM
HE MU, N HE nereHaa.....

* In fact, embryo implantation represents a
critical step of the reproductive process

consisting of a unique biological phenomenon
[Cakmak H, Taylor HS. Implantation failure: molecular
mechanisms and clinical treatment, 2015].

» Successful implantation requires a receptive
endometrium, a functional embryo at the
blastocyst stage and a synchronized dialog

between maternal and embryonic tissues
[Simon C, Martin JC, Pellicer A. Paracrine regulators of
implantation, 2000].

YcnewHaa mmnaaHTauma Tpebyert peuentMBHOro
3HAOMETPUA, HOPMaNbHOTO U GYHKLUOHANbHbIK 3IMOPUNOH Ha

cTaanun pa3BuTnUA 61acTOLUCTbI U CUHXPOHHDbIU AManor
MeXKay MaTePUHCKMMN N SMOPUOHANbHBIMM TKAaHAMM.

RUDFS18339501.11.2018 12



OCHOB8HbIMU NnamozeHemu4yeckumu MmexaHuamamu
ambpuoxopuarsibHoU HedocmamoYyHoCMuU S8/1SF0MCS.

| TpumecTp

ATPMMEcTD | / AKkTuBauma
CTPYKTYpHAS # NenKkounToB/TPOMOOLINTOB
HEeCOCTOATENBbHOCTb /
SHIOMETPHS, . AKTUBaLIMA KOMNIEMEHTA
e . i HpESMCPHEN # >AKTUBaLIMA Koarynauuu
Aeungyanusaumm BOCnanuTenbHbin~ - /reMO R S -
He4oCTaTOYHOCTb OTBET Ha S 1 fueva
UMTATPOpODRACcTHHECK  GEPeMBHHOCTD OKF()){/I,QaTMBHbM cTpecc
333;:2323@ LNEG, L.l BTOpUYHbIE U3MEHEHUS
HapyLLeHNe BOPCUH NnaueHThbl
reMmoganHaMmun4yeckmnx KomneHcaTopHbie
CBA3eN, anucperynaum H A

ANOMNTO3

aHIMMoreH sy -
HapyLieHus Nnoa
nnaveyTaumm é %EM

RUDFS18339501.11.2018
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MporectepoH (Progesteroum)

« EcTecTBeHHbIN CTEepONAHbIN FOPMOH
XXeNnToro tena, naaueHTbl U KOpbl
HaAMNoO4Ye4YHNKOB

O

NcTopnuyeckasa cnpaBkKa:
1929 rog - G.W. Corner n W.M. Allen

Bb'ﬂen MnM M3 )KenTorO Teﬂa HML‘IHMKOB nmu‘liL Pfogesterone Ovulation:

MAIEKOMUTAIOLWNX CTEPOUA, HA3BaHHbIN |  |= |
NporecTepoHoOM T
1934 roa - BnepsBble 6bina o
CMHTE3MpOBaHa MOJIEKY1a NPOrecTepol = it
u_zseéim:‘g:‘"?m:"éms OETER) 311 13?,?.1‘,;%_\;23‘;:35 :

B Hopme ypoBeHb NporecTepoHa 8 NAasme KpoBu Mmeer
6onbLIO AManNa3oH 3HaYEeHUH:
3a 90 MUHYT ypOBeHb ropmoHa moxeT konebarbea 8 8
pas;
3HayuTenbHan BapuabensHoOCTb OT AHA
MEHCTPYaNbHOIO UMKNA, OT UMKNE K UUKAY;

Haggstrom, Mikael. Reference ranges for estradiol, progesterone, luteinizing hormone and follicle-
stimulating hormone during the menstrual cycle. 2014. Wikiversity Journal of Medicine 1 (1).

* PRO - ansa, B nonb3dy n GESTATIO - HoweHue, bepeMeHHOCTb (NnaT.) 1
RUDFS18339501.11.2018



UmmyHomoaynupyrowmnm apPeKT nporectepoHa

N

Progesterone

Lymphocyte

72 N

4 Thi-tunal N\ 7 R
-TUNa
Th2 - Tunat?
NMpoBocnanutenbHble
NpoTuBoBOCNanutTenbHblE
LUTOKUHDI LMTOKMHDI
IL-2, TNF-a, TNF-[3, IFN-
P Y IL-4, IL-5, IL-6, IL-10, IL-13%2
\_ KneTtouyHbi uMMYyHUTET -/

\_ [YMOpanbHbIN UMMYHUTET )

1. BD Biosciences. 2016 http://www.bdbiosciences.com/research/tcell/about/helper.jsp. loctyn 21 June 2016;
2. Raghupathy R, et al. Modulation of cytokine production by dydrogesterone in lymphocytes from women with recurrent
miscarriage.BJOG 2005;112(8):1096-1101. 15
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[1py HeBbIHAWMBAHUN U NPeXKAeBpPeMeHHbIX poaax
KOHUeHTpaumAa PIBF 3HauynTenbHO HMXKe, Yem Npu

HOpManbHON BepeMeHHOCTH

KoHueHTpauus PIBF B Mo4ye npyn HoOpMasribHOM TedeHUn 6epeMeHHOCTU U
HeBbIHALLMBaAHUN/NPEXOEBPEMEHHbBIX poaax

*
E 160 _ HopmanbHas 6epemeHHOCTH
L:‘:/ 140 HeBbiHalwmBaHme/npexaeBpeMeHHbIe poabl
% Miscarriage/preterm labor
5 120 - *
m g ?
w * 7 | N CpenHee 3HaveHue + SEM
m 100 - 2 : y
T ' p<0,05 HopM. BEPEMEHHOCTb
= 80 4 \ § NPOTUB HeBblHaLWIMBaHUA/
(%r —_ 7 : N » npexaeBpeMeHHbIX POAOB
o 60 - I »
I .
5 \
2 40 - L I
o LN
90 - T
0 T T T
- g oAbl

0 /%/ 1 T 1 1 1 .p a

7-19 20 - 2 Hepenu 6epeMeHHOCTM r

Weeks of gestation

PIBF: nporectepoH-nHAyLUMpOBaHHbIN Gnokmpyrowmin doaktop; SEM: ctangapTHas owmbka cpegHero
M3 paboTbl: Polgar B et al. Biol Reprod. 2004; 71:1699-1705.
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Kaxcouiii cnyyali Hepaszeuearouwjelica bepemeHHocmu cnedyem cHumameo
q FI G @ accoyuupoB8aHHbIM C XPOHUYECKUM 3HOOMempumom (KaK Ha yposHe

Vo e, MPUYUHEI, MaK u Heu36esxHo20 cnedcmeus). Matepuansl FIGO
ancouvel World Congress 2006

* [loBpeXKAeHne peuenTopHOoro annapaTta sHAoOMeTpus
BC/1€ACTBME ANNTENBHOWN NEePCUCTEHLMU MHDEKLMOHHOTO
areHTa

* AKTMBAUMA NOKanbHbIX pakTopos pocTta (EGF, TGFa,, VEGF)

* JlokanbHaA runepacTporeHuns

* CHUXKeHue yncna peuenTopoB K NPOrecTepony

* HeNo/NHOUEHHOCTb CEKPETOPHOM TPpaHChOpMaL UK
3HAOMETPUA

* CHU)KeHne CUHTe3a B 3HAOMETPUU MMMYHOCYNPECCOPHbIX
6enkos (AMI®, MAMI)

* AHOMa/IbHAA MHBA3UA N nospexxaeHne Tpodobnacrta Ha
PAaHHUX CPOKax bepemeHHOCT!.

bawmakoea H.B.,Menko3seposa O.A.,[lozopenko 4.B. 2015

RUDFS18339501.11.2018



XpOHUUYECKUN SHAOMETPUT

NHPEKLMOHHbIN AYyTOMMMYHHbIN
dakTop XapaKTep

—~ = -~ -

1. potmBosocnanutenbHasa Tepanua HMNBC
2.  BoccrtaHoBAeHMe peLenTUBHOCTU U UMMYHHOTO
oTBeTa 3HAOMETPUA:

3I'IVIMVIHaLI,MF| natoreHa
BocctaHoBneHUWe Mop(bonormqeu(oro noTeHyunana

SHAOMETPUA:
- NPOrecTUHbl - ICTPOTEHS!
- NPOTUBOBOCNAaNNTENNIbHAA TEpPannAa - MPOrecTuHb
- meTabonunyeckas TepanunAa
«MexaAucCuHIVIMHApHAsA
accouManusa CnenHaIHCTOB
HepassuBatowanca 6epemeHHocTb. MeToanyeckne pekomeHgaumm MAPC (Mex- PENpOAYKTHBHOMN MEeMIIHHbI»
ANCUMNANHAPHOW accoumalmm cneumanmcToB penpoayKTMBHon meamumibl) / [aBT.-cocT. B.E.
Pag3uHckuii u gp.]. — M.: Peaakuwms *kypHana StatusPraesens, 2015. — 48 c.
18
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BoccTtaHoBNEHME HOPpMaNbHOM
CTPYKTYpbl 3HAOMETPUA

* AHTUDOaKTEepManbHasa Tepanma c y4eTom

4YyBCTBUTENbHOCTU BblAENEHHOU MUKPODIOPbI K aHTUOMOTUKAM
* BocctaHoBNneHUe MUKPOGIopbI

B/1arannua nocjae ne4yeHums
* KOHTpPONb COCTOAHUA SHAOMETPUA NO

AaHHbIM Y3 B nepBou 1 BTopou ¢dase

MEHCTPYa/IbHOro UMKANa, AonnaepomeTpua, nannenb-bumnoncus

MAPC

“MC){\’AHCHH IVIMHaApHas
acconHanUs CrnenHaIHCTOB
PenpOAYKTHBHOM MEAMIIHHbI»

19
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BoccTaHOB/1eHUE HopMabHOM
CTPYKTYPbl 3HAOMETPUA

* [opMOHanbHaA TepanumA

3CTPOreHbl WU nporectepoH (anaporectepoH no 10 mr 2 pasa c 14

no 25 geHb unKna)
* BUTammnHoTtepanusa

* YNbTpa3BYKOBas KaBUTALMA NONOCTU MATKU

S / A\ N =
e | O i —
AK100-25 . g ;4. O B E
B -

T —-
(@) «®Dotek AK100-25»

d RUDFS18339501.11.2018

MAPC

«MexaAUCIHIVIMHAPHAA

accouManMs CnelHaJIuCcToB
PENPOAYKTHBHOH MEAMIHMHbBI»

20



[Moyemy anaporectepoH?

KOMy AMAPOTECTEPOH ? [lovMnnaHTaLMOHHbIV Nepuog,

naLI,MEHTKM C ayTOMMMYHHbIMU 3abonesaHnaMu: AUT,
PA, bpoHXxnanbHasa actma, aTonuamMn un ap.

NMauneHTKU rpynnbl PUCKA (HesbliHalwMBaHMe, NepUHaTaibHble

notepu, 3 B aHamHe3e, HeadpPeKTMBHbIe NonbITKM BPT u ap.)

MaumeHTKn c rmtHeKonormyecKkumm 3abosesaHMAMM
(HMU, sHaomeTpmnos, afeHoOMMNO3, MMOMA MATKKU, NAaTONOrMEN SHAOMETPUA
nap.)

RUDFS18339501.11.2018 21



Nccneposanue : «MpuBbldHaAA NOTepA bepemMeHHOCTU U
HECOOTBETCTBYHOLWMN NNIOKANbHBIN UMMYHHbIN OTBET K
rOpMOHam»

ORIGINAL ARTICLE

American Journal of

- R ductive | l
Recurrent Pregnancy Loss and Inappropriate L FRIOCREHVE INDUTIhOgY

Response to Sex Hormones
Alek M. Itsekson', Daniel S. Seidman', Matityahu Zolti', Anneta Lazarov?, Howard J.A. Carp’

'Department of Obstetrics & Gynecology, Sheba Medical Center, Tel Hashomer, Israel
“Dermatology Clinic Meir Hospital, Sapir Medical Center, Kfar Saba, Israel

68,9% naumeHTOoK C
NPUBbIYHLIM
HEeBbIHALWMBAHUEM UMENU

B KOHTpOAbLHOWM rpynne
CNy4YaeB ceHcnbunmsauymm

BbIAB/IEHO He OblN10

ceHcMbunnmsauuto K
nporecTtepoHy

AHTUTENA K NPOrecTepoHy UrpatoT HeraTMBHYIO Porib B NaToreHese
HeBbIHALLMBaHNA 6epeMeHHOCTY

1. Itsekson AM. Et al. Recurrent Pregnancy Loss and Inappropriate Local Inmune Response to Sex Hormones. American Journal of Reproductive Immunology. 2007;57:160-165

22
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UccneposaHue: «Oral dydrogesterone treatment during early
pregnancy to prevent recurrent pregnancy loss and its role in
modulation of cytokine production: a double-blind, randomlzed

parallel, placebo-controlled trial», 2014  pubAhfMed

OBIJECTIVE: To study the impact of administration of dydrogesterone in early pregnancy
on pregnancy outcome and its correlation with Thl and Th2 cytokine levels.

RESULT(S): Occurrence of another abortion after 3 consecutive abortions was significantly
higher (29 of 173; 16.76%) in women with RPL compared with healthy pregnant controls (6

of 174; 3.45%). Risk of occurrence of miscarriage after 3 abortions was 2.4 times higher in
the placebo group vs. the treatment group (risk ratio=2.4, 95% Cl=1.3-5.9). Mean
gestational age at delivery (excluding those aborted before 20 weeks of gestation)
increased significantly in the dydrogesterone group (38.01+1.96 weeks) compared with the
placebo group (37.23+2.41 weeks). Baby weight was significantly lower in the placebo
group (2421.4+321.6 g) compared with the healthy pregnant controls (2545.3+554.3 g).

PUCK BO3HWMKHOBEHMA BblKMAbIWwa nocae 3 abopTtoB 6bin B 2,4 pasa HMXKe B rpynne
anaporectepoHa (oTHoleHue pucka = 2,4, 95% AN = 1,3-5,9). Cpok rectaumm npm poaax
3HauYUTENbHO YBENMYMICA B rpynne anaporectepoHa (38,01 + 1,96 Heaenb) No cpaBHEHUIO
c rpynnou nnauebo (37,23 £ 2,41 Hepenn).
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UccnepoBaHue: «Effects of dydrogesterone and of its stable
metabolite, 20-alpha-dihydrodydrogesterone, on nitric oxide

synthesis in human endothelial cells» 2006 Pubmed
Simoncini T1, Caruso A, Giretti MS, Scorticati C, Fu XD, Garibaldi S, Baldacci

BeegeHune DYD otaenbHO nan B COMETAaHUU C 3CTPOreHOM B
3HAO0TEeNNnaNIbHble KNeTKU NPUBOAUT K YCUIEHUIO CUHTE3a
NO, a TaKXe aKTUBHOCTU U aKcnpeccun eNOS. lNMapannenbHo
cTabunbHbIM MeTabonunt DHD aenctsyeT aHa0rM4YHO
npupoaHomy P, ycunmusana skcnpeccuto eNOS n nHayumnpys
ObICTPYIO aKTUBALUIO pepmeHTa NOCPeaCcTBOM Perynaumm
KacKaaa 6enKoB-KMHa3, akTuBUPOBaHHOIro mmtoreHom ERK
1/2. 20-anbda-gurnapoanaporectepoH u P TakxKe
noteHunpyroT nHaykumo eNOS no E2.
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AupaporectepoH noBbillaeT CMHTE3 oKcnaa asoTa (NO)

OKCVI,EI, a30Ta ,D,eﬁCTByeT KaK MOIJ.I,HbIﬁ BasoAnNatatop N Urpaet BaxXHyrwo

poOJ1b B YBEIMHEHNUN MATOHYHOTO KPOBOTOKa BO BpeMA JIIOTEeMHOBOM (I)a3bl n

Ha PaHHUX CPOKax bepemeHHOCTH
PubXk

OcHOBHOM meTabonut guaporecTepoHa
(20-alpha-dihydrodydrogesterone)
NOBbLILLAET CUHTE3 OKCMAA a30Ta B KNEeTKax
3HAOTeNnus in vitro?

v' Paccnabnsiowee geiicteue Ha mmomeTtpmiid

v YaydwieHne MaToOuyHO- NNaLEHTapHOro KpoBOTOKa3

1. Simoncini T, Caruso A, Giretti MS, et al. Effects of dydrogesterone and of its stable metabolite, 20-alpha-
dihydrodydrogesterone, on nitric oxide synthesis in human endothelial cells. Fertil Steril 2006;86(Suppl 4):1235-1242

2. Abdel-Razik M, El-Berry S, Mostafa A. The Effects of Nitric Oxide Donors on Uterine Artery and Sub-endometrial Blood
Flow in Patients with Unexplained Recurrent Abortion. J Reprod Infertil 2014;15(3):142—146.

3. Carp HJ. Progestogens in the prevention of miscarriage. Horm Mol Biol Clin Investig. 2016 Aug 1;27(2):55-62.
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Assessment of sub-endometrial blood flow parameters
following dydrogesterone and micronized vaginal progesterone
administration in women with idiopathic recurrent miscarriage:

a pilot study, 2014
Ghosh St, Chattopadhyay R, Goswami PUDed

[lpumeHeHne nporectepoHa, N0-BUANMOMY, CHUXKAET
cocyamncToe conpoTtmBneHune y XeHwmH c IRSM.

OpanbHbln agnaporectepoH, 3PPeKTUBEH B yIYyHLLEHUN
KPOBOTOKA 3HAOMETPUA MO CPABHEHUIO C
MWUKPOHU3NUPOBAHHbIM MPOrecTepPOHOM.

CONCLUSION:
Progesterone supplementation appears to lower vascular resistance in women with IRSM.

Oral dydrogesterone appears to be equally effective in improving endometrial blood flow
as compared with micronized progesterone.
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Peanuu, HO He mud...
UccnepoBaHue MatToyHO-NNALEHTAPHOro KPOBOTOKA Ha
doHe Tepanuun auaporecTepoHoOm Pubhmed

Ghosh c coaem. 2014

. MpocneKkTMBHOE PaHAOMMU3NPOBAHHOE NPOCTOE C/IENOe CPABHUTE/IbHOE UCCeA0BaHME C YH4ACTUEM KEHLWMH MPUBbLIYHbIM
HeBbIHAWMBaHNEM GepeMeHHOCTM B aHaMHe3e
. 4-HepenbHOe NeYeHne HauYMHANOCh Nocsie NoATBEPKAEHMA BepemMeHHOCTU Ha 7—8 Hed,. U NpoAo/Kanoch Ao 12 Hea. 6epemMeHHOCTH

MaTo4YHO-NNALEHTAPHbIA KPOBOTOK

UcxopHo (7 Hea. BepemeHHOCTH)
OCHOBHOI -

OcCHOBHOM -

Yepes 4 Hea. neyenna OCHOBHOM
p<0,01

OCHOOBHOVI
>
=
OCH@Hoﬁ
n

il

- -

S ~
OCH(%HOVI
m
©

|_ ~
OCH@HOM
(D)

©
J

OcHoBHOM

OcHoBHoOI1
BarvHanbHbI MUKPOHU3UPOBAHHbIN
nporecTepoH

OnaporectepoH BHYTPb
(10 mr 2 p/cyT.; N=50)

YacToTa BblKMAbILEeN

1 |

‘ LTOC'€0'E0 0C¢SOLTSAANY

BarMHanbHbI MMKPOHU3NPOBAHHbIM
nporecTepoH
(100 mr 3 p/cyT.; N=51)

[AnaporectepoH BHYTPb
(10 mr 2 p/cyT.; N=50)

(100-pr2-Levr—N
{TOO-MFSP7 €y 1N

Ha choHe Tepanuu guaporectepoHOM oTMevaeTcs ynydlleHue Bcex nokasartenie MaToOYHO-NNaueHTapHOro KpOBOTOKa
no AaHHbIM Y3U, ogHaKo NMKOBasA CUCTONIMYECKasA CKOPOCTb KPOBOTOKa AOCTOBEPHO 3HAa4YMMO NoBbiWanacb nocne
NpUMeHeHNs AuaporecTepoHa.

Ghosh S et al. Assessment of sub-endometrial blood flow parameters following dydrogesterone and micronized vaginal progesterone administration in women with idiopathic
recurrent miscarriage: a pilot study. J Obstet Gynaecol Res 2014; 40(7):1871-1876
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MaTouHO-NNaUeHTapHEIM  KPOBOTOK

CTpoeHMe MAALSHTH

(B8 pazpese) Pk oot
: ."""_,Wlmx-an,wmm-:

TToxkazarenb

Bepemeltibie

rmein | BAQTOMHBTIA

OO E

& __,-'::'?ZI_ pLkela) 32 KWBOTOK (MK)

600-1000 mn/mun™
(10-20% CB)

Al PacnpegenerHue
Dche : r : MK

80% - nutoueHTa,
20% - mmomeTpunA

e KposoTok y
frate nnoM

75-300 mn/wr/muH

* - He GepemenHuze - 50 mun/muH

KokpaHoBCcKkuii 0630p 20161 coobuwmn, 4To NporecTtareHsbl

3P PEKTUBHDBI AN NEYEHUA YIPOXKAEMOro BblkMablwa 6e3 KaKkux-
nnbo BpeaHbIX BO3AENCTBMW HAa MaTb uau nnog,. Progestogens in
the prevention of miscarriage, 2016 Howard Carp

RUDFS18339501.11.2018
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Different Effects of Oral Contraceptive and Dydrogesterone Treatment on Oxidative

n Chen J.-T., Kotani K.

Stress Levels in Premenopausal Women, 2018
Publed

AKTMBHblE MeTabonnTbl KUCNopoAa B Nnasme KPpOoBU
— d-ROMs (eguHuubl Carr)

OcHoBHOM

OcHoBHOM

OcHoBHOM

OcHoBHOM

OcHoBHOM

OcHoBHOM

OcHoBHOM

[NloKa3aTenn OKCUAATUBHOIO cTpecCa Ha (I)OHe Tepanmml

<
N\ =
~ \ e KOKU TONbKO
N\
p <0,01 S < sicoor — =KOKu->Anapo®
N p2<0,01
* e [/ [1PO* TONbKO
0 mec 3 mec 15 mec

OnutenbHOCTb Tepannn, Mec.

AnaporectepoH He BbI3blBAET OKCUAATUBHbLIN CTpecc, B oTnuyme oT KOKos1
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Different Effects of Oral Contraceptive and Dydrogesterone Treatment on Oxidative

Stress Levels in Premenopausal Women, 2018

Nl T Kntanik
(] 4
7

C-peaktunBHbI 6enok (Mr/gn)

KoHueHTpauuna C-peakTuBHbIM benka Ha poHe Tepanmu?!

OcHoBHOM
OcHoBHOM
OcHoBHOM

OcHoBHOM e KOKW TONBKO

OcHoBHOM

= «KOKu->aNapo*
OcHoBHOM

OcHoBHOWM e [INPO* TONBbKO

OcHoBHOM

pt<0,01
p2<0,01

OcHoBHOM

OcHoBHOM

OcHoBHOM
0 mec 3 mec 15 mec

OnnTtenbHOCTb Tepanun, Mec.
* AnaporecTepoH He NpoBoOLMpPYyeT CUCTeMHOe BocnaneHue, B oTnuyne ot KOKos?!

30
RUDFS183395 01.11.2018



Dydrogesterone and the immunology of pregnancy,

2016 %
Raghupathy R, Szekeres-Bartho J. PubXk

Progesterone is indispensable for the maintenance of pregnancy, both via its
endocrine effects and its role in creating a favorable immunological environment for
the fetus. This review focuses on the immunological effects of progesterone.
Progestogens have been shown to have very interesting effects on cytokine
production and decidual natural killer (NK) cell activity. The orally-administered
progestogen, dydrogesterone, has the ability to modulate cytokine production
patterns in a manner that could be conducive to successful pregnancy. The adverse
effects of progesterone deficiency and the beneficial effects of progesterone

supplementation in pregnancy pathologies will be discussed.

Opa/ibHO BBOAMMbIN MPOrecTtoreH, AuaporecTepoH,
obnapaet cnocobHOCTbIO MOAYIMPOBaTb 06pa3LbI
NPOAYLUMPOBaHMNA LUTOKMHOB TaKUM 06pa3om, KOTOPbIN
Mmor 6bl cnocobcTBOBaTbL yCNewHoOn bepeMeHHOCTH.
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MeTaaHanus uccnegoBaHu NpUMeHeHuUA

nporecrareHoOB Npu yrpoXatwuem sbikuapiwe, 2016 roa.
Pubk

ﬁlleTaaHanua uccnefo0BaHUA NPUMEHEHUA NPOorecTareHoB Mpwu YrporKatoLem BbiKMAbiLle No CPaBHEeHUIO ¢ naaue6o nam
OTCYTCTBMEM JIEYEHMUA:

- 5 nccnepoBaHuii No AnaporecTepoHy,

- 2 ccnefoBaHMA MO MUKPOHU3NPOBAHHOMY NPOrecTepoHy(MHTpaBarMHaAbHOE NPUMEHEHME),
- 1 uccnepoBaHne No NporecTepoHy (MacnsHbIi pacTsop ).

BbiBOA: OTHOLIEHME LIAHCOB NOKAa3blBaeT COKPALLEHME YNCAA BbIKMAbIWEN HA GOHE NPUMEHEHMA NporecTareHos.
Mpuuem npumeHeHUe guaporecTepoHa AOCTOBEPHO CHUMKAET PUCK BbikMabiwa Ol 0,47 (AU 0,3-0,7),

B TO BPEMSA KaK AaHHble N0 NPUMEHEHNIO MUKPOHU3UPOBAHHOIO NPOrecTepoHa OKa3as0Cb CTaTUCTUYECKM HE4OCTOBEPHbBIMM

Cm 0,47(OM 0.2- 1,1)

Corxpamesmna:IT M- [Tporecrepos MacasHeif pacteop; MITE -MeEp 0HESHpOBaHHEBIR OIpoTecTepoH BATHHAIBHOE mpmneHeHse; JH- auaporectepon

HconegosaHmne MporecrspoH HadTpone Macoosan aona 56 Ol « 95% AW
Boakmasiu/Beero  Brwkgoiw/Boero
Gerhard, 1987 [ M] /17 1/17 1,720% | 0,3143(0,0119 - 8,2735)
Pagtiana 2004 [MMB) afzg B8/25 8,06% | 0,4042(0,1028 — 1,5769)
, 2014 [MIMEB] 6/20 10430 3,59% | 0,5(0,1547 — 1,6162)
D (Mporacr=pos 10/72 19/72 g P 1003 0,47(0,2 — 1,1}
EarMHanbHa)
20,91% N 0,6087(0,2854 — 1,2984)
2,10% | 0,2 (0,0081 — 4,9095)
ﬂ,MApOTECTepOH B 2,1 pPa3a nosbillaeT WaHC COXPaHUTb 5epeMGHHOCTb npu
17,50% H 0,6338(0,2827 — 1,4208)
yrpoxaikouwiem Bbikugpiwe, AdHHblIe N0 MUKPOHU3NPOBAHHOMY NMPOrecTtepoHy 12,16% W 0,265(0,0709 — 0,9911)
OKa3aJ/IUCb CTaTUCTUYECKUN HEAOCTOBEPHbIMU 28,48% 0,3595(0,1697 — 0,7627)
oW [AmgporecTepoH) 41435 78 325 1003 0,47 (0,2 -0,7)
OLW (Bes wecn=goeadms| 54/407 97/397 i 1005% | EEEEEEN 0 464 (0,32 —0,6728)

a0M oo Q.1 1 0

DLW (noraprdransecHan WKana)
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The Influence of Oral Dydrogesterone and Vaginal Progestergne
on Threatened Abortion: Pub ed

A Systematic Review and Meta-Analysis, 2017
Hee Joong Lee, 1 Tae Chul Park, 1 Jae Hoon Kim, 2

Results

The incidence of miscarriage was significantly lower in the total
progesterone group than in the control group (13.0% versus 21.7%; odds
ratio, 0.53; 95% confidence interval (Cl), 0.36 to 0.78; P = 0.001; 7, 0%).
Moreover, the incidence of miscarriage was significantly lower in the oral
dydrogesterone group than in the control group (11.7% versus 22.6%;
odds ratio, 0.43; 95% Cl, 0.26 to 0.71; P = 0.001; /7, 0%) and was lower in
the vaginal progesterone group than in the control group, although this
difference was nonsignificant (15.4% versus 20.3%; odds ratio, 0.72; 95%
Cl, 0.39 to 1.34; P = 0.30; I?, 0%). However, the incidence of miscarriage
was not different between the oral dydrogesterone and vaginal
progesterone groups.

MporectepoHHana Tepanua, oco6eHHO opaabHbIN ANAPOrecTEPOH, MOXKET 3PPEKTUBHO
NpeAoTBPaALLATb BbIKMAbILW Y 6EPEeMEHHbIX }KEHLWMH, KOTOPbIM YrpoxaeT aboprT.
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OunpporectepoH B8 BPT PublMed

[OuaporectepoH - apdPeKTUBHLIN BKNag B
co3aHne HOBOW XU3HUN™

® OGonbwe ycnewHbix IKO umknos?

(Ha 4,7% 6onbLie, Yem B rpynne
MUKPOHU3NPOBAHHOIO NPOrecTepoHa)

® Oonblue 300pOBbIX JOHOLLEHHbIX AeTent

(Ha 4,9% bonble , 4em B rpynne
MUKPOHN3NPOBAHHOIO NporectepoHa)

1.Tournaye H, Sukhikh GT, Kahler E, Griesinger G.A Phase Ill randomized controlled trial comparing the efficacy, safety and tolerability of
oral dydrogesterone versus micronized vaginal progesterone for luteal support in in vitro fertilization.Hum Reprod. 2017 May 1;32(5):1019-1027.

*npu 6ecnnoduu, obycrnoeneHHOM Hed0CmamoYHOCMbIO JIHOMeUHO80U ha3sbl
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MeayHapoaHoe PaHAOMU3NPOBAHHC

4 ‘) nccnenosaHue LOTUS | (2017) S
LOTUS | STUDY

UccaepaoBaHue LOTUS |

» [lBOMHOE cnenoe ¢ MCNo1b30BaHMEM ABONHOM
MMUTALLNN

» CpaBHeHMA 3PPEeKTUBHOCTK, OE30NACHOCTU U
NepeHOCUMOCTN ANAPOrecTePOHa U
MWKPOHM3MPOBAHHOIO BarMHaAbHOIO NPOrecTepoHa

» 7/ cTpaH: ABcTpua, benbrma, PuHnaHgma, lepmaHus,
N3paunnb, Poccninckaa Penepaums, Mcnanums

» 38 MICCAEAOBATEABCKMX LLEHTPOB

» 1031 naumeHTka

Tournaye H, Sukhikh GT, Kahler E, Griesinger G. A Phase lllrandomized confrolled trial comparing the efficacy,
safety and tolerability of oral dydrogesterone versus micronized vaginal progesterone for luteal support in in vitro
fertilization. Hum Reprod 2017;32(5):1019-27
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LOTUS I: MAPAMETPbI U UCXOAbl BEPEMEHHOCTHU
NOCNE 3ABEPLUEHUA TEPANMUMU (NTOBANbHbIE
OAHHbIE)

Pa3Huna B yacrore
HACTYIJIEHUSI
0epeMeHHOCTH

% (n/N)

MuxkpoHu3npoBaH
HBIH NPOrecTepoH
BArMHAJIBHO

JAuaporecrepon 95% n

BHYTPL (Iuapo BHYTPH-MII

BaruHajJbHO)

IIpenen
YacroTa HACTYIUIEHUS

He MeHbIIeH
OepeMeHHOCTH sbbexTHBHOCTH
4 gHepnemnsa recTanun "
FAS 47,1 (234/497) 45,5 (217/477) 1,7 -4,4-7,9 : T DA
L] .. S —
PPS 472 (232/492) 455 (216/475) 1,8 -4,4-8,0 : »
8 Hezens recTanuu H i
H —————
FAS 39,6 (197/497) 35,4 (169/477) 43 -1,7-10,3 ; i . !
PPS 39,6 (195/492) 35,6 (169/475) 41 -1,9-10,1 E
12 Hexes recTanuu E -
FAS 37,6 (187/497) 33,1 (158/477) 47 -1,2-10,6 ' Y :
PPS 37,6 (185/492) 33,1 (157/475) a4z o 11,2106 ; -
YacroTa KUBOPOKACHUI E i
: . S
FAS 34,6 (172/497) 29,8 (142/477) -0,8-10,7 ; :
PPS 34,6 (170/492) 29,9 (142/475) db -1,1-10,5 : 1 )

-15% —10% -5% 0% 5% 10% 15%

TIperMyIecTBo  IIpenMyIIecTBO

MII BaruHaabHO

IV — moBepuTesbHbIH HHTEPBaT; uapo — auaporecrepon; FAS (full analysis sample) — mosiHas BeIOOPKa, IIpeiHa3HAUEHHAA TOJIHOTO
ananuza; MII — vHTpaBarvHaIbHBIA MUKPOHU3UPOBAHHBIH mporecTepoH; PPS (per protocol sample) — BbIOOpKa yUaCTHUII, BHIIOTHUBIITHX

TpeOOBaHUSA MPOTOKOJIA

1. Tournaye H, Sukhikh GT, Kahler E, Griesinger G. A Phase III randomized controlled trial comparing the efficacy, safety and tolerability of oral dydrogesterone versus

micronized vaginal progesterone for luteal support in in vitro fertilization. Hum Reprod. 2017 May 1;32(5):1019-1027.

npuema J{upo BHYTPb
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KNHOYEBbLIE MOKA3SATE/IN DPOEKTUBHOCTMU

TEPANUN: AAHHbIE POCCUIACKOM

cyenonynaynmni-2

% (n/N) Pasnuune B
yacTtoTe

L NV

LOTUS | STUDY

HacTynneHusa
6epeMeHHOCTH 95% On
lNepopanbHbii (nepopanbHbIi ‘
AVAPOrecTepoH AVOPOrecTepoH -
MBI) y
MNpenen He MeHblIen >
YacToTa HacTynneHus GepemMeHHOCTH acpdekTnBHOCTH
I
I
I
O6was 37,6 33,1 47 Ot -1,2 po | H—@
nonynsauma? (187/497) (158/477) ’ 10,6 |
1
I H—C—
1
1 e
Poccuiickas 34,0 Ot 1,1 po | < >
, 48,1 (51/106) 14,2 e ! I
cyononynsauus (35/103) 27,2 |
I
1
< I
YacTtoTa XUBopoxaeHnm 1
1
1
1
O6uwas 29,8 OT -0,8 no |
““ . 34,6 (172/497) 4,9 A !
nonynsuus (142/477) 10,7 1
1
I
I
1
I
Poccuinckasa 31,1 Ot1 0,4 no ! B
, 44,3 (47/106) 13,3 A . <
cyononynsauus (32/103) 26,2 I —_—
1
r T 1 T T T 1
]
-OcHOBHDEHQBHOEHO /ﬁnﬁoqﬁbﬁiosl{vﬂos%osuoﬁ
/it B 0 0o % %
<« »
B nonb3y MBI B nonb3y nepopanbHoro
JIY, noBepuTesbHbIA nHTepBaT; MBII, MHKPOHH3MPOBAHHBIN BATHHA/IHBIi IPOTECTEPOH AungporectepoHa
1 Adapted from Herman Tournaye et al. A Phase III randomized controlled trial comparing the efficacy, safety and tolerability of oral dydrogesterone versus micronized vaginal progesterone for luteal support in in vitro fertilization. Human Reproduction 2017;32(5):1019—1027. 37
Published by Oxford University Press on behalf of the European Society of Human R
2. Cyxux I'.T., Bapanos U.1., Mesnsauuenko I'.A., Banvaxosa H.B., bnoxumnn K., I'pusunrep I'., Jlomakuna A.A., Ilekeman-®eiiz K. Lotus I: Pangomusuposasnoe 111 ¢asel KOHTPoIMpyeMoe HecsIe[oBaHie CPABHEHU IIePOPATbHOM GOPMBI AUPOTreCTePOHA U BATHHAIBHOMH

HOpPMEI MEUKPOHH3HPOBAHHOTO POTeCTEPOHA I IIOEPIKKH JTIOTEHHOBOIT (ha3hl B UK/IAX SKCTPAKOPIOPATBHOTO OIUIOAOTBOPEeHHs, (POKyC Ha cybaHAIM3 POCCHICKOM MOMy/ ALY, AKYIIEPCTBO ¥ THHEKOJIOTHA. 2017; 7: 75-95. http://dx.doi.org/10.18565/aig.2017.7.75-95
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LOTUS II: PAHOOMW3UPOBAHHOE, OTKPbITOE,
MHOTOLEHTPOBOE, CPABHUTE/IbHOE
MCCNEAOBAHME

LOTUS II: UCCNEAOBAHUE 2OPDPEKTUBHOCTMU,
BE3SOMACHOCTU U NEPEHOCUMOCTWU NMEPOPAJIBHOIO
ANAPOTECTEPOHA 30 MI' B CYTKU NO CPABHEHUIO C MPOTECTEPOHOM
90 MI B BUAE BATUHAJIbBHOIO TEJ1A 8% B CYTKU B KAYECTBE LOTUS 11 STUD
NOAAEPKKWN NIOTEUHOBOMN ®A3bl MPU SKCTPAKOPMOPA/NIbHOM

onnoaAoOTBOPEHUN12

JHrodacTroH® vs. KpaitTHOH®

.U/4

OTKpBITOC, pAHAOMU3NPOBAHHOE HCCIE0OBAHUE

ITonyiAnua mamueHTOB ITamueHTKHU ¢ 6ecIIogueM, KOTOPhIM IOKa3aHO
KO
N= 1033

Crpanbl Poccusa, beabrusa, I'epmanusa, 'OHKOHT,

Cunranyp, Kuraii, Uaausa, Tanaana, YKpanHa

IHeab nccnepoBaHusd J{lokazaTh He MEHbINYI0 3(P(HEKTUBHOCTD
npenapara /[ropactoH®
/IBe rpynnbl CpaBHEHUA « JIropacToH®, TadG. 10 Mr X 3 p/CyT
V&

 KpannanoH® 8%, Bar. rejib 90 MT X 1 p/CyT

HccnemoBaHue 3aBeplineHo. I1yOmKanus pe3yabTaToB oxkugaercsa B IV kBapraie 2018 roja.

AbcTtpakT omy6simKoBaH u npezcrasieH Ha ESHRE-2018 (1-4 utoss 2018).

1. Adapted from G. Griesinger, C. Blockeel et al. Georg Griesinger. Oral dydrogesterone is an efficacious and safe alternative to intravaginal progesterone gel for luteal phase support in IVF: a randomized, open-label,
multicenter, phase III study // Abstracts of the 34rd Annual Meeting of ESHRE, Barcelona, Spain 1 to 4 July 2018. — i110-1; 2. [lanupyemas Imy6GuKamus o peayabraraM ucciaenosanus NCT02491437
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LOTUS II: NTAPAMETPbBI U UCXOAbl BEPEMEHHOCTH
NOCNE 3ABEPLWUEHUA TEPANUUN (TNOBAJIbHbLIE AAHHDIE)?*-2

Yacrora HaCTyIUIEHUSA
OEpEeMEHHOCTH
4 Henens recTalu

% (n/N)

MuxpoHu3upoB
AHHBIA
NporecTepoH
BaruHaJIbHO

Jduaporecrepon
BHYTPb

Pa3nuna B yacrorte
HACTYIJIEHUA
0epeMeHHOCTH

(Anapo BHYTpB-
MII BaruHaJIbHO)

95% JIN

V4

LOTUS I STUDY

IIpenen He MeHbIIEH

3¢ GEeKTUBHOCTH

vt

v

FAS 47,4 (234/494) 43,8 (214/489) 3,6 -2,6-9,8
PPS 46,9 (230/490) 44,1 (212/481) 2,9 -3,4-9,1
8 Henels recTaun
FAS 40,7 (201/494) 36,8 (180/489) 3,9 -2,2-9,9
PPS 39,0 (191/490) 36,6 (176/481) 2,4 -3,7-8,5
12 Hexens1 recTanuu
FAS 38,7 (191/494) 35,0 (171/489) 3,7 -2,3-9,7
PPS 36,7 (180/490) 34,7 (167/481) 2,0 -4,0-8,0
Yacrora
JKUBOPOXKACHUMN
FAS 34,4 (170/494) 32,5 (159/489) 1,9 -4,0-7,8
PPS 34,3 (168/490) 32,9 (158/481) 1,5 -4,5-7,4

¢

-

15% -10% —5% 0% 5% 10% 159

-

MII BaruHaJILHO

>

JuporecTepoH BHYTPh

IV — moBepuTesbHbBIM HHTEpBaT; uapo — numporecrepon; FAS (full analysis sample) — mostHas BeI6OpKa, IpelHA3HAUYEHHAA TTOJTHOTO aHamn3a; MIT —
HMHTPaBarMHAIbGHBIA MHKPOHU3UPOBAHHBI mporectepon; PPS (per protocol sample) — BBIGOpKA yUAaCTHUII, BHITIOJTHUBIINX TPEOOBAHIS IPOTOKOJIA

1. Adapted from G. Griesinger, C. Blockeel et al. Georg Griesinger. Oral dydrogesterone is an efficacious and safe alternative to intravaginal progesterone gel for luteal phase support in IVF: a
randomized, open-label, multicenter, phase III study // Abstracts of the 34rd Annual Meeting of ESHRE, Barcelona, Spain 1 to 4 July 2018. — i110-1; 2. [ianupyemas my6uKanus o pesysbraram

uccsenoBanus NCT02491437
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A pilot study to determine whether progestogen supplementation
using dydrogesterone during the first trimester will reduce the
incidence of gestational hypertension in primigravidae, 2014

Zainul Rashid MR, Lim JF Pub ed

METHOD:

A prospective cross-sectional comparative study was undertaken in 2010 on 116
primigravidae (study group) who conceived following ART or IUl and supplemented with
dydrogesterone up to 16 weeks gestation. They were matched for age and race at 16
weeks gestation with a control patient from the early pregnancy clinic who were
primigravidae (n = 116) who conceived spontaneously without dydrogesterone
supplementation.

OOBABKA ANAOPOIECTEPOHA B TEMEHUE NEPBOIO TPUMECTPA 3HAYUTE/IbHO
YMEHbLUANIA HACTOTY NPESKNTAMIMCUUN BEPEMEHHbBIX U AUCTPECC N/Z1IOAA Y
NeEPBOPOAALLUNX KEHLLWUH NOCANE BPT.
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https://p.360pubmed.com/pubmed/?term=Zainul Rashid MR[Author]&cauthor=true&cauthor_uid=24552449
https://p.360pubmed.com/pubmed/?term=Lim JF[Author]&cauthor=true&cauthor_uid=24552449

0630p: «Review on role of progestogen
(dydrogesterone) in the prevention of gestational

hypertension», 2016 pubhed
Mohamad Razi ZR, Schindler AE.

The progestogen, dydrogesterone, has similar molecular structure and properties to
natural progesterone. A pilot study was undertaken on primigravidae, who have
higher risk of developing gestational hypertension. They were supplemented with
dydrogesterone in the first trimester (Study Group) and compared with a similar
number of primigravidae (Control Group) without supplementation with the
progestogen. The incidence of gestational hypertension was significantly lower in
the Study Group as compared to the Control Group (1.7% vs. 12.9%, respectively,
p<0.001). The incidence of foetal distress was also significantly lower in the Study
Group compared to the Control Group (4.3% vs. 18.1%, respectively, p<0.001).

Ha3sHayeHue nporecToreHa, AMaporectepoHa, B nepBom TPUMeECTpeE Y
nepBopOAALLMX MOKA3a/10 60NbLLOM NOTEHLMAN B CHUKEHUN NN
npeaoTBpaLleHnn caydyaeB reCTauMoOHHOM TnMnepTeH3nm
(npeaknamncua).
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https://p.360pubmed.com/pubmed/?term=Mohamad Razi ZR[Author]&cauthor=true&cauthor_uid=27101553
https://p.360pubmed.com/pubmed/?term=Schindler AE[Author]&cauthor=true&cauthor_uid=27101553

Present and future aspects of dydrogesterone in
prevention or treatment of pregnancy disorders:

an outlook, 2016
Schindler AE. Pmeed

Co BpemeHeMm CTaNo o4eBUAHbIM, UTO UCMNO/Ib3OBaHUE
nporecrtepoHa, un anaporecrepoHa 3pPeKTUBHO ANA eyeHUsa
OC/NOXKHEeHNni 6epemMeHHOCTH, TAaKUX KaK Yrpo3a BbIKUAbILIA,
NPUBLIYHbBIA BbIKUADbILW, NPeXaeBpemMeHHble poabl Uaun
npesaknamncua. Pesynbrartbl, NONIlyYEHHbIe A0 HACTOALLEro
BpemeHu, byayT ouepuyeHbl, n npeanaraloTca KoHuenuum
NPOPUNAKTUKU U NNeYeHUA, YTOObI NONIYYUTb He TONIbKO
npeMmyLiecTsa A1 matepu U NN0Aa, a TaK Xe

npeMmyLluecTea AN XXU3HU 4YenoBeKa, AN CeMbU U, HaKOHel,
aAna obwecrsa.
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https://p.360pubmed.com/pubmed/?term=Schindler AE[Author]&cauthor=true&cauthor_uid=27662647

BaKHble aTanbl OpMMPOBaHUA
NOJIHOUEHHOM NNaueHTbl nayT noa,
KOHTPO/IEM NporecTepoHa

UmnnaHTayus
HauyanbHbiit aTan popmuposaHma MMNO

(8-17 cytkn n.o.)

Mepsas BonHa uuToTpodobaracTUueCcKo MHBA3UM

NocnepoBaTtenbHOe HapylleHue LesIoCTHOCTU
Maternal

3NUTeNNA N COBCTBEHHON NAACTUHKMW SHAOMETPUA. o

dopmmpoBaHMEe NEPBUYHbBIX U BTOPUYHbIX BOPCUH.

Bropasa BosHa yuutoTpodobaacTtuueckon nHBasum
(16-18 Hepenb)

Peannsyetca Ha YpOBHE MMOMETPUANbHbIX

CErMeHTOB CMUpPasbHbIX apTepuii (BepxHAsA TpeTb
MUOMETPMA)

3aBepLUeHMe recTallMOHHOM NepecTpPonKn
CNMPanbHbIX apTepuni, TpaHchopmauma
CNMPANbHbIX apTEPUN B MAaTOYHO-N/IALEHTapPHbIEe
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HapyweHne chuanonornvyecko TpaHcdopMaumm cnupankHbIX apTepyui, akTUBaUumn
3HOoTenuWanbHbIX U TpochobnacTHLIX KNEeTOK M OCTPOro atepo3a B 6aszanbHOW NnacTUHKe
nnaueHThbl.

Labarrere CA ', DiCarlo HL ? , Bammerlin E ® , Hardin JW * , Kim YM * , Chaemsaithong P9, Haas DM 7, Kassab G5 2, RomeroR 9.
+ MHdropMauma of aeTope text
AHHOTaUMWRA

®OH: CooflaeTca ob oTCYTCTEMM (M3MONOrMYECKOR TPaHCOPMALIMK CNMPaNLHLIX APTEPWA B NPE3KNAMNCHM, OTPAHWYEHWW POCTA NNafa,
CMEPTH MNOAA W CNIOHTAHHOM NPEXOEBPEMEHHOM POAAX C HENOBPEXIEHHBIMIA UMW NOBPEXASHHEIMK MEMBPaHaMW. CMIMPanbHLIE apTEpHM C
NpOBaNoM H3MONOrMYECKDIR TPAHCOPMALMK CKNOHHDI K PA3BWUTHIO ATEPOCKNEPOTUYECKUX NOPEKEHWA aTepo3a. MMEHTCA NopasuTenbHLIE
Napanneny MExIy Npe3knamMncuei 1 aTepockNepoTHYEC Ko GONe3HbID, a TAKKE MEXTY NOPAKEHWAMM ATEPO3a W ATEPOCKNEPOIOM.
BHOOTENWANBHAR AKTWEALNA, WAEHTUDHULUMPOBAHHAA 3KCNPECCUER MONeKyNb-1 MEXKNETOYHON aAreann, NPUCYTCTEYET B
ATEPOCKNEPOTMHECKUX NMOPEKEHWAX TPAHCNNAHTALMM CEPOLA M CYNTAETCA NPOABNEHWEM OTTODHEHNA. AHANOMMYHO, AKTWEALMA |
OUCYHKLMA 3HO0TENWA GbiNa BOBNEYEHA B NATOMWIHONOTAI aTEPOCKNEPO3a W NPEIKMAMICHN.

3AMAYA: Ml CTPEMMIMCE ONPEOENUTE, ObINA NK HEYAAY3 (DU3UONOTMYECKOR TPAHCHOPMALMY CMMPANEHON ADTEDMM CBA3EHA C aKTUBALMER
WHTEPCTULWANBHBIX KCTPABWPYCHLIX TPOMOGNACTOR W / UMW 3HAOTENUA CNMPANEHOA APTEPHA U HANMYMENM OCTPOrD ATEPO3a B
NNaLEeHTapHOIA Ga3ankHON NNACTMHKE.

[OW3AWH WCCNEQOBAHWA: MpoBEASHD NONEPEYHOE UCCNEA0BAHME 123 NNAUEHTHI (19-42 HEOENM), NOMy4EHHbBIX NPH HOPMANbHBIX
OepemMeHHOCTAX (N = 22), NpeXaeBpeMEHHOM paspeiee MemBpaH (n = 26), NpexaeBpeMeHHbIX pogax (n = 23), npeaknamncum (n = 27 ),
BHYTPUYTpOGHARA TMBent Nnoaa (n = 15) U Manas aAnA recTAUMOHHOM Bo3pacTa (n = 10). OTKa3 OT (PU3MONOrMYECKOR TPaHC dopMaLMi
CMUPaNEHOA 2pTEPHUA M HAMMYWE AKTUBALMW KNETOK ONPEAENANM ¢ UCNIONB30BaHWEM UMMYHOTHCTOXMMIAW MNALUEHTAPHLX Ga3aMbHbIX
MNACTUHOK, COOSp#ALLMX METWAHY U3 4 (MUHUMYM: 1, MAKCUMYM: 9) COCYA0B HA NNALEHTY. 3IHTEDONUANBHYI / TPOMOGNACTHYH AKTHBALIMID
KMETOK ONPEAENANY JKCNPECCHER MONERYNEl MEXKNETOMHOR A0re3uu-1. VCCNEN0BATENK, M3Y4YAHILLME MUKPOCKONMYECKUE PA3NENs, Bbinu
OCMENNEHbI KMHHWYECKUM JMATHO30M.

/BAKHIO‘-IEHI/IE: Puck meptBopoxaeHust, NTB uwscaywepeso NMOBbILLUEH Y XXeHLUUH, \
NPV HaNU4YuM OOHOIro aNU3oaa HeyAaum U yBenu4vmBsarsncs B 2-3 npu HanM4ium 2
npeawecTBYOWUX HEONAronpuUATHLIX UCXOA0B.

KnnHnyeckne pekomeHgauum AOMKHbI YYUTbIiBaTb B3aMMOCBSA3b
MepTBOopoXaeHus, PTB n SGA u 4to Kaxxgoe ycrioBue iBNSeTcsA He3aBUCUMbIM

. dpaKkTOpOM pUCKa AnNAa Apyrux ycrioBun. /




Posib cocmosiHusi oucmasibHbIX O0mOe/io8 crnupasibHbIX

apmeputli 8 o6ecrneyeHuUU 2ecmayuoHHO20 npoyecca

i 8 : HeocinoxHeHHas
R » e ] GepeMeHHOCTb:
Theoretical mechanism 4 N S
phsimig oo Ay WU, *Pacwuperue npoceemog
= b e | [ cnupaabHbIX apmepuil
A S e SN N *Omcymcmeue MblueyHo2o
;;:"‘1 ":‘-"n "v:rn".:'r','.'t ." Tv.':;- I e THhanas 4 13 _ = '-_,'_"" ; Cna3/‘10

Bl LN Ot G Pavwr Dy T

*AmpombomuyHoe
cocmosiHue 3Hoome/us

+ omcymcmeue
2unepkoazynayuu

Hawlﬂnuue ycaoeus 01

YUPKYAAYUU Kpoeu U
2a3000MeHa ¢ (pemo-

niaueHmapHou cucmeme

Pt4WEB.ru
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Tak no4yemy AnaporectepoH?

- Mnauenta

YcnewHan 6epemeHHOCTb
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[Mloyemy anaporectepoH ?

OuaporectepoH

¢ YHUKanbHaa monekynal

® Hiskan /1033, BbICOKaA 6BUOA0CTYNHOCTb?
® Buicokuit npodunb GesonacHocTn?

@ MNposepeH BpemeHem?*

@ Yb6eautenbHas AoKasaTenbHana 6asad*?

(] MCI'IOJ'Ib3Y€TCFI B aRywepcTtBe, TMHEKO/1I0TUN U
BPTS

1.Schindler AE. Dydrogesterone-a unique progestogen. Maturitas. 2009 Dec;65 Suppl 1:S1.
2. Schindler AE. Progestational effects of dydrogesterone in vitro, in vivo and on the human endometrium. Maturitas 2009; 65(Suppl 1):5S3-511

3. Saccone G1, et al.Supplementation with progestogens in the first trimester of pregnancy to prevent miscarriage in women with unexplained recurrent miscarriage: a systematic review and meta-analysis of

randomized, controlled trials. Fertil Steril.2017 Feb;107(2):430-438.

4. Carp HJ. Progestogens in the prevention of miscarriage.Horm Mol Biol Clin Investig. 2016 Aug 1;27(2):55-62.

5.Tournaye H, Sukhikh GT, Kahler E, Griesinger G.A Phase Il randomized controlled trial comparing the efficacy, safety and tolerability of

oral dydrogesterone versus micronized vaginal progesterone for luteal support in in vitro fertilization.Hum Reprod. 2017 May 1;32(5):1019-1027.
6. HCTPYKLMA NO MeAULUHCKOMY NPUMEHEHWIO IeKapcTBEHHOro npenapata AodactoH® ot 17.07.2017.
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Y CIIoBHS ycmexa
AHaMHe3

ComaTtnyeckoe
300pOBbLE CYNpPyroB

ButaMunHHGBIN CcTaTyC
YCcnoBua XU3HA

BpayeOHbIM OnbIT,
NPOTOKOSIbI U

NporecTepoH V) 4

GLN-725
MET-759
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YcnewHana 6epemeHHOCTb

X
MAPC

MENAWCUWNNWHAFPHAR
ACCOUMALMA CNEUWARMCTOR
PENPORYETREHO R MEqHERHE

NPErPAEMAAPHAR NOATOTORKA
KNWHHYECKHA NPOTOKON

Srmepeeat Mporomnan Hall-16 Mpomara Npsssses
Weaupct jromei (0 JImam My Kmoe
PETPOEFT R e mrp (VAR
T 78w HIE mga

e cremanaroe 3 siname
TR R M AL
MomE
6
StatusPraesens

s

HepaseuBatowasnca bepemeHHocTb. MeTogmyeckmne pekomeHgauum MAPC (Mex-

«Ycnex nosnHocmero 3a8ucum
om rpooesnaHHoU no020MoB8KU »

AVNCUMNANHAPHOM accoumaLmmn CNeumnanmcTos penpoayKTMBHON meamumHsl) / [aBrT.-
cocT. B.E. Papg3auHckuii u gp.]. — M.: Peaakumsa skypHana StatusPraesens, 2015. — 48 c.
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