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Maternal, perinatal and long-term outcomes after assisted
reproductive techniques (ART): implications for clinical practice

Vikram Sinai Talaulikar *, Sabaratnam Arulkumaran

Department of Obstetrics and Gynaecology, St. George's Hospital and University of London, Cranmer Terrace, Tooting, London SW17 ORE, United Kingdom

[lepuHaTanbHble ucxoabl nocne BPT

Systematic reviews and large population based studies comparing reproductive outcomes between ART and natural conceptions.

Study Study populations and sample size

Findings

Meta-analysis involving studies which compared singleton
pregnancies following IVF with spontaneous conce ptions.
Fifteen studies comprising 12,283 IVF and 1.9 million
spontaneously conceived single tons.

Jackson et al. [14]

Systematic review on perinatal outcomes in singleton and twin
pregnancies comparing natural and assisted conceptions
including IVF and 1UI (studies between 1985-2002).

Twen ty-five studies were included of which 17 had matched
and 8 had non-matched controls.

Helmerhorst et al. [15]

Schiewe et al. [16] Perinatal outcomes among singleton infants conceived with ART

in the US.

62551 infants born after ART treatments performed in 1996-2000.

MdDonald et al. [17] Systematic review including case-mntrol and cobort studies that
compared singleton pregnancies conceivied by IVE or ICS] with

spontaneously conceived single tons.

Boulet et al. [18] Perinatal outcomes of twin births conaeived using ART (in
Massachusetts live birth-infant death records from 1997 o 20000

1446 ART and 2729 non-ART twin deliveries.

Mdronald et al. [19] Systematic review of seventeen studies with 31,032 singletons
conceived through IVE (+1CS1) and 81,119 spontansously

onoeived singletons.

McDonald et al [20] Systematic review of twelve studies with a total of 4385 twins
conceived after IVE or IVEICS] and 11,793 spontaneously

conceived twins,

Significantly higher odds of each of the perin ) pg i
perinatal mortality (OR 2.2, 95% C1 1.6-3.0) preterm delivery (OR 2.0,
95% C11.7-2.2) low birth weight (OR 1.8, 953801 1.4-2_2, very [ow birth
weight (OR 2.7, 95% C12.3-3.1) and small for gestational age (OR 1.6, 95%
For singletons, studies with matched controls indic;

Cl 13-2.0)

(RE)of 327 (95% C1 2.03-5.28) for wery preterm an for
preterm birth in pregnandes after ART. Relative risks were 3,00 [ 20,
—436) for very low birth weight, 1.70 { 1.50-1.92) for low birth weight,
1.40(1.15-1.71) for small for gestational age, 1.54(1.44-1.66) for
caesarean section, 127 (1.16-1.40) for admission o a neonatal intensive
care unit and 1.68 {1.11-2.55) for perinatal mortality.

In matched studies of twin gestations, relat ve risks were 095 (0.78-1.15)
for very preterm birth, 1.07 { L02-1.13) for pretem birth, 0089 (0.74-1.07)
for wery low birth weight, 1.03 (0.99-1.08) for low birth weight, 1.27
(0L97-1.65) for small for gestational age, 121 (1.11-132) for cacsarean
sedion, 1.05 (1.01-1.049) for admission to a neonatal intensive care unit
and 0.58 (0L44-0.77) for perinatal mortality,

ART infants had elevated risks for all outcomes in com parison with
the general population of US singletons: low birth weight standardised
risk ratio 162 (95% C1 1.49-1.75) very

(1.45-2.12 ) \preterm delivery 1.41 (1.32-1.51), preterm low birth
weight 1.74 (157-1.90) and term low birth weight 139 (1.19-1.59).

singleton pregnandes resulting from IVF had increased rates of poor
obstetric outcome, compared with spontaneously conceived singletons
with increases in perinatal moctality (OR 2.40, 95% C1_1.59-3.63),

preterm birth at weeks (OR 2.99, 95% C1 1.54-5.80),

< ¢ gestation (OR 1.93, 95% O L.36-274) very low
I BN = BT 7E, =579, small for
gestational age (OR 1.59, 95% C1 1.20-2.11) and congenital
malformations (OR 1.41, Cl 1.06-1.88).

ART twin deliveries were less likely than non-ART to be very preterm
(adjusted OR 0.75, 95% Cl 0.58-097), indude a very low birth weight
(<1500 g) infant (0.75, 95% Cl 0.58-095) or infant death (D55, 95%
Cl L35-0LBB )L

IVF singletons had increased risks of preterm birth (RR 1,84, 95% ]

€l 1.54-221) and low birth weigh 00 g (RR 1,60, 95% C1 1.29-1.98)
Singletons conceived through IVF or IVF[ICS] also were at increased risk
for late preterm birth, moderate preterm birth =32-33 weeks, very low
birth weight and intrauterine growth restriction.

IVF twins had increased risks of both preterm birth (RR 1.23, 95%

€l 1.09-1.41) and low birth weight <2500 g (RR 1.14, 95% C1 L06-1.22)
They were at increased risk for preterm birth =32-33 weeks, although
the risks of late preterm birth, very low birth weight, extremely low
birth weight and intrauterine growth restriction were not statstically
significantly increased compared to spontaneously conceived twins.

Mo paHHbIM CUCTeMaTU4vecKoro
ob3opa pUCK npexaeBpPeMEeHHbIX
poooB npu OepeMeHHOCTM nocrne
BPT puck npexageBpeMeHHbIX poaoB
npu ogHonnogHou OepeMeHHOCTHU
noBbiweH ot 141 po 299 pa3 B
CpaBHEHUN ¢ ooLwenonynALNOHHbIM
JocToBepHbLIX pas3nnyYnn B pUCKe
npexaeBpeMeHHbIX  poaoB npw
aAsyxnnogHon OepemeHHocTn (BPT
VS CMOHTaHHble  ABOWHM) He
Nnosrly4eHo

European Journal of Obstetrics & Gynecology and Reproductive Biology 170 (2013) 13-19



Assisted reproductive technologies: a hierarchy of risks for
conception, pregnancy outcomes and treatment decisions

M. J. Davies'*, A. R. Rumbold"' and V. M. Moore'”

IL{fe‘m:(rre and Intergenerational Health, The Robinson Institute, University of Adelaide, Adelaide, Australia
2D£rﬂ1b£fnr of Public Health, University of Adelaide, Adelaide, Australia

[lepuHaTanbHble ucxoabl nocne BPT

The use of assisted reproductive technologies (ART) for the treatment of infertility has grown exponentially over the last 20 years, and now accounts 100 - ~ 80000 Treatment cycles
for 4% of all births in Australia, and over 1 m births annually around the globe. There is consistent reporting of increased risk of adverse perinaral 90 0000 =+« Clinical preanancies
outcomes and birth defects following infertility trearment. However, change in practice has been stymied by critical knowledge gaps with regards ro %0 L p. ¢ )
(a) the relarive contribution of patient and trearmenr factors to adverse outcomes, (b) the independent contribution of specific contemporary treatments 60000 3 T T Lne_bmhs_

d treatment combinations to outcomes, (c) the impact of innovations in laboratory and dinical practice on treatment success and observed risk and 707 z, === » Muliiple births
e I o e b : —— P e o ] F50000 S e SET
(d) changes over time in patient characteristics. Here we summarize key findings from the South Australian Birth Cohort, which is a wholeof 2 60 S verens OS]
population cohort of over 300,000 births from 1986 o 2002. Relative to spontaneous conceptons, singletons from assisted conception were more likely 5 50 1 - 40000 é - Dslxy S embryo transfer
to be stillborn [odds ratio (OR) = 1.82; 95% confidence interval (CI) 1.34-2.48], while survivors as a group were comprehensively disadvantaged ar = 404 L 30000 = .
birth, induding lower birth weight (OR = 2109 g; 95% CI 2129-289), very low birth weight (OR = 2.74; 95% CI 2.19-3.43), very preterm birth 30 - | 20000 g
(OR = 2.30; 95% CI 1.82-2.90) and neonatal death (OR = 2.04; 95% CI 1.27-3.26). Major birth defects, induding cardiac, urogenital and 20 4 B <
musculoskeleral defects are doubled after fresh ICSI cydes, which is a partcular concern as ICSI now accounts for 70% of all trearment cydes globally. 104 N r 10000
Future smdy is needed to provide contemporary, precise evidence to inform patient and clinic decision making, and generate knowledge for furure 0 . . . . . : 0
innovation in ART laboratory methods and clinical practice, thereby optimizing treatment and health outcomes while reducing adverse events. 1993 1997 2002 2006 2010 2012

Mo aaHHbIM peructpa ABctpanum u Hoeou 3enanaum (¢ 1986 no 2002 rr.)
npu ucnonb3oBaHun BPT
" puUcK mepTBOopoxaeHusa coctaenset 1,82 (95%1,34-2,48),
" PUCK npexaeBpeMeHHbIX poaoB coctaBnset 2,30 (95% OU 1,82-2,90),
" PUCK POXAEHUSA HOBOPOXAEHHbIX C O4eHb HU3KOM MacCoM Tena

cocTtaBnseTt 2,74 (95% OU 2,19-3,43),
" PUCK paHHen HeoHaTanbHou cmeptn 2,04 (95% OU 1,27-3,26).

Jowrnal of Developmental Origing of Health and Disease (2017), 8(4), 443447,



Perinatal outcomes of children born

after frozen-thawed embryo transfer:
a Nordic cohort study from the

CoNARTaS group

[lepuHaTanbHble ucxogbl nocne BPT:
nepeHoc aMOPUOHOB B KPUOMNPOTOKOSIE

Table Il Children born after FET versus afresh embryo (IVF, ICSI or IVF/ICSI).

Singletons born Singletons born OR [95%ClI]

after FET after fresh IVF,

(n = 6647) ICSI, IVFACSI

(n = 42242)

LBW (<2500 g)® 311 (4.71%) 2671 (6.38%) 073 [0.64-0.82]
VLBW (<1500 g)° 73(1.11%) 610 (1.46%) 076 [0.59-0.97]
PTB (<37 weeks)" 521 (7.90%) 4091 (9.77%) 079 [0.72-0.87]
VPTB (<32 weeks)" 136 (2.06%) 1225 (2.93%) 070 [0.58-0.84]
Post-term birth (=42 weeks)” 534 (8.09%) 2751 (6.57%) 1.25  [l.14-1.38]
SGA (< —25D)¢ 229 (3.48%) 2246 (5.38) 0.63  [0.55-0.73]
LGA (=2SD)? 325(4 94%) 1288 (3.09%) .63 [l.44-1.85]
Wery large for gestational age 60 (0.91%) 275 (0.66%) 1.39  [1.05-1.84]
(>35D)°
Birthweight =4500 g" 336 (5.09%) I293(309%) .68  [1.49-1.90]
Birthweight = 5500 gb 2(0.03%) 8 (0.04%) 070 [0.16-3.04]
Stillbirth (= 22 weeks)® 31 (0.47%) 211 (0.50%) 093  [0.64—1.36]
Stillbirth (= 28 weeks)" 24 (0.36%) 145 (0.34%) 1.05 [0.68—1.62]
Perinatal mortality (=22 weeks)® 54 (0.81%) 338 (0.80%) 1.02  [0.76—1.35]
Perinatal mortality (=28 weeks)" 47 (0.71%) 272 (0.64%) I.10  [0.81-1.50]
Neonatl mortality’ 24 (0.36%) 153 (0.36%) 1.00 [0.65-1.53]
Infant mortality’ 35(0.53%) 201 (0.48%) LI [0.77-1.59]

P-value

< 0.0001
0.03

< 0.0001

=0.0001

< 0.0001

< 0.0001

=0.0001
0.02

< 0.0001
0.64
0.71
0.83
0.92
0.55
0.99
0.58

Ulla-Britt Wennerholm' ™, Anna-Karina Aaris Henningsen?i,

Liv Bente Romundstad®“, Christina Bergh', Anja Pinborg?,

Rolv Skjaerven®¢, Julie Forman’, Mika Gissler®?, Karl Gosta Nygren 9,
and Aila Tiitinen!!

BepeMeHHOCTb, HacTynMBLUME B KPUOMPOTOKONe,
accouumpoBaHa CO CHMXXEHUEM:

puUcKka npexaeBpeMeHHbIX poaoB A0 37 Hegenb
6epemeHHocTHn (OP=0,73; 95% AW 0,72-0,87);
puUcKka npexapeBpeMeHHbIX poaoB A0 32 HeAaenb
6epemeHHocTHn (OP=0,70; 95% W 0,58-0,84);
pUCKa pOXAOEeHUSA HOBOPOXAEHHOI0 C HU3KOMN
maccou tena (OP=0,73; 95% QM 0,64-0,82);

pUcKka poXxgeHuUss HOBOPOXAEHHOro C O4eHb
HU3Kou maccoun tena (OP=0,76; 95% AW 0,59-0,97)

Human Reproduction, Vol.28, No.? pp. 2545-2553, 2013



Cost and Cost Effectiveness of Vaginal Progesterone

in Reducing Preterm Birth: An Economic Analysis
of the PREGNANT Trial

Laura T. Pizzi - Neil S. Seligman - Jason K. Baxter -
Eric Jutkowitz - Vincenzo Berghella

3aTpaThbl Ha BbIXaXXnBaHue rmyoboko
HepoweHHbIX aeten: IOPPEKT TOPHALO

Neonatal Cost of Preterm Bi - 163,199 - $271,999

Maternal Cost of Term Birth; $2,036 - $7,274

narpamma BeJIMYEeHUNA
Neonatal Cost of Preterm Birtg,?82 -$16,303 |D| p y
Neonatal Cost of Preterm Birth 28-31 weeks: $76,748 - $127 913 I-I pﬂ M bIX 3aT paT H a

Neonatl Costof Tem g $1,708 - 52046 34paBooOXpaHeHne B

B ———— CBSIN  yMeHbLLeHUEN

Hospitalization Cost of Antenatal Hospitalization: $2,637 - $4,395 re CTa L'| M O H H O FO Cp O Ka n p M
costef el Frogesrone et 320551059 pogopaspeLleHnin

Matemal Cost of Preterm Birth 28-31 weeks: $8,594 - §14,324
Cost of Cervical Cerclage; $3,210 - $5,513
Cost of Transvaginal Cervical Length Ultrasound: $88 - $234

Physician Cost of Antenatal Hospitalization: $308 - $513

$20K  §21K  $22K  §23K 24K 25K $26K  $27K
Expected Value PharmacoEconomics (2014) 32:467-478
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Luteal Phase Deficiency in Regularly Menstruating Women:
Prevalence and Overlap in ldentification Based on Clinical
and Biochemical Diagnostic Criteria

Abstract
CONTEXT: Although adequate luteal hormone production is essential for establishing pregnancy, luteal phase deficiency (LPD) is poorly

characterized among eumenorrheic women.

OBJECTIVE: We assessed the prevalence and overlap of two established LPD diagnostic criteria: short luteal phase duration less than10 days
(clinical LPD) and suboptimal luteal progesterone of & ng/mL or less (biochemical LFD) and their relationship with reproductive hormone
concentrations.

DESIGN, SETTING, AND PARTICIPANT S: We conducted a prospective study in western Mew York (2005-2007) following 259 women, aged 18-44
wears, for up to two menstrual cycles.

RESULTS5: Among ovulatory cycles with recorded cycle lengths (n = 463). there were 41 cycles (§.9%) with clinical LPD. 39 cycles (5.4%) with
biochemical LPD. and 20 cycles (4.3%) meeting both criteria. Recurrent clinical and biochemical LPD was observed in eight (3. 4%5) and five (2.1%)
women, respectively. Clinical and biochemical LPD were each associated with lower follicular estradiol {(both P = 001} and luteal estradiol (P = .03
and P = .02, respectively) after adjusting for age. race. and percentage body fat. Clinical. but not biochemical. LPD was associated with lower LH and

FSH across all phases of the cycle (P = 001}

CONCLUSIONS: Clinical and biochemical LPD were evident among regularly menstruating women. Estradiol was lower in LPD cycles under either

criterion, but LH and FSH were lower only in association with shortened luteal phase (ie. clinical LFPD), indicating that clinical and biochemical LFPD

may reflect different underlying mechanisms. ldentifying ovulation in combination with a well-timed luteal progesterone measurement may serve as a
cost-effective and specific tool for LPD assessment by clinicians and researchers.

B npocnekTMBHOM nccriegoBaHUM Y YCIIOBHO 300POBbIX XXeHLWUH (n=259) B Bo3pacTe
18-44 neTt c perynsipHbIMU MeHCTpyaribHbIMM LUKIaMu (N=463) ycTaHOBJIEHO, 4YTO B
16-18% wnmMeroTCA KNMHUYEeCcKue u/unu onoxummyeckme npusHakm HI®. NMposasneHus
HJ1® KoppenupoBano co CHMXeHueM 3cTpaauona Bo Bce da3bl umkna (p < 0,001).
KnuHnyeckmne npusHaku HJI®P koppenupoBanu ¢ 6onee HU3kumu ypoBHsMu JIIT un
PCI Bo Bcex cdazax umkna (p < 0,001).



Ounemma anarHocTuku HI1P

The clinical relevance of luteal phase
deficiency: a committee opinion

The Practice Committee of the American Society for Reproductive Medicine

American Society for Reproductive Medicine, Birmingham, Alabama

ARE THERE DIAGNOSTIC CRITERIA FOR
INADEQUATE LUTEAL FUNCTION?

Diagnostic tests are influenced by and based upon the
following physiologic observations:

2.

ha

Normal luteal phase length is relatively fixed at 12-
14 days.

Progesterone levels peak in non-pregnancy cycles 6 to
8 days after ovulation.

Progesterone is secreted in pulses.

The endometrial response is a reflection of the follicular
phase estrogen and the luteal phase estrogen and
progesterone.

Once implantation occurs, progesterone secretion by the
corpus luteum is dependent upon rising hCG levels.
Failure of hCG levels to increase directly causes corpus
luteum failure and a decline in progesterone levels (49).

UmeroTca n AnarHocTn4yeckue
onpepeneHusa HI1P?

1. CpeaHsAss NPOAOIMKUTENIbHOCTbL JKOTEMHOBOU da3bl
cocTaBnsieT Ha 12-14 pHewm;

2. [MnkoBble  YypPOBHM nporecrtepoHa B chnyvae
HeHacTynuBllen OepeMeHHOCTU AOCTUrarwTcAaA K 6-8 gHIo
rnocne oBynsauuu,

3. CeKkpeuus nporectepoHa xapakrepusyeTcsi NyfibCOBbIMMU
BOJIHAMM;

4. OTBEeT 3IHAOMETpUA B NOTeMHoBoM ¢ha3e AgocTuraeTcs
npwu COBMECTHOM CTUMYNAUNN 3CTPOreHoMm n
NpPorecTepoHOM,;

5. Mocne nmnnaHTauum cekpeuunsi nporectepoHa

XenTbIM TerioM 3aBUCUT OT NoBbiweHnsa ypoBHA XIMY;

6. CHmxeHue XI'Y HanpaMyro npuBoaUT K
CHUXXEHUIO CeKpeLuUn nporectepoHa XenTtbiMm

Kputepum ans

Termiom

Fertility and Sterility® YVol. 98, No. 5, November 2012 0015-0282
Copyright ©2012 American Society for Reproductive Medicine, Published by Elsevier Inc.



Ounemma gagunarHoctuku HI1®P

The Dilemmma of Diagnosing Luteal Phase Deficiency

The normal luteal phase length from ovulation to menses ranges from 11 to 17 days
aith most luteal phases lasting 12 to 14 days. One proposed diagnostic criteria for
_PD is a shortened luteal phase of less than 9 days.“® However, a short luteal phase
—an occur in up to 5% of healthy fertile women with no significant increase in short
uteal phase seen in the infertile population.®==°

HopmanbHasa nrotenHoBasa dasa anutca ot 11 go 17 AHewm,

oAHaKo nTeunHoBasa ¢pasa NpPoAOKUTENIbHOCTLIO KOpoye 9 AHen BCTpevyaeTcs Yy
5% 340pPOBbIX XXEHLLUH.

Serum progesterone levels can fluctuate 8-fold in a 90-minute period during the midluteal phase and range from 2.3 to 40.1 pg/mL during a 24-hour period
in the same healthy subject. It is suggested that the sensitivity and specificity of the test can be improved by evaluating pooled samples from three separate
blood draws in the midluteal phase. Other investigators have suggested a 24-hour or 48-hour urinary pregnanediolglucuronide level to minimize
progesterone fluctuations. Remarkably, despite the clearly established barriers to its use, isolated serum progesterone concentrationsare still used in the
published literature to define biochemical LPD.

"B cepegvHe nwTeMHOBOUM (ha3bl AMHAMUKA WU3MEHEHUSsI YPOBHA  MNporectepoHa B
CbIBOPOTKE KPOBU XapaKTepusyetca 8-KpaTHbIMU KoriebaHua B TedyeHne 90 MUHYT.
"B cBAA3M C 3TUM Lenecoobpa3Ho 3-X KpaTHOE U3MepeHue YpPOBHS NMporecTtepoHa B cpeauHe

noTenHoBon pa3bl UNM KaK anbTepHaTMBa onpegeneHne nperHaHauorna rnykopoHaTa B
CYTOYHOU MoOYe.

Obstet Gynecol Clin N Am 42 (2015) 135-151



Ounemma anarHocTuku HI1P

The clinical relevance of luteal phase
deficiency: a committee opinion

The Practice Committee of the American Society for Reproductive Medicine

American Society for Reproductive Medicine, Birmingham, Alabama

SUMMARY *»HITOD ABNAeTCH MHOrohakTOpHbIM

CUHOPOMOM;

e Abnormal luteal function may occur as the result of a
medical condition (e.g., elevated prolactin, abnormal < B HacTOS liee BpeMs OTCYTCTBYHT HaAeXHble
thyroid function), and infertile women should be investi-
gated for these disorders with appropriate treatment of U [JOCTOBEpPHbIe AWAarHOCTuU4YeCkKkue TeCTbl AnA
identified conditions. .

e No diagnostic test for luteal phase insufficiency has been onpeaeneHnda HenoctatTo4yHoCcT JNHOTENHOBOMU
proven reliable in a clinical setting. The roles of BBT, luteal
progesterone levels, endometrial biopsy, and other diag- Cba3b|
nostic studies have not been established, and performance 9,
of these tests cannot be recommended. “JltoTenHoBas NOAAcpxKa nocne npoleaypbl

e Luteal support after ART procedures with progesterone or BPT ¢ NnpPorecCTepoHoOM WunNu X' ynyJdiwiaeTt
hCG improves pregnancy outcomes, but hCG increases

the risk of OHSS. ucxoabl 6epemeHHoctn, Ho XI'Y yBenunuuBaeTt
PUCK pa3BUTUA CUHAPOMA rUNEepPCTUMYNALUN
ANYHUKOB

Fertility and Sterility® YVol. 98, No. 5, November 2012 0015-0282
Copyright ©2012 American Society for Reproductive Medicine, Published by Elsevier Inc.



ba3uncHble gedmnHnunmn

= CtumynupoBaHHbIin uukn BPT accouumpoBaH ¢ pgecgeKTHOU nrTenHoBoU hason
NpPaKkTU4YeCKU y BCeX NaLueHTOoK

Ubaldi F. et al. 1997, Mackon N.S. et al. 2000, Kolibianakis E.M. et al. 2000

= [Moppepxka noTenHoBon hasbl UCNONL3YETCA AON19 NOAAEPXKKM YCreWwHON nMniaHTaumu.

Maskon N.S., Fauser B.C. et al.

" NMopaepxka nwTenHoBon da3bl B nporpammax IKO - Heobxoaumoe ycnosue
HacTynJieHus GepemMeHHOoCTH, yunTbiBas cdopmupoBaHue onpeaeneHHOU
HenosIHOLUEeHHOCTHN NITEenHOBOM ha3bl.

Edwards R.G., Steptoe P.C., Br J Obstet Gynaecol, 1980; 87:737 - 56

" [[pon3BeaeHa oueHKa pas3fIMYHbIX MpenapaTtoB, TUMOB N ONIMTENbHOCTU NeYeHunss Ons
nogaepxku J10.

Kolibianakis E.M., Devroey P., et al., 2002
* HeT KOHCeHcyca no onTuMaribHom cxeme NPMMEHEHNA OaHHbIX NpenapaTos.

Fatemi H.M. et al. 2007, Aboulghar M. 2009, Hubayter Z.R., Muasher S.J. 2008



OcobeHHOCTU NOTEUHOBOMU (pa3bl B nporpammax BPT

«HeapgekBaTHbIN» POCT 3HOAOMETPUSA

[TosiBNeHue CeKpeTopHbIX U3MEHEeHUN B Ha4vare JfiloTeMHOBOMU (pa3bl
[pexpeBpeMeHHasa 3Kcnpeccuss peuenTopoB NporecrepoHa

CaBur okHa MMmniaHTaumm

3agepKkKa pa3BUTUS IHOOMETpUSA B cepeauHe noTenHoBow dasbl



OCo0eHHOCTb CTUMYNMPOBAHHOIO LMKIa — HeAoOCTaTOYHOCTDb
noTenHoBoun hasbl

" [lpexxgeBpeMeHHbIN NOTE0NN3, YKoOpovyeHne BTOPOU

dbasbl UMKna;

»HepgoctaTtodHass  cekpetopHasd  TpaHcdopmauus

9HOOMETPUS.



Ponb nporectepoHa B notenHoBylo dpasy

* [lporecTtepoH MHAOYLUUPYET CEeKPEeTOPHYK TpaHCopMaLUo SHOOMETPUS
B NIOTEMHOBYIO (paay;,

* [locne apgekBaTHOroO BO3OEUCTBUSA 3CTPOreHOB MPOreCTepoH Yynydllaer
PELENTUBHOCTb 9HOOMETPUS;

* PeuenTUBHOCTb 3HOOMETPUA - 3TO CaMOOrpaHU4YeHHbIM MNPOMEXYTOK
BPEMEHU B INOTEMHOBOU (Pa3e MEHCTpyanbHOro UuKna, B Xoge KOTOpOoro
anutenun  sHOomMmeTpua  obnagaetr  0coObiM  PYHKUMOHANbHBLIM U
TPaAH3NTOPHLIM CTaTyCOM, 3aBUCUMbIM OT CTEPOUOHbLIX TOPMOHOB ANYHUKA,
YTO NO3BONMSAET 61aCTOLUNCTE MPUKPENUTBLCS K S3HOOMETPMUIO.

Devroey P, Palermo G., Bourgain C. 1989, Aboulghar M., et al., 2009



Ponb nporectepoHa B noTeMHOBYIO cha3sy

» [lporectepoH obecrnedymMBaeT JOKanbHYK BasoauUnATauuvl W
paccriabrneHue rrnagkou MyckynaTtypbl MUOMETPUA MNYyTEM WUHOYKLUU
9HOOreHHOW CUHTETAa3bl B AgeunayanbHom oborouke.

Balletti C, de Ziegler D. 2005

= HeapekBaTHble COKpalleHUs MaTKu MOXET npuBOOUTb K
HaCTYMNNeHN0  JKTOMUYECKNX  OepemMeHHOCTel,  HeBblHalUMBaHUIO
bepeMeHHOoCT!, peTporpagHbIxX KPOBOTEYEHUN, AVCMeEHopewu,
9HOOMETPUO3Y.

Posaci C, Smitz J. Camus M., 2000



MpUYMHbI HEAOCTAaTOYHOCTU NKOTENMHOBOM (pa3bl BO BpeMs

CTUMYNSLUU CyNnepoByNALUN

* AcxogHbIn pedhuumt J1P;

» Cynpadguamonorndeckme ypoBHM rOPMOHOB (aHarnoru
[HP[) nopaBnsawT apgekBaTHy cekpeuuro JII.
Huskne ypoBHu JII' BbI3bIBAOT YKOopoyeHue J1O umnkna
N MOTYT HapyLwlaTb UMMaHTauuto;

* IHOYKUMA  MHOXECTBEHHOro pocta  JoOoSIMKYIoB
NpMBOAUT K TrUMNEepPacTporeHMn/ OTHOCUTENTLHOWU
rurnonporecTepoHeMmMm B pPaHHEUW NHOTENHOBOW
doase.

Jones 1996; Albano et al 1998;Tavaniotou et al 2000;
Fauser & Devroey 2003; Trinchard-Lugan et al 2002; Sherbahn 2013

Progesterone concentrations

Hyperstimulated cycle

Normal cycle

-

A

>

14 days
Luteal phase length
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MpUYMHbI HEAOCTAaTOYHOCTU NKOTENMHOBOM (pa3bl BO BpeMs
CTUMYNSLUU CyNnepoByNALUN

Hyperstimulated cycle

* BBepgeHne oBynATopHbIX A03 XI'Y B KkOHUe
co3peBaHu4 doonnukyna, noaaBnAaALWLEro
npoaykumio sHgoreHHoro JIIT (no  npuHUMny
obpaTHon cBA3N);

Normal cycle

Progesterone concentrations

= Acnupauus KrneTok rpaHynesbl! (Mpu NyHKLUK),
KOTOpble MOocre JoTeNHU3aunmn BblipabartbiBaloT

HEeJOCTaTOYHO MporecTtepoHa 14 daye
Luteal phase length

A

TRENDS in Endocrinology & Metabolism

Jones 1996; Albano et al 1998;Tavaniotou et al 2000;
Fauser & Devroey 2003; Trinchard-Lugan et al 2002; Sherbahn 2013
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OnckoopanHauua CTPYKTYPHbIX UBMEHEHUN 3HAOMETPUS Npw
rmnepcTUMMynsaumMm SUYHMKOB

Ovulation/ LH + 7

» Qocyte Recovery hCG + 7
R O A VT s Y I e N
vﬁia‘?-.-“";\“z‘ (S

Natural B¢ BYirs)]

Cycle

ART

Cycle

(Hum. Reprod., 2001; Trends Endocrinol. Metabol., 2004)



[TporecTtepoH-3aBNCUMan 3KCNpeccusi CenekTUHOB 3HAOMeTpuUs

Embryo—epithelium interactions during implantation at a glance
John D. Aplin* and Peter T. Ruane

Embryo attachment Formation of trophoblastic plate Onset of trophoblast invasion

Trophoblast differentiation

« Primary syncytiotrophoblast
cells form together with
populations of mononuclear
trophoblasts.

) Apoptotic luminal
epithelial cells

Primary syncytiotrophoblast

H Endometrial
| S } luminal epithelium

Attchment mechenisms JKcnpeccusa ceneKkTMHOB u
- fe— s VHTErPUHOB aHOOMETPMUS,
o e [ @ obecneunBatoLmx 3a

| i s 1, «3aAKkopuMBaHMe» WU  WHBa3uKo

* TpocpoakToaepmbl (HB-EGF, a,f,)

== Ha 5-6+ AeHb pa3sBUTUA IMOpMOHa

2| ABNSIETCSA nporecTepoH-

Integrin and N-terminal
accessory domain and
factor

sy | [omoss] [bnsng. 3aBUCUMbIM MNMpoLeccoM

Journal of Cell Science (2017) 130, 15-22

Mouse attachment mechanisms _

Tropmn

Fucosylated glycoproteins

Uterine lumenal epithelium



AMOPUOH VS JHAOMETPUMN

Endometrial function: facts, urban
legends, and an eye to the future

Diana Valbuena, M.D., Ph.D.,? Cecilia T. Valdes, M.D.,® and Carlos Simon, M.D., Ph.D.2-b<¢

2 lgenomix, Parc Cientific Valencia University, Valencia, Spain; ® Department of Obstetrics and Gynecology, Baylor College
of Medicine, Houston, Texas; “ Department of Obstetrics and Gynecology, Valencia University and INCLIVA, Valencia, Spain;
and 9 Department of Obstetrics and Gynecology, Stanford University, Stanford, California

The embryo alone, though very important, is not sufficient to explain successful or failed implantation. Human embryonic implantation
is less efficient than in nonmenstruating species. The main difference lies in the decidual control of early implantation events and the

subsequent course of pregnancy versus embryo control in nonmenstruating species. In this article, we introduce the facts behind the low

efficiency of this crucial process, address urban legends routinely considered without high clinical quality evidence, and provide a
vision of how the endometrial field will develop in the near future.

« TONbKO Ka4yecTBO 3MOPMOHA, XOTA 3TO U ABJIAETCA OYeHb BaXXHbIM chaKToOpom,
HeO4OCTaTOYHO AN OOBbACHEeHUA YCMewHOU WU HeyAadyHOUu WMMMNaHTauuum.
AMOpUOHanbHaaA UMNNaHTauuMa JerioBeka MeHee 3dpcdekTMBHA, Yem Yy
HeMeHCcTpywwmux BuaoB. OCHOBHOE pasnunyMe 3akKkn4vyaeTcsa B peumpayaribHoO
3aBUCUMbIX (paKTopax paHHeM cTaguv UMMNMaHTauuM U nocriegyrolero pasBuTuUs

OepeMeHHOCTM B CpPaBHEHMU C TONbKO 3MOpUOHanNbHbIMM dhakTopaMn Yy
HEeMEeHCTPYILUUX BUOOB... »

Fertility and Sterility® Vol. 2017



UmmyHoMopaynupyrowme adhdeKkTbl nporectepoHa

Progesterone-based compounds affect immune
responses and susceptibility to infections at
diverse mucosal sites

Olivia J Hall' and Sabra L Klein'

NPOrecTepoH + 3CTPOreH =

ng/ml)

(

Progesterone

XXeHCcKoun chmsmnonorum

«UHb+AHb»
407 Female menstrual
] cycle
E 20
409 — women %EE'
359 — Men EE:
30 - B
Reproductive * 5
25 age 8
50 - (see menstrual cycle
and pregnancy inserts) 200 Pregnan
15 | _ 180+ g <
E ]
10 - o]
2 100
5 5 oo
w90
[} . % ;g:
Puberty Menopause *

Mucosal Immunology volume10, pp. 1097-1107 (2017)



UmmyHoMopaynupyrowme adhdeKkTbl nporectepoHa

Progesterone-based compounds affect immune
responses and susceptibility to infections at
diverse mucosal sites

Olivia J Hall' and Sabra L Klein'

Table 2[ The effects of progestins on immune respnnses]

Immune response Progestin Species Qutcome \ References
TLR activity P4, LNG H M | TLR3, | TLR4, | TLR7, | TLR9 33,35,44,108
Type | IFNs P4, MPA | IFN-B 2629
NF-xB signaling pathway P4 Pathway inhibited 82:34,37
| COX-2
Macrophages P4, LNG } INOS, | NO A8
T Fizz-1, T ¥Ym-1
Dendritic cells P4 | CD40, | CD80, | CD86 24,40, 107
| TNF-a, | IL-6, | IL-12, | IL-1P
T IL-10, 1 IL-8
1 CD11c
NK cels P4 H 1 IFN-y a7
1 Apoptosis (caspase-dependent)
Eosinophils MPA M t Numbers o9
Pro-inflalmmatory cytokines P4, MPA, DNG, NETA, LNG H, M R L TNF-a, | IFN-y, | IL-12, | IL-B 35,$8,39,46,50,56
Anti-inflammatory cytokines P4, MPA H M, P T IL-4, T IL-5, T TGF-B, T 1I-13, = IL-10 40{8,51,52 54,109
Chemokines P4 M 1 MIP-2, | MCP-1 o
Ch4+ Tht P4 . R | Development 2950
CD4 + Th2 P4 M 1 Development 40,4950
T IL-4, T IL-5, 1 IL-13, T IL-27
L IFN-y
Tregs P4 1 Percentages 53,54
B cells P4 | CDBO and CD86 Expression 557,111

| Proliferation

Abbreviations: AlD, activation-induced cytidine deaminase; COX-2, cyclooxygenase 2; DNG, dienogest; H, human; iNOS, indudble nitric oxide synthase; M, mouse; MPA,
medroxy progesterone acetate; NETA, noresthisterone acetate; NO. nitric oxide: B primate; P4, progesterone; R, rat; TLR, tol-like receptor.

nporectepoH obnapaetr
LULMPOKUM CNEKTPOM
UMMYHOMOAYNPYIOLNX
peakuumn, peanusyemMbix
yepes KNeTKm MUMMYHHOM
CUCTEMbI

Mucosal Immunology volume10, pp. 1097-1107 (2017)



UmmyHoMopaynupyrowme adhdeKkTbl nporectepoHa

Progesterone-based compounds affect immune
responses and susceptibility to infections at
diverse mucosal sites

Olivia J Hall' and Sabra L Klein'

Pathogens and P t
PAMPS rogesterone

OCHOBHOW  KYMYRNATUBHbLIN  3ppeKT

nporectepoHa U Apyrux rnporectareHoB

Y

%

Proteins and
growth factors

3aKrnr4yaeTcH B nx CUCTEMHOM

npoTtnBoBocCcnannTesibHOM AEeUCTBUMU

» Inflammation

Pro-inflammatory o
cytokines O

Mucosal Immunology volume10, pp. 1097-1107 (2017)



Nopgaoepxka nrotenHoBou hasbli

* MMKPOHN3NPOBaHHbLIN MPOrecTepoH
= XI'Y

* [lpenapaTtbl 3CTPOreHoB



[NporectepoH. MeTa-aHanus

Pritts E, Atwood AK,2002

van der Linden M., 2011 Cochrane

van der Linden M, 2015 Cochrane

30 PKW. adpbdbekTnBHOCTb npoTokonoB QKO npu HazHa4veHumn
npenapaToB nporectepoHa (MMKPOHU3NPOBAHHOIO,
NHTPaBarMHanbHO), BHYTPUMbILLEYHbIX UHBEKLUA MAaCAHOIo
pacteopa) n XI'T aBnsieTca conocraBMmMou

69 PKW, 16 327 nauneHToK. NpumeHeHMe nporectepoHa
noBbillaeT adhdekTnBHOCTL npoTokorioB KO, a cnocob ero
«J0CTaBKN» (MHTpaBarMHanbHbIN, NepopanbHbIN,
BHTYTPMUMbILLEYHBLIN), TUN Npenaparta u gobasneHne 3CTPOreHoB
He OKa3blBaloT BIUAHUA HA OaHHbIXN NoKa3aTtesb

94 PKW (26 198 naumneHToK).
PaBHO3(pdekTUBHbBI cNocoObl AoCcTaBKku nNporectepoHa. X4 B
PYTUHHOW NpaKkTuke ns-3a puckos CI'A He pekomeHOBaH



NMoapepxka JI® B npotokonax BPT: meTta-aHanus

+ N Cochrane
s Library

Cochrane Database of Systematic Reviews

Luteal phase support for assisted reproduction cycles

(Review)

van der Linden M, Buckingham K, Farquhar C, Kremer JAM, Metwally M

van der Linden M, Buckingham K, Farquhar C, Kremer JAM, Metwally M.
Luteal phase support for assisted reproduction cycles.
Cochrane Database of Systematic Reviews 2015, Issue 7. Art. No.: CD009154.



NMoapepxka JI® B npotokonax BPT: meTta-aHanus

Study characteristics

We found 94 randomised controlled trials comparing different luteal phase support regimens in a total of 26,198 women. Our primary
outcome was live birth or ongoing pregnancy. Other outcomes were clinical pregnancy, ovarian hyperstimulation syndrome (OHSS),
miscarriage and multiple pregnancy. The evidence is current to August 2015.

Key results

Progesterone during the luteal phase is associated with higher rates of live birth or ongoing pregnancy than placebo. There is no
conclusive evidence that hCG is more effective than placebo or no treatment. The addition of GnRHa to progesterone appears to improve
outcomes. hCG may increase the risk of OHSS compared to placebo. Moreover hCG, with or without progesterone, is associated with
higher rates of OHSS than progesterone alone. Neither the addition of oestrogen nor the route of progesterone administration appears
to be associated with an improvement in outcomes.

MeTta-aHanmis 96 paHOOMMU3UPOBAHHLIX KOHTPONUPYEMbIX
uccrnegoBaHuU, npoaHanusnpoBaHHbIX K aBrycty 2015 ropaa,
ooLen eMKOCTbHO 26198 XeHWKMH NnpoaAeMOHCTpUpoBan

van der Linden M, Buckingham K, Farquhar C, Kremer JAM, Metwally M.
Luteal phase support for assisted reproduction cycles.
Cochrane Database of Systematic Reviews 2015, Issue 7. Art. No.: CD009154.



NMNoapnepxaHue J1P B npotokonax BPT: meta-aHanus

(- Cochrane
y/g# Library

Cochrane Database of Systematic Reviews

"Mopaepxka JI® nporectepoHOM KoppenupyeT ¢ 6onee BbICOKUMMU
nokKkasatensiMm Mo KONMMNYeCTBY HOBOPOXAOEHHbLIX WUNU YPOBHIO
nporpeccupyroLmnx depeMmeHHOCTEM B CpaBHEHUM C nnauebo

(Ol - 1.76, 95% AU 1.08 - 2.86.)

*YoeouTenbHbIX paHHbIX 3a TO, 4YTOo npumeHeHune XIY pgnsa
nopgaepxaHma J1® asnaetrca bonee 3dpdgekTUBHbIM, YyeM nnauebo
U OTCYTCTBUEM Tepanuu, HeT.

van der Linden M, Buckingham K, Farquhar C, Kremer JAM, Metwally M.

Luteal phase support for assisted reproduction cycles.
Cochrane Database of Systematic Reviews 2015, Issue 7. Art. No.: CD009154.



AcTporeHbl. MeTa-aHanu3 no f06aBNeHN0 3CTPOreHoOB

MeTta-aHanu3 10 PK. PaBHas acpchpekTMBHOCTL

Gelbaya u coasrt., 2008 .

L ee n coaBT. MeTta-aHanmn3 9 PKU. PaBHas ah(hpeKTUBHOCTb

MeTta-aHann3 Cochrane 9 PK/. PaBHasa acpchekTMBHOCTDL

Van der Linden u coasT.2010 (aHanu3 noarpynn: nosbiweHne YHB npu gobasneHun

TpaHcAepM. 3CTPOreHoB)

MeTa-aHanuns 11 PKW. YHbB Bbliwwe npwn
aobaBneHnn acTporeHoB , Ho paBHast YPXKI1.

Zhang n coasrt. 2015

Meta-aHann3 Cochrane 94 PK/. PaBHas acpcheKTUBHOCTD.
MeHbLUas YacToTa KpOBSAHUCTbIX BblAENTEHUMN.

Linden n coaBT.2015




JCTPOreHbI
PaHooMu3npoBaHHbIe NPOCNEeKTUBHbIE uccrieaoBaHus, cpaBsHuBawowmx P4 um E2 c P4.

Trials Luteal support Conclusion

Higher pregnancy rate with (E, +
Farhi (2000) E,+IMP,vs.IMP, IM P,) in women on long GnRH-
agonist protocol

Lukaszuk (2005) E, + vaginal P, vs. vaginal P, 19Ner pregnancy rate with £ +
vaginal P,
Smitz (1993); Lewin (1994);

Tay (2003) E,+IMP,vs.IMP, No differences in pregnancy rates

Linden, Cochrane Syst Rev, 2015

[Moarpynnosown aHanuna Gizzo n coaBTt 2015:
[ToTeHumManbHble NpenmyLlecTsa npn E2<5 Hmone/n , M-0x0<10 mm, Bo3pacT > 35 ner.

B P® u3-za oTcytcTBMA nokKasaHuu no nopapepxke JI® B UHCTPYKUUM K ICTpoOreHam
Ha3Ha4yeHue ux pernameHTupyetca Pesonouumen coseta PAPY 2015 ropa : «CoBet
JKCNepToB peKkoMeHAayeT ¢ nognucaHuemMm MHoOpMMpoBaHHOIo cornacusa npoaonkaTb
Tepanuio 3CTporeHamMu B Te4EHUU NEepPBOro TpuMmecTpa 6epeMeHHOCTU NPU OTCYTCTBUMN
COOCTBEHHOro Xentoro Tena ero GpyHKUMOHaNbHON HEAOCTAaTOYHOCTU UMK rUnonnasnn
3HOoOMeTpUA» .



NMoapnepxka nrotenHoBoun hasbl. BbiBoAbl.

* [IiporecTepoH AOMMKeH ObITb 00A3aTeribHbIM KOMMNOHEHTOM

Tepanuu pAna nogaepXku noTtenHoBon da3bl nocne

CTUMyNAUNN OBYINALUU

* He ucnonb3oBaTb B PyTUHHOU MNpakTuke npenapartbl XY
Ana nognepXku nrotenHoBou ¢a3bl nocne IKO ums-3a
NOBbILIEHHOW BEPOATHOCTMU pa3BUTUA cUHgpoma

rmnepcTrmmynaumm AN4YHNKOB



OnutenbHOCTbL NoaaepPXKU NMITEeMHOBOU ha3bl

BonbLUMHCTBO CcneyuannucTtoB B MUPE PEKOMEHOYET MNPOBOAUTb NHOTEUMHOBYHO
nogaepxky nocne 9KO go 8-10-12 Heaenb bepeMeHHOCTH

Mepegaya nporeTepoHMHTEMPYIOWER BYHKUMK OT XKEATOrO Tea NiaueHTe

[locne 12-n Heaoenu

nporecTtareHbl npoaomkarT - aena
BBOOAUTL ANsl  NpodunakTukm “‘

npexaeBpeMeHHbIX POLOOB : Hemoe rero

n/vnn npn yrpose npepbiBaHUSA g

bepemMeHHOoCTMH.

b 8

Henenw recrauuu

Cxema 13 meTogm4eckoro nocobusa «lecrareHsbl Y XeHLWMH pa3Horo so3pacrta. [lokasaTenbHble gaHHblE U KAMHMYECKMn onbIT» Status Praesens



OnutenbHOCTb NoaaepPXKU NIOTeMHOBOU ha3bl ?7?77?

Role of gonadotropin-releasing
hormone agonists, human chorionic

gonadotropin (hCG), progesterone, and
estrogen In luteal phase support after
hCG triggering, and when in pregnancy

hormonal support can be stopped

Dominique de Ziegler, M.D.,? Paul Pirtea, M.D.,? Claus Yding Andersen, M.Sc., D.M.Sc.,?
and Jean Marc Ayoubi, M.D.?

When Can LPS Be Stopped?

It has been common practice to pursue LPS until approxi-
mately the 10th week of pregnancy, when the luteoplacental
shift is ascertained. Beyond that time, CL function is not
necessary to the development of pregnancy—as shown by
ovariectomy data (63, 64)—even if hormones such as relaxin

HecmoTps Ha NnocTynupoBaHHoOe
npeKkpaweHme noanepXkKn nNOTEUHOBOM
¢da3bl nocne 10-n Hepmenu recrauum,

are still produced by the CL (65). Experience from n ponOH r pOBaHHblﬁ pe)KM M
pregnancy developing in women whose ovaries are absent
or blocked in donor-egg ART confirms that there is no need n p“ MeHeHUsA BarMHaANbHOIO
to pursue LPS any longer. On the contrary, there is mounting
evidence that in regular ART, LPS can be discontinued earlier n poreCTQPOHa cn OCO6eH OKa3aTb
than the 10th week of pregnancy. In a prospective RCT,
Aboulghar et al. unequivocally showed that LPS can be nononHMTeanble NOJIOXKUTEJIbHbIE

stopped at the time of the first ultrasound performed 2-
3 weeks after the positive pregnancy test (66). Furthermore,

adpheKTnbl...

Fertility and Sterility® Vol. 109, No. 5, May 2018



OnuTenbHOCTbL NoAAEepPXKU NIOTEeMHOBOU da3bl

= MJ1® HaumHaeTca ¢ 1-ro AHA nocrne 3abopa oouuTa U nNpoaoKaeTcs

15 AHen 4O MOMEHTa NonoXxutenbHOro tecta Ha XIN'Y.
Schmidt K.L., Ziebe S., Popovic B. et al., 2001, Nyboe A.A. , Popovic-Todorovic B., Schmidt K.L 2002

= CpegHAs ONUTENBbLHOCTb MPUMEHEeHUS BarnHanbHOro nporecTtepoHa

oOGpaTHO nponopuuoHaribHa pUCKy notepm 6epemMeHHOCTM.

Proctor A., Hurst B.S., Marshburn P.B. et al., 2006, Aboulghar M.A., Amin Y.M., Al-Inany H.G. et al.,
2008



I’:l,OrIOﬂHI/ITeanaFI NnoJyib3a oT NpuMeHeHnA BarmHasfibHoOro
nporecrepoHa B npoTtokonax BPT
Systematic review of the clinical efficacy of vaginal

progesterone for luteal phase support in assisted

reproductive technology cycles
Tim Child >**, Saoirse A Leonard ¢, Jennifer S Evans ¢, Amir Lass °

LPS day 3 efter OR [
Williams et Clinical
al. 20017 Pregnancy Rate

LPS day 6 after OR [

«B HacTosillee BpeMs NpU NPUMEHeHUwU

| | | BarmHarnbHOro nporecTepoHa HeT YeTKomn
L rpaHn Mexay nopaepXKou NTEUHOBOW

B o D0 | | ¢asbl n  pononHuTenbHoM nonb3on,

| | NPosIBNSIOWENCA npexae Bcero B

| CHMXXEHUM pUCKa npexaeBpeMeHHbIX

I POOOBY

Epp— |
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Weeks of Gestation Reproductive BioMedicine Online (2018),



Genetic Associations with Gestational
Duration and Spontaneous Preterm Birth

G. Zhang, B. Feenstra, J. Bacelis, X. Liu, L.M. Muglia, J. Juodakis, D.E. Miller,

[1pocnekTBHOE reHeTu4eckoe TectnupoBsaHue 43 568 XXeHLINH eBPOnencKkoro

npouncxoxaeHus B Havarne rectauum (1000 Genomes Project)
reHbI, daccoumMmmnpoBaHHblie C BbICOKUM PUCKOM
npexagespemMeHHbLIX poaoB

NeH ADCY5 (ageHunatumknasa 5-ro tuna) paHee accoummpoBarncsi ¢ HU3KOW
Maccomn Tena npu poXxaeHun,

N’eH RAP2C paHee accouumpoBarnca C PUCKOM MpexaeBpeEMEHHbIX POaOB B
nccnegoBaHNAX CKaHOMHABCKNUX aBTOPOB.

f’eH WNT4 y4yacTtByeT B Jeuumayanumsauyum 3HOOMETPUL, UMMNMaHTauuuM W
yCTaHOBMNeHNns1 OepeMeHHOCTN, €ro pofb YCTaHOBMEHa Npu aHoManusx
MIOS1SIEPOBCKOIO KaHarna, nepBu4yHON aMeHopee 1 runepaHgporeHun.

l’eH EBF1 paHee accouumpoBancss ¢ TOMWWHOW WHTUMaA-mMegmna COHHOW
apTepun 1 NoBbILLEHHBbIM apTepuaribHbIM OaBleHUneM.

f’eH AGTR2 (peuentop aHrmoteHamHa |l Tuna 2) KOHTponupyet
remaTtonsiaueHTapHbIN KPOBOTOK.

f’eH EEFSec (daktop anoHraumm TPHK, oTBevawwen 3a CUHTES
ceneHounctenHa) obecnevunBaeT Metabonmam ceneHa.

N Engl ] Med 2017;377:1156-67.



Progesterone and preterm birth prevention: translating ~:k\
clinical trials data into clinical practice L=

Society for Maternal-Fetal Medicine Publications Committee, with the assistance of Vincenzo Berghella, MD

MexaHn3m oencrBus nporeCTepOHa

CHMKeHMe I3KcrpeccuuM TreHOB peLenTopoB

Proposed mechanisms of action reported

for progestogens to prevent preterm birth®'” OKCUTOLIMHAa
Stimulate transcription of ZEB1 and ZEB2, which inhibit connexin 43 (gap-junction protein " CHM)KeHMe CUHTe3a I'IpOCTa r.l'laHp,VlHOB
that helps synchronize contractl acfivit) and oxylocin-receptor gene = M3mMeHeHMe COOTHOLIEHMA U30¢hopM peLenTopoB
Decrease prostaglandin synthesis, infection-mediated cytokine production (antiinflammatory
efects by fetal membranes/placenta K nporectepoHy (PR-A/PR-B)
Changes in PR-A and PR-B expression (decreased PR-A/PR-B ratio keeps uterus quiescent) = TokonuTuyeckoe neucTeue
Membrane-bound PR in myometrium I R = [pensitTcTBMe gerpagauum 3KCTpauenonsapHoro
PRs, when stimulated by progesterone, help selected gene promotion, or prevent binding of o
e — MaTPUKCa LUEUKN MAaTKU
Interfere with cortisol-mediated regulation of placental gene expression = CHuXeHue CUHTEe3a npoBoOCNannUTeNbHbIX
Nongenomic pathways UTOKUHOB
Reduce cervical stromal degradation in cervix y -
Alter barrier to ascending inflammation/infection in cervix - yc”neHMe 6apbepr|X CBOUCTB KOMnapTMeHTHOB
Reduce contraction frequency in myometrium YPOreHMTanbHOro TpakTa Ha nyTu BocXxoAsluel
Attenuate response to hemorrhage/inflammation in decidua UH(eKkuun
i::er:sttrlog ezsy"thes'sc'j”Ie;aI:echra”es’Fpl BB * YcuneHue CUHTe3a 3CTPOreHOoB B MialeHTe

er fetal endocrine-mediated effects o
PR, progesterone recaptor; ZEB1, zinc finger E-box binding homeobox protsin 1; ZE82, zinc finger E-box binding homeobox " Koppe KUuunsa SHAOKPUHHOIo Bo3AeENCTBUA Ha nion

protein 2.

= HereHOMHbIe aheKTbl

SMFM. Progesterone and preterm birth prevention. Am | Obstet Gynecol 2012.

American Journal of Obstetrics & Gynecology MAY 2012



«AHTUpemopgenupyroLwmnn acpcdekT» nporectepoHa

Cervical Makpodar/ moHOUUT
stroma
€
T2
S®
§.§ C5aR MNMporectepoH
° @ : MMP-9 1
Collagen degradation
‘ Cervix remodeling
C3b 1
Complement
activation " 1 cervical
C3a distensibility
C3 . /
PRETERM
DELIVERY
Jlnnononuncaxapug, (Hanp.,
H6aKTepmnanbHbIin)

lNMporectepoH Onokupyetr nosBbiweHue npoaykuuun MMI1-9, 4To

npensaTCTBYeT pemMoaernMpoBaHUIO U CNOCOOCTBYEeT COXpPaHEeHUro
3anupaTtenbHON PYHKLUMUN LLENKN MATKN

Gonzalez JM et al. Complement Activation Triggers Metalloproteinases Release Inducing Cervical Remodeling and Preterm Birth in Mice. AJP August 2011, Vol. 179, No. 2



[lporecTepoH CHUXaeT KOHTPAKTUINbHOCTb
MUOMeTpPUA

Hours

Remzi Gokdeniz, Ali Ovayolu, Robert E.Garfield. Progesterone Inhibits Human Myometrial Contractions by its Action on Membrane Receptors. Cukurova
Medical Journal. 2013; 38 (1):92-102.



«yTb BBegeHus» npu nogaepxke NOTeMHOBOU has3bl

w )

100 46% 0.5% 1 0.5% 0.0% 100.0%
_______ I

80 77.0%

T T T T

Vaginal ICombination IM Oral Other hCG Total
progesterone of the drugs progesterone; progesterone
mentioned b s o
above

Vaisbuch et al. Reprod BioMedicine Online 25: 139-145, 2012



BceMupHoe npocnekTuBHOE MHTEPHET - uccrnegoBaHue
«Luteal-phase support in assisted reproduction treatment: real-life
practices reported worldwide by an updated website-based survey»

Table 1 Total number of IVF units and cycles/year by

No. of cycles

No. of units

continent.

Continent

USA and Canada 26,200
Central and South America 13,300
Australia and New Zealand 17,900
Asia 63,300
Europe 150,700
Africa 13,200
Total 284,600

52
46
14
89
185
22

408

Vaisbuch E et al. Reprod BioMedicine Online 2014.



«MyTb BBeaeHusi» npu noaaepxke NOTEMHOBOW ¢hasbl
BceMmupHoe npocneKTMBHOE UHTEPHET - uccriegoBaHue

100 - e 1 [ T s 1- ---:p-__o.s% """
80 ! : !
SR E | | |
w 1 1 1
@ - ! : :
(&) 1 ! 1 1
> 1 ! 1 1
(&) 1 : 1 1
ag‘ i ! : :
S5 40 1! | | |
@ | | | |
20 {1 E : |
0 . : T T : T T T El iI T
. Vaginal Vaginal Vaginal Ei.m. Progestrone HCG Oral ! Vaginal ' HCG andother Total
. cream/gel capsule progesterone: Progesterone | progesterone type of
| andim. ' and oral ' progesterone
| progesteronei ' progesterone !

_____________________________________

Vaisbuch et al. Reprod BioMedicine Online 25: 139-145, 2014



BceMupHoe npocnekTuBHOe UHTEPHEeT — nccnegoBaHue

Question
How long so you continue progesterone sepplementation of the patient concieved?

%
100 -

100%

80 -

60 -

40 -

Until pregnancy  Until the presence Total
isconfirmedin  of a fetal heartbeat
a blood or urine
test (week 4) or
14 days after

Until gestational Until gestational
week 8-10 week 12 or later

«AnNnTenbHOCTb NPUMEHEHUA» Npu nogaepxKKe NMITeMHOBOM (pa3bl - B OONbLIMHCTBE
crniyyaeB Ao 8-12 Hegenu 6epemMeHHOCTHU

Vaisbuch et al. Reprod BioMedicine Online 25: 139-145, 2014



Oowuun TpeHa nogaepXKu noTenHoson hasbl B
npotokonax BPT (2012 vs 2009)

Current survey Previous survey
(June 2012) (September 2009)
Cycles per year 284,600 51,155
< Vaginal progesterone only 77 64
i.m. progesterone only 6} 13
Oral progesterone only 0.5 2
Combined drugs 17 16

< Duration of LPS beyond 8 weeks of gestation

Values are n orb.

HCG = human chorionic gonadotrophin; LPS = luteal-phase supplementation.
AUntil 8—10 weeks of gestation (44%) or up to 12 weeks or more (28%).
"Until 10—12 weeks of gestation.

Vaisbuch E et al Reprod BioMedicine Online 2014



CpaBHeHVIe CbIBOPOTOYHbLIX U TKaHEeBbIX KOHLIeHTpaLIMVI nporectepoHa
noclie BarnHalqibHOro " BHyTpuMbIille4vyHOro eBeieHunA

YcroHuMBLIe CHIBOPOTOYHLIE H TRaHeBbIe
HOHILeHTpalMH nporecrepona (P4)

[Iporecmepon Tranesou P4
CHIBOPOMEL (HT/MA) (HI/mT BeAka >HAOMEINPUS)
Fis
A
60 12
50 10 @ BaruHaabHO P4
. m TIs/m P4
5 1 KOHMPOAD
20
20
by 2
D -_
BarvHanbHbIl  g/v BarvHanbHbli g/

Miles RA, Paulson RJ, Lobo RA, et al. Pharmacokinetics and endometrial tissue levels of progesterone after administration by intramuscular and vaginal routes:
a comparative study. Fertil Steril. 1994;62:485-490.



[lporecTepoH n penpoayKUUs

ACTA Obstetricia et Gynecologica ¥’ Scandinavica

Clinical roles and applications of progesterone in
reproductive medicine: an overview

MARCO FILICORI*

Reproductive Medicine Unit, GynePro Medical Group, Bologna, Italy

Mean serum progesterone levels
following oocyte retrieval
{Non-Pregnant Patients)

o He;l{:ﬂ,‘m —4— Vaginal progesterone, endometrin CDap MaKOOAMHaAMUKaA BarMHalnibHOrIo

A Intramuscular progesterone

z
B s MWUKPOHU3NPOBaAHHOIO nporectepoHa
2 e wemn days AOCTOBEPHO oTnuyaeTcs oT
E 60.00 4 Mean days Mean days Mean days Mean days Mean days
A 384 9410 1812 13814 1518 BHYTPUMbIWEYHOIo NnyTn BBeaAeHUA
=
J'E_'.' 40,00 4
%
2 2000
o
= Statistically Significant p < 05
0.00

Day following oocyte retrieval

Acta Obstetridia et Gynecologica Scandinavica 94 (2015) 3-7



Serum P4

Ona noapnepxku J1® 3apernctpmpoBaH MUKPOHU3NPOBAHHbLIN
nporectepoH (FDA, NICE Ha Tepputopumn POD)

MepopanbHbIN NPUEeM MUKPOHU3UPOBAHHOIO NporecTepoHa He pauuoHaneH

BaruHanobHO (renb n Kancynbl) —LlerieHanpaBrieHHasd AOCTaBKa nporecrepoHa
B OpraH-MulleHb

BHYTPUMbILWLEYHO. BbICOKME KOHUEHTPauuu B KPOBU U HEBbICOKUE B
3HOOMETpPUM ; 6one3HeHHble UHbEKUUN, abcuecchbl.

16 80—
% Vag — true ~o— IM (50 bid)
14 <>~ Vag-RIA 70 IM 0~ Oral (100 tid)
m A=< —4— Vaginal (100 tid)

Oral — true /;\\ 0
2 I NS
ie Oral - RIA &0 / " e
50— / R \ Route  >2daysout Exactly
L A & of phase in phase
< A

40J Oral 100% (16/16) 0% (0/16)

M 6% (2/31) 19% (6/31)

Serum P level

30
Vaginal 0% (0/28) 36% (10/26)

20

Vaginal
10— g
; Oral ﬂ 3 =
! 0 T T =] T = T =0 o - =
24 36 48 60 0 4 8 12 16 20 24
Crinone 90 mg vaginally vs Prometrium 100 mg orally Hours

Gardner Textbook of ART, 3 Ed., 2009



BarnHanbHbIN nporecTepoH

* Bbicokaa adodpeKTUBHOCTb

= OPPEKT NEPBNYHOIO NPOXOXKAEHUA Yepes MaTKy

* Bbi3biBaeT bonee pun3nornornyHyo TpaHcgopmauuto
9HOOMETPUA



AP PeKTMBHOCTbL BarnHaribHOro nporectepoHa

Vaginal progesterone and the vaginal first-pass effect

Climacteric
M. P. Warren

Department of Endocrinology, Columbia University Medical Center, New York, NY, USA

CEE IMSP O

ABSTRACT
Vaginal progesterone is an effective alternative to systemic administration by oral or intramuscular use.

The first-pass effect is reviewed, as are the most common uses for this route of delivery. This includes
use in hormone replacement therapy, luteal support particularly in assisted reproduction, and avoid-
ance of side-effects of oral progestins and progesterone. Vaginal progesterone represents a unique
therapeutic solution to a number of clinical problems.

BaruHanbHbIW NporecTepoH ABNSAETCA YHUKaNbHbIM TepaneBTUYEeCKMM pelleHnem
npo6nemMbl yBenu4YeHUst 6MOOOCTYNMHOCTU — OTCyTCTBUA 3ddeKkTa «nepBUYHOro

NPOXOXAEHNA» Yepes NnevyeHsb;

BarnHanbHbIN nporecTepoH ABnseTcA acdhdekTUBHOMN anbTepHaTUBOM

nepopajiibHOMY UIMN BHYTPpUMbILLEYHOMY CUCTEMHOMY BBeA4E€HUIO.

Taylor & Francis CLIMACTERIC, 2018
Taylor & Francis Group



Micronized progesterone pretreatment affects the inflammatory

response of human gestational tissues and the cervix to

lipopolysaccharide stimulation
Tai-Ho Hung, MD, PhD *"” ™! Szu-Fu Chen, MD, PhD ¢, Chung-Pu Wu, PhD ¢,

Meng-Jen Li, MS ?, Yi-Lin Yeh, MS °, T'sang-T'ang Hsieh, MD * "'

Effects of micronized progesterone pretreatment on lipopolysaccharide-induced cytokine and chemokine production and secretion in cervical explants.

Vehicle control uG LPS UG + LPS
Tissue homogenates
TNF-o 4.1 (26-55) 4.1 (2.3-4.7) 3.4(2.7-9.2) 8.9 (3.8-11.9)
GM-CSF 0.6 (0.1-09) 08 (0.2-1.7) 41(2.7-9.8) 6.2 (3.8-12.2)
MCP-1 145.7 (58.5-199.8) 154.4 (111.3-208.6) 2659 (2124-374.8) 368.3 (193.9-4609)"
IL-1B 3.5(15-44) 4.1(3.3-43) 4,0 (3.6-4.3) 41 (3.9-4.6)"
IL-4 0.4 (0.1-07) 04 (0.1-0.5) 0.4 (0.1-0.7) 0.4 (0.1-0.5)
IL-6 2.7 (25-28) 26 (24-3.0) 3.0 (2.7-3.1) 2.7 (24-2.9)
IL-8 286 (25.8-30.6) 28.8 (26.3-31.1) 29.7 (26.6-30.5) 29.9 (27.7-30.1)
IL-10 159 (11.6-19.6) 11.5 (6.7-15.8) 16.6 (11.6-21.3) 12.7 (6.1-28.5)
IL-13 127.8 (75.6-284.7) 405.7 (82.8—627.2)° 246.8 (1369-588.6) 256.2 (153.0-3112)
INF-y 102.5 (71.1-163.0) 75.1 (53.7-106.7) 76.1 (59.7—118.1) 53.4 (350-77.2)
Culture media
TNF-o 3.8(28-50) 45 (3.3-54) 5.2 (34-125) 7.7 (4.7-134)
GM-CSF 2.5 (0.8—35) 13 (0.5-53) 21.7 (10.0-32.1) 27.2 (202-356)¢
MCP-1 989 (55.9-161.7) 152.5 (92.4—-179.9) 251.6 (1273-619.4) 596.2 (84.4—827.4)*
IL-1B 0.9 (02-26) 2.8 (0.6-34) 3.2(2.9-3.5)* 3.1 (3.0*3.8)"
IL-4 0.1 (0.1-08) 04 (0.1-0.7) 0.1(0.1-0.7) 0.1 (0.1-0.5)
IL-6 2.4(22-25) 26 (24-2.7) 2.6(2.5-2.7) 25 (24-2.6)
IL-8 255 (24.3-26.5) 25.6 (24.4-26.8) 25.9(24.8-26.2) 26.5 (24.7-27.0)
IL-10 8.5 (0.75-13.3) 2.7 (0.1-14.6) 3.4 (0.4-7.0) 41(03-11.1)
IL-13 70.5 (65.8-89.7) 71.8(70.2-77.8) 72.6 (70.9-277.8) 91.4 (702-208.5)
INF-y 93.7 (32.7-125.9) 89.3 (56.5-158.8) 111.7 (29.0-1354) 123.6 (68.6—176.7)

MWKpOHU3NPOBaAHHbLIN NPOrecTepoH

PLACENTA

BeeneHue MUKPOHU3NPOBAHHOIO
nporecTtepoHa NpuUBOAUMO K CHMKEHUIO
9KCNPEeccMn N akTUBHOCTU MaTPUKCHbIX
metannonporenHas (MMP-9 n MMP-2)
B NogHbIX obornovkax, ocobeHHO npwu

LPS-cTtumynupoBaHHOW peakuun.

Placenta 57 (2017) 1-8




JleyeHune yrpoxarouiero Bbikuabiwia

Journal of

Effect of Micronized Progesterone TR
Clinical
Ultrasound

on Fetal-Placental Volume in First-Trimester
Threatened Abortion

Mert Turgal, MD, Emine Aydin, MD, Ozgur Ozyuncu, MD

Division of Maternal Fetal Medicine, Department of Obstetrics and Gynecology, Hacettepe University Faculty of
Medicine, Ankara, Turkey

PaHOoMu3npoBaHHOE KOHTPONMMpyeMoOe nccrnenoBaHme
e y naymeHTok (N=30) C yrpoXatoLnm BblKMAbILLEM B
cpoke 6—8 Hegenb bepeMeHHOCTM.

= * nepoparbHbIM MUKPOHU3UPOBAHHbLIU NPOrecTepoH

I p——— (400 mr/cyT) B Te4eHue 4-x Heaernb
Aborted (n=6)
VS

Lost during followup (n=5)
i ] cuMnTomMaTunyeckas tepanuvs

Aborted (n=5)

Y i?

OMP: oral micronized progesterone

Lost during followup (n=5)

J Clin Ultrasound 45:14-19, 2017



JleyeHune yrpoxatroLiero BbiIKuabILLA

Journal of

Effect of Micronized Progesterone s,
on Fetal-Placental Volume in First-Trimester U tfaso{%ﬁd
Threatened Abortion

Mert Turgal, MD, Emine Aydin, MD, Ozgur Ozyuncu, MD \‘J

Division of Maternal Fetal Medicine, Department of Obstetrics and Gynecology, Hacettepe University Faculty of
Medicine, Ankara, Turkey

Pe3ynbTaThbl oLeHUBarnuchb no
AaHHbIM 3D Y3

J Clin Ultrasound 45:14-19, 2017



JleyeHune yrpoxarouiero Bbikuabiwia

Effect of Micronized Progesterone

Journal of

on Fetal-Placental Volume 1n First-Trimester g%inical “
trasoun

Threatened Abortion

Mert Turgal, MD, Emine Aydin, MD, Ozgur Ozyuncu, MD

Division of Maternal Fetal Medicine, Department of Obstetrics and Gynecology, Hacettepe University Faculty of
Medicine, Ankara, Turkey
TABLE 3

Comparison of Pre- and Posttreatment Differences for Gestational Ages, Laboratory Parameters, and Volume Measurements
Using X1 VOCAL Method Between Oral Micronized Progesterone Group and Controls

Parameter OMP Group (n= 30) Control Group (n = 30) o Value
Gestational age (weeks) 54+ 16 47 =13 0.077
CRL () 425 (145-1,280) 258 (88-936) 0.02*
Progesterone (ng/mil) 50 (35-252) 37 (31-133) 0.50*
B-HCG (imIml) 576 (184-2,623) 515 (132-2,853) 0.56*
Gestational sac volume (cm™) 356 (54-1,100) 249 (7-1,447) 0.07*
Amniotic sac volume (cm) 549 (44-2,070) 350 (13-2,395) 0.07*
Placental volume (cm?) 336 (67-1,077) 141 (29-900) 0.007 *
Embryo volume (em?) 1,046 (B7-8,671) 1,069 (156-4,329) 0.42*

Ha3HayeHne MUKPOHM3UPOBAHHOrO MporecTtepoHa ObINIO accoUMUPOBaAHO
C yBenumyeHuemMm obbema nraueHTbl Nocrie Ne4YeHus:
npupoct ob6vema (336 %, 67 — 1077) B rpynne MUKPOHU3NPOBAHHOIO

nporecTepoHa B CpaBHEHUU C KOHTponbHOM rpynnou (141 %, 29 — 900)
J Clin Ultrasound 45:14-19, 2017



[MMepucrtanbTnka matkm  depTUNbHOCTb

Uterine peristalsis and fertility: current knowledge
and future perspectives: a review and meta-analysis

REPRODUCTIVE BIOMEDICINE ONLINE
Nienke Petronella Maria Kuijsters >*, Willem Gerardus Methorst ?,
Madeleine Susanne Quirine Kortenhorst ?, Chiara Rabotti °,
Massimo Mischi °, Benedictus Christiaan Schoot >
® Department of Obstetrics and Gynaecology, Catharina Hospital, Eindhoven, The Netherlands
b Department of Electrical Engineering (Signal Processing Systems), Eindhoven Technical University,

Eindhoven, The Netherlands
= Department of Obstetrics and Gynaecology, University Hospital [UZ] Gent, Gent, Belgium

BaszoBasi nepucTanbTMKa MaTKM, MaTOYHbIX TPy6 HeoGxoauMma Ans peanusauuu
penpoayKTMBHOM (byHKUMN, o6ecneynBasi ABMKeHUe oouuTa U NIogHoro sinua

Table 1 - Characteristics of UP. Frequency, amplitude and direction of UC in different phases of the menstrual cycle |

).

Menstruation Follicular phase Luteal phase
Mid Late Early Late
Frequency [contr./min] 0.33-3.0 1.5-3.3 3.0-6.0 2.0-40 0.8-1.8
Amplitude [mmHg] 13.6 5.2 29 Amplitude rises
Direction FC FC/CF CF CF/opposing Opposing/no contractions

CF = cervix to fundus; FC = fundus to cervix; opposing = contractions starting in the cervical as well as in the fundal region; UC = uterine contraction; UP =

uterine peristalsis.

REPRODUCTIVE BIOMEDICINE ONLINE mm [(2017]



NMepuctanbTnka matkm u dpepTUNbHOCTb

Uterine peristalsis and fertility: current knowledge
and future perspectives: a review and meta-analysis B

REPRODUCTIVE BIOMEDICINE ONLINE

Nienke Petronella Maria Kuijsters >*, Willem Gerardus Methorst ?,
Madeleine Susanne Quirine Kortenhorst ?, Chiara Rabotti ®,
Massimo Mischi °, Benedictus Christiaan Schoot *"<

® Department of Obstetrics and Gynaecology, Catharina Hospital, Eindhoven, The Netherlands

b Department of Electrical Engineering (Signal Processing Systems), Eindhoven Technical University,

Eindhoven, The Netherlands
¢ Department of Obstetrics and Gynaecology, University Hospital (UZ] Gent, Gent, Belgium

pa3nuyHble oOTAesflbl TFeHUTaANbHOro
TpakTa, umerome pa3nnyHoe
aMbpuonoruyeckoe nNpPoOUCXOXAeEHUe,
OTNUYaKrTCA pPas3fiIudHOU PUTMUKOU U
AVWHAMMKOUN NepucTanbTUKU

uter myometrium

REPRODUCTIVE BIOMEDICINE ONLINE mm [(2017]



[MMepucrtanbTnka matkm  depTUNbHOCTb

Uterine peristalsis and fertility: current knowledge
and future perspectives: a review and meta-analysis _ B

REPRODUCTIVE BIOMEDICINE ONLINE

Nienke Petronella Maria Kuijsters >*, Willem Gerardus Methorst ?,
Madeleine Susanne Quirine Kortenhorst ?, Chiara Rabotti °,
Massimo Mischi °, Benedictus Christiaan Schoot ¢

® Department of Obstetrics and Gynaecology, Catharina Hospital, Eindhoven, The Netherlands

b Department of Electrical Engineering (Signal Processing Systems), Eindhoven Technical University,
Eindhoven, The Netherlands

= Department of Obstetrics and Gynaecology, University Hospital [UZ] Gent, Gent, Belgium

<3 contr/min >3 contr/min Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H,Fixed, 95% Cl M-H, Fixed, 95% Cl
Fanchinetal, 199 28 53 43 167 O17% 205[143,299 ] BbiBOAblI aBTOPOB. HEKOTOpbIe
Zhuetal, 2014 156 274 1 18 8.3% 10.18[1.51,68.60) ﬂeKapCTBeH Hble Cpe,D,CTBa
J
Total (95% Cl) 327 185 100.0% 2.73[1.79,4.15] 0
Total evrts 183 T Hanpuwmep, NporecTepoH,
Heterogeneity: Chi*=4.21, df=1 (P = 0.04); F=76% Y 01 1 1 0 qepe3 HopMan I/I3aLl,I/II-O
Test for overall effect Z= 4,68 (P < 0.00001) more than 3 contr/min 3 or less contrimin
[ Progestrone Placebo/Control ] Risk Ratio Risk Ratio n e p M CTan bTM KM YBen M LI M Ba I-OT
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Abate ot ai 10994 % 4 4 5 lare  350(1a0ass — LUAHCDI HacTynmneHus
Artini et al., 1995 13 88 4 44 97%  1.63(0.56, 4.69) e
isch- -+
e LM B e A 6epemeHHOCTH
Kupferminc et al., 1990 16 54 14 51 26.2% 1.08[0.59, 1.99] —
Wong et al., 1990 3 10 1 10 1.8% 3.00(0.37,24.17)
Total (95% CI) 470 371 100.0%  1.68[1.23,2.28] &
Total events 106 52
Heterogeneity: Chi*=5.73, df=6 (P = 0.45), F= 0%

Testfor overall effect: Z= 3.27 (P = 0.001) B e e, REPRODUCTIVE BIOMEDICINE ONLINE mm (2017)



[MMepucrtanbTnka matkm  depTUNbHOCTb

Uterine peristalsis and fertility: current knowledge
and future perspectives: a review and meta-analysis

REPRODUCTIVE BIOMEDICINE ONLINE

Nienke Petronella Maria Kuijsters >*, Willem Gerardus Methorst ?,
Madeleine Susanne Quirine Kortenhorst ?, Chiara Rabotti °,
Massimo Mischi °, Benedictus Christiaan Schoot >

® Department of Obstetrics and Gynaecology, Catharina Hospital, Eindhoven, The Netherlands

b Department of Electrical Engineering (Signal Processing Systems), Eindhoven Technical University,

Eindhoven, The Netherlands
= Department of Obstetrics and Gynaecology, University Hospital [UZ] Gent, Gent, Belgium

Table & - GRADE quality assessment.

GRADE quality assessment Relative effect  Absolute effect
Outcome: pregnancy rate

Mo. of interventions/total ~ Type of Riskof  Inconsistency  Indirectness  Imprecision  Effect  Owverall RR (95% CI) Assumed risk Risk
ici i evidence  bias size guality without intervention”  difference

Progesterone

\ U3 Bcex J1C, Bnusirowimnx
70/841 |7 RCT) 4 0 0 0 -1 0 Eh'!gegg 1.68 [1.23-2.28) 14.0% 9.5% more [3.2-19.7%] ) H a n e p M c-ran bTM Ky,

214/609 13 RCT) & -1 -1 0 -1 ] Very low* 1.68 (1.13-2.50) 10.9% 7.4% more [1.4-16.4%)

®000 nporectepoH nMmeet
Anticholinergic agents
— — b
93/186 [2 RCT) i 1 0 0 1 0 el_;goo 1.82%(1.10-3.03) 183% 15.0% more [1.8-37.1%) HaM 6onee

Betz-adrenergic receptor antagonists

212364 [3 RCT) & -1 -1 1] -1 0 é@géﬂo 1.14 [0.80-1.63) 237% No sig. diff. no Ka3aTen b H y}o 6 a3y

Oxytocin receptor antagonists

490/980 (2 RCT) 4 0 -1 0 -1 0 Low® 1.14 [1.00-1.31) £35% No sig. diff.
L0

Prostaglandin synthetase inhibitors

581/1152 [7 RCT] & -1 -1 0 -1 1] Very low® 1.353[1.15-158)  29.4% 10.3% more [4.4-17.1%]
BO00

Mitric oxide donors
180/258 [3 RCT) 4 0 -1 0 -1 0 Low' 1.02 (0.76-1.39) 309% No sig. diff.
SB00 REPRODUCTIVE BIOMEDICINE ONLINE mm [(2017)



OnTumanbHaa oo3a BarMHanbHOro nporecrepoHa???

Effectiveness of high-dose transvaginal progesterone
supplementation for women who are undergoing a
frozen-thawed embryo transfer

Yihsien Enatsu® | Noritoshi Enatsu?
Yukiko Matsumoto'® | Shoji Kokeguchi' | Masahide Shiotani®

TABLE 1 Baseline characteristics of the full set of patients

Variable 1200 mg

Study period Jan.
2012-Mar.
2014

(duration) (27 months)

FET cycles 1188

Age® 344+38

Mo. of patients aged 290 (24.4)

>37 years (%)
Mo. of ART experiences® 1.4+ .97
Indications for ART (%)

Tubal factors 683 (57.5)
Endometriosis 116 (9.8)
Male factors 324 (27.3)
Immune factors 18 (1.5)
Unexplained infertility 206 (17.4)
Others® 455 (38.3)

wileyonlinelibrary.com/journal/rmb

900 mg

Apr.
2014-Nov.
2015

(20 months)
822
349+35
212 (25.8)

1.4+ .94

683 (51.7)
78 (9.5)
230(28.1)
7(0.9)
197 (24.0)
290 (35.4)

P-value

A3
48

50

| Kanako Kishi' | Toshiro Iwasaki® |

B AnoHckom npocnekTMBHOM nccriegoBaHum
cpaBHMBanacb 3adEKTUBHOCTb 2 403 BarMHasIbHOro
nporectepoHa Ans nogaep>Xkm NTenHoOBON dasbl B
KpMOonpoToKose:

= 1200 mr B cyTkM (N=1188)

= 900 mr B cyTKkM (N=822)

Reprod Med Biol. 2018;17:242-248.



OnTumanbHaa oo3a BarMHanbHOro nporecrepoHa???

Effectiveness of high-dose transvaginal progesterone
supplementation for women who are undergoing a
frozen-thawed embryo transfer

Yihsien Enatsu® | Noritoshi Enatsu? | Kanako Kishi® | Toshiro lwasaki® |
Yukiko Matsumoto'® | Shoji Kokeguchi' | Masahide Shiotani®

TABLE 2 Clinical outcomes between the 1200 mg group and the 900 mg group

Overall Age <37 years Age >37 years
1200 mg 200 mg 1200 mg 200 mg 1200 mg 900 mg
Variable n=1188 n=_822 OR P-value n=4898 n=610 OR P-value n=290 n=212 OR P-value
Clinical pregnancy 753.0(63.2) > 473.0(57.5) 1.28 <01* 590.0 (65.7) 376.0 (61.6) 1.19 10 163.0(56.2) 97.0(45.8) 15 02
(N, %)
Chemical spontane-  168.0(14.1) € 131.0(15.9) 81 A0 110.0(12.2) 20.0(14.7) 83 43 58.0(20.0) 41.0(19.3) 0.97 98
ous abortion (N, %)
Live birth (N, %) 480.0 (40.4) > 294.0(34.8) 1.22 <01* 413.0 (46.0) 240.0(39.3) 1.31 02 88.0(30.3) 56.0(26.4) 1.21 36
Serum progesterone  12.6+5.4 13.4+41 - <(01* 12654 134+41 - <01* 12.7%5.6 134+41 - <01*
level (ng/mLy
No. of additional 281.0(23.5) 29.0(3.5) 8.3 <01* 209.0(23.2) 23.0(3.8) 1.70 <01* 72.0(24.8) 6.0(2.8) 11.3 <01*

progesterone uses
(N, %)

wileyonlinelibrary.com/journal/rmb Rﬂpfﬂ'd Mﬂ'd Ei—'ﬂ'i Eﬂlﬂ.i?:E4E—E4B



OnTumanbHaa go3a BarMHanbHOro nporecrepoHa???

Effectiveness of high-dose transvaginal progesterone
supplementation for women who are undergoing a
frozen-thawed embryo transfer

Yihsien Enatsu®

Yukiko Matsumoto!

| Noritoshi Enatsu? | Kanako Kishi' | Toshiro Iwasaki® |

| Shoji Kokeguchi' | Masahide Shiotani®
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Gestational age at birth (week)

FIGURE 1 A, Distribution of the
gestational ages at birth among the

1200 mg group (=) and the 200 mg group
(3). B, Comparison of the birthweight of

urnal/rmb

Conclusion: High-dose transvaginal progesterone of 1200 mg/d as luteal support
contributed to good pregnancy outcomes.

Ao3a 1200 mr B cyTku BbINa accounmpoBaHa ¢
bonee BbICOKOW YaCTOTOW HACTYMNEHNS
bepemeHHoCcTHU (63,2% VS 57,5%) U CHMKEHNEM
pucka npexaeBpeMeHHbIX poaoB

Reprod Med Biol. 2018;17:242-248.



[MpoTokonbl BPT

Mpenapart

MpapxncaH 200 mr N2 10

YTpoxkectaH 200 mr Ne 14

UnpoxxuH 200 mr Ne15

AodactoH 10 mr N220

CroumocTtb
YNaKoBKMU

(po3H)

261.0

430.0

412.0

554.0

MWHUCTEPCTBO 3PABOOXPAHEHMA POCCUNCKOW
SEOEPALIMN

MNMPUKA3

ot 30 okTabpsa 2012 roga N 556H

06 yTeepxaeHUM cTaHAapTa MeguUMHCKOR noMowmn npu Becnnogun ¢
Mcnonb308aHNeM BCNOMOTaTenbHbIX PENPOAYKTUBHBIX TEXHOMOTWIA

Kon AHaTOMO- HammveHOBaHMe YcpeIOHeHHHM Cccn CKZI
TepaneBTUUeCK JIEKAPCTBEHHOTO | IOKa3aTelb EOVHUILIED
Oo- XUMMHUEeCKas npenapara YaCTOTE n3MepeH
KJjlaccubmxraums npenocTaBJjieH | us
A
GO3D (| IponzBOOHEIE 0,8
A nperHs-4-eHa
[IporecTepoH MT 600 12000 |
GO3D | IIpom3BOIHEE 0,2
B nperHagreHa
InaporeCcTepoH MT 60 1200
p,O3MpOBKa B CYTKH CroumocTtb Paal-mu,a B CpaBHEHUN C
CronmocTb 3a
'ra6/Kanc (I'IO PeKomeHaauunam PpeKomeHA0BaHHOrO Kypca, camMmbiMm Hegopormm
CraHpaprTa) py6. Ha nauueHTa Kypcom
26.1 1566 0%
MHTPaBarnmHaJbHO No
30.7 600 mr/cyT KypcoBas 1843 17.7%
no3a 12 000 mr
27.5 1648 5.2%
60 mr cyt/ 1200 mr
27.7 v/ 3324 112.3%

KypcoBas g03a



40 000

35000

30 000

25000

20 000

15 000

10 000

5000

35742

C3®0

= CK®O = MpdO = Cu6®0

CpenHAaAa 3apaboTHan nnarta cpegHero MeauUUMHCKOro
(dbbapmaueBTMYECKOro) nepcoHaria B opraHmM3auusix rocygapCtBeHHOU U
MyHUUMNanbHOU hopmMm COOGCTBEHHOCTU NO cyobekTam Poccumnckon

Pepepauunn 3a aHBapb-mapT 2017 ropa*

37 054

CtoumocTb Kypca
NMpagxucana 4385

YTpoxectaHa 5160

® Nan®O0

*PoccraT, 2017
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10 000
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CpenHAaAa 3apaboTHan nnarta negarormyeckux paboTHUKoOB
AOLWUKOJSIbHbIX OOpa3oBaTenbHbIX YYpPeXAeHUN B opraHn3auunsax
rocyaapcTtBeHHOM U MyHuumnanbHOU oopM COOCTBEHHOCTM MO
cy6bektam Poccunckon ®epepaumnm 3a sHBapb-mapT 2017 roga*

26 525

)
15,7%

18,4%

27 980

LU®PO

35 157

C3®0

)

20,8%

24,4%

21 026

36 712

CtoumocTb Kypca
30793

NMpagxucana 4385
24 531

22 312 21 521

YTpoxectaHa 5160

HOPO |

B CK®PO m[pdO mYDPO mCuo6dO =[andO

*PoccraT, 2017



Onnarta noaaepXxku nrortenHosou dasbl B
npoTtokornax BPT: onbIT CaHkT-[leTepOypra

Tpunoxerne Ne 12-e/mapt-nexabpr k [ eHepansHOMY TaprdHOMY
cornamenito Ha 2019 rog

Tapudb1 Ha oRa3aEme MeTHOMECKOH TOMOIIA B AMOYIATOPHBIX YCIOBEAX H B YCTOBHAX THEBHOTO CTAHORAPA IPH HCIOMb30BARKH
BCIOMOTATeTbHBIX penpoayKTHBHBIX Texno10rEH (JKO) ¢ 01.03.2019 mo 31.12.2019

Benenme nocrrpanchepuoro - mpu npoeenesnd & 2019 rogy nonmep#Est MOTeMHOEOM dase! mocoe
831180 neprona (Moaaep: Ka MIFOTEHHOE 0i 5207 50 cnyaaee JKO, ppimonuennsx 8 2018 rogy, cuera za kotopeie

thazer mocne IKO) (B vemormax R MpensAEIeHE K OIAaTe 1o Tapudam, neficteoeaemem B 2018 romoy (1,

OHEEHOTO CTALIMOHAPA) 2.3, 4 sTane!, B TOM YHCIE EPHOMEPEHOC).

Ha noAafepXKy NnTenHoBou pasbl A0 BbINOSTHEHUSA
uccnepopaHus ypoBHa XI'Y B KpoBU BblaensieTcs
5207,50 pyo6.

Mpwn NONTOXUTESNIbHOM TecTe npuoodpeTteHue
npenaparos ans AanbHenwen noaaepXxku
NoTeMHoBon (a3bl NPOM3BOAUTCA 3a JIN4YHbIE
cpencTBa



AHKeTUpoBaHue nNauueHTOB nocrne
npoBeneHna KO ¢ noaTrBepxOoeHHOW
KNMMHN4YecKon bepemMeHHOCTbIO

B 3-x knuHukax CaHkT-lleTepOypra, okasbiBaowmx BPT B pamkax
OMC, nocne noaTBepXAeHHOM KIUHUYECKOU OepeMeHHOCTU Oblino
npousBeAeHO KOHCYNbLTUpOBaHUE MO BeAeHUI0 OepeMeHHOCTU NpUu Ccpoke
rectaumun 10-14 Hegenb (N=134 nauneHTKHN).

NMocne  noaTBepXxaeHUsA KINMMHNYECKON  OepeMeHHOCTU BCEM
nauMeHTKaMm ObINI0O peKoMeHAOBaHO MpoAoMmKeHUue noaaepXKu NHOTEeUMHOBOWU
da3bl Ao 8 Hepenb 6epeMeHHOCTU BKIHOUUTESIbHO, Aariee - Ha YCMOTPeHuUs

Bpaia aKyuwepa-rmuHeKosiora YXXEHCKOM KOHCYJibTaluUN.



AHKeTUpoBaHue nNauueHTOB nocrne
npoBeaeHnsa KO ¢ noarBepxaeHHOU
KNMMHN4YecKon bepemMeHHOCTbIO

23,9%

|

m CamocToATenbHO OTMEeHUNu Ao 8 Hepenb
6epeMeHHOCTHN

u CamocToATeNbHO OTMEeHUNu nocne 8 Hegenb
0epeMeHHOCTU

|

= OTMEeHeH Bpa4yoM XXeHCKOW KOHCynbTaluu npum
nepBoM BU3UTE
Mpoaomxunu npmem nporecrtepoHa

M3 naLumMeHTOK, CaMOCTOATENIbHO

OTMEHUBLUUNX npenapartbl
nporecTepoHa, 28,1%
onpeaenunu NpUYnMHyY OTMEHDI -
BbICOKYIO CTOMMOCTb
npenapartoB



KnuHnyecknn cny4van

" [laynmeHtka 33 net pabortaer noroneaom B AETCKOM cagy B C aHaMHe3oM
6ecnnoaus B TeyeHne 5 net B 2016 roay sctynuna B npotokon 3SKO/MUKCU ¢
anarHodom becnnoaue |. MyXcKon daKTop.

" B pe3ynbtaTe nepeHoca 2-x  ambpuoHoB HacTynmMna KAMHUYECKan
MHoronaoaHasa 6epemeHHOCTb .

= B cpoke bepemeHHOCTM 12 Hepenb MUKPOHU3NPOBAHHbLIN NpPOrecTepoH
6bi1 oTMeHeH. B 18 Hegenb npomsowen cCamonpou3BOJIbHbIN BblIKMAbILL.

= CembAa pacnasacse.
= B2017 rogy Hactynuna cnoHTaHHasas 6epemeHHOCTb BHe Opaka.
" [lpUHANA PEeLleHMe CaMOoCTOATEeNIbHO PacTUTb byayulero pebeHka.

" B cpoke O6epemeHHOCTM 7 Heaenb rocnUTann3npyeTcs B TMHEKOoA0ornyeckoe
oTAeneHue ¢ ANarHo30M HayaBLUMNCA BbIKMAbILL.

" [locne BbIMUCKM M3 CTaLMOHApa PEKOMEHAO0BAHO MPOAO/IKUTL MPUMEHEHUe
MWKPOHM3UPOBAHHOrO nporectepoHa A0 34 Heaenb 6epemMeHHOCTU C yYeTom
TOro, YTO NaLUMeHTKa OTHEeCeHa B rpynny PuUcKa no npexxaespemMeHHbIM podam.

= HaszHayeH npaaxumcadH no 200 mr 2 pasaB aeHb A0 34 Hepenso.



UTo roBopAT o npenapate [papgXxucaH nauneHTKn?

IIpadxcucan...?

o
..~ EneHa ° Bce 2anncu nonkz0Batena B cooblyectee

27 mas 2016, 14:22 = MpoTokonsl KO (Bce o Hux, Bce ob 3ToM nepuoge. T MNepCTMMynALMSA)

Brewm npueeT! Byepa Obina NyHKUMA, B3ANK 15 KNeTOYer, CerogHA 380HMNA CBOEMY Bpaudy,
pazeueacTcA 12 3HOPMOHYMKOB. 3KO ¥ MeHA no OMC. MHe Owin Beldad npenapart MpagLAncad
Ha 6 gHed. Kak A NOHUMaKD 3TO aHanor yTpoxeCTaHa, Ho Donee AeWessin U MHAWHCKWIA. TaK BoT
B YeM BOMPOC... .MM NONL30BaTLCA UNK NyYlle CBOA YTPOXECTaH KyNWTb? Mnu BoobLLe 3pA

3aMopaYnBalch?l %)

MaRa 28 man 2016, 17:25

@ Poccua, Kncenesck

A ero c Hayana OepeMeHHOCTH NPUHMMALKD, Jelesne B ABa Pasa a NPWHLMN O4WH

OTeETUTE

Wpa 27 man 2016, 1435

o Poccwa, Tambos

MHE OQWH M3 MOMX MHOTOYWUCNEHHBIX Bpaqeﬁ,HaoﬁopOT COBETOBANAE NOMEHATE
YTPOKECTAH Ha NpagxmMcaH. ..

OTeeTHTE

TatbAHa 27 man 2016, 14:26

Pocous, MNepMb

B AaHHbI MOMEHT CTABNK £70,HOPMAaNLHLI Npenapar.B NpoTOKONE HazHadyanu
YTPOKECTaH.

OTBETUTE

Martepwansi ¢ caitos:http://irecommend.ru; https://www.babyblog.ru

OTnuyHbIA aHanor goporyulero Yrpoxecrtasa

m 0’;“’“&.0" Wosne 20061632 W
) oram or CaeTnana15121989
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Nocronncrna: © 100% nomoraer » B0a nobowast 23dGerTo0, Megoporod

[lentrecnt Btom JODEOIC BPOMEHN Ly TOx

BO ppouta SoposariocTi, Mni Gua saduireis NDIOARAT ANA NOAIeae BopemmaccTi - YTPOECTAN
[oowposss Guno no 600 egvmeny 0 CyTA MOOI0MY KA STOM NDONRSDATE W0 Guno paacswratal(( Ho Tax rax
BADUANTOD W Gaano ( @ osae Gaunm - NPAIINUCANIN B 2 (2sai¥) paza peweane!i! Jronueo » 06 arom wo »ana )
2 DNl Th AOIIONSRMHAR 1 ONGo&-Orita WANAHMAR - NEMEONNOCY TPRTUTWS A

BOT MHe MHTOPECHD, NOMRMY NEHEECNONE Nps kasarapant Y TPOKE CTAMA 220 M yNIOMIGEOT &

cyugec 1eosar NPAIDKMCAHAT Y3ana ik 10 CAyaino 0T D00 SHARDMGHE Jeaourt XOTh, Kroral Crpocins
coon0 nasanonmeo “MOXHO MA777Y" nonyunna otset “HY NONPOEYW. NPOCTO HE BCEM NOAXOAKMT™

Tax xax 8 NOMICBANICE I G, M STODWM COECTEONM, MOTY CRASATL NTO DAL MALIFON e
YEALONA. MENOMMIORANA 1t BANATRMG. 1t SRRSO CORITORANA BCON GOl COpoNaHNm JI0T ZRANOC #
ety CAHOR 1 Boand reteanex N0 X JE9C TR

108, BApenntessi T COXpissimad™ XOTA 40 JTON GEDOMEHHOL T MMt MECTO ABD Bxintlnauid (YOORN wo
NPAMAND MACARDH NOLIOORMABIICLIEN TODIM )

Tax w10 & Geoomaran 34

[N Bl o r—n & MRONCETY MOREDITODY

&Qnmmmr wiyer lop Nibsiid pponapates Npagxucon gnoues




UTo roBopAT o npenapate [papgXxucaH nauneHTKn?

u ¥ 4 Asmop: Kurdep cay4uco

B mectHom LINC mHe nponucanm nocne HeCKoNbKMX Kypcos JiodacTtoHa ero HoBbIM
yAyuweHHbil aHanor — Mpagxucan dupmbl SUN Oapmacbiotukan MHaactpus /1TA.
OuwKa ero 3aknwyaeTca B Tom, 4To oH no 100 1 200 mMr BbiNyCKaeTCa, a 3Ha4yMT
KOMY MoKasaHa f1o3a B 200 mMr B leHb (KaK MHE) — NPpMEM pa30Bbii.+ €ro MOXHO
NPUMEHATL M NEPOPANbHO (KNACCUYECKU, NUTb) U BarMHANbHO — YTO 0COBEHHO
aKTya/sIbHO TeM, Y KOro He BecnpobaemHbii enyAoK 1 neyeHb. Tak ke B
NOKa3aHUAX €CTb CBOM HIDAHCbl B 3aBMCMMOCTM OT BMAA NpumeHeHns. Mocne Takom
npeseHTayum OT Bpaya Aymana 4To oH ewe gopoxe yem ArdactoH cTout
(nocneaHuit pas a ero 6pana Gonblue yem 3a 500 pydnen!), HO K MoeMy yAMBAEHMIO
CTOMMOCTb ero coctasuna 215 pybnei scero.

B MHTepHeTe NOYTH HeT OT3bIBOB O HEM. MOMCKOM Ha AaHHOM CaliTe TOXe HUKaKOoM
mHboPMALIIM HRRQ!"’TP NenUTHCa ONLITOM V KOFro OH ecTh <,

F #L, \J | UGnNpeJsis Luid
& Asmop: Menxas 3nwoxa

370 CKopee 6/mKe K YTPUKY, YeM K grodacToHy, a yeHa npuamaa!@

Do® o

F Ty W ! WIS LW D
;I 42 Asmop: zhanneta , Memposasodcy:
LleHa feiicTEMTeNbHO pagyeT, Halo B3ATb Ha 3aMeTKY

d od o

Martepuansl ¢ caiiTa: :http://www.my-bt.ru/talk/post27484.html



Mpuka3s Munuctepctea 3apaBooxpaHenns PO ot 13 cheBpana 2013 r. Ne 66 “00
yTBepXaeHUM CTpaTernu nekapcTBEHHOro obecneyeHus HaceneHus Poccuuckom
®enepauuu Ha nepuoa Ao 2025 roaa U nnaHa ee peanu3aLuu’

YKa3aHusa gnga pykoBoguTtenen
34paBoOOXpaHeHuUA

3apgaya 1. ObecneyeHne pPaULMOHANBHOIO WCNONb30BAaHUA JIEKAPCTBEHHbLIX MpenapaTtoB ANS
MeAUNLNHCKOro NpUMeEHEHUA.

3agava 2. CoBepLueHCTBOBaHME NOpPAAKOB dopmuposaHus
nepeyHem JNEeKapCTBEHHbIX NpenapaTtoB AAA MeAULUHCKOro npumeHeHus, obecneueHue
KOTOPbIMM OCYLLECTBAAAGTCA B PaMKax MpPOrpamMmmbl FOCyAapCTBEHHbIX rapaHTMM b6ecnnatHoro
OKa3aHuA rpaxgaHam MeAULUHCKOU MOMOLLM, 2 TaKXKe B PaMKax OKa3aHUA rocypapCTBEHHOM
couManbHOM NoMoLM B Buae Habopa coumnanbHbIX yCAyT.

3apaya 3. ObecnevyeHne H6e3onacHOCTU, 3GPEKTUBHOCTM N KayecTBa JIEKAPCTBEHHbIX MpPenapaToB
ANA MeaAUUMHCKOro NPMMEHEHMA.

3apgavya 4. CoseplleHCTBOBaHWE TrOCYyAapPCTBEHHOro peryimMpoBaHuUA UeH Ha J1eKapCTBeHHble
npenapartbl AN MeAULUUHCKOro NpumeHeHus, obecneyeHne KOTOPbIMU OCYLLECTBAAETCA B pPaMKax
NPOrpaMmbl TOCYAAPCTBEHHbIX rapaHTM 6ecnnaTHOro OKa3aHuA rpaXaaHam MeaUUUHCKOW
MOMOLLM, a TaK¥e B pPaMKax OKa3aHMA rocyaapCTBEHHOW COUManbHOM nNomouwm B BuAe Habopa
COLUMANBHbIX YCAYT.

3apaya 5. MNoBbiweHMe KBaAUPUKaLMM MeAULNHCKUX U papMaleBTUYECKNX PabOTHMKOB.



lNpapXncaH — WMPOKUU onbIT NpuMeHeHus B PO

~

- KasaHb, kacpeapa akywepcTBa M ruHekonoruu KasaHckon MeavUMHCKOW akagemMuun —
e . npocbeccop Manbuea JI.U. n gp. 3PPEKTMBHOCTE MUKPOHU3NPOBAHHOIO MpOrecTepoHa

B 1na npodunakTMKK HEBbIHALLMBaHWSA 6GepemeHHocTU. MHekonorus, Ne 2, 2015.

EkaTepuHOypr, Ypanbckun HUM OxpaHbl MaTepuUHCTBaA U MNageH4YecTBa —
* npodeccop bawmakosa H.B. n gp. lNoTteps 6epemMeHHOCTU: naToreHeTn4eckas Tepanua u
e ee ucxodbl Y XEHWMH rpynnbl BbICOKOro pucka. Bonpocbkl rMHEKonoruu, akywepcrea u
=& nepunHatonoruu, 2014 roa, Tom 13, Ne 3, cTp.19-26.
* npodpeccop bawmakosa H.B. n pgp. [lpodunaktnka npexgeBpemMeHHbIX poaoB
NPOreCTUHaMMn y XeHWMuH C npexaeBpeMeHHbIMM podaMn B aHaMHese. AKYLIEepCTBO U
rmHekonorusa, Ne 3, 2016.

MockBa, kacpeapbl aKkywepcTea u ruHekonorum PY[OH —
npodeccop PaasunHcknin B.E., Opanany U.M. n gp. Yrpo3a cnoHTaHHOro abopra: crtapblie
KOHTpaBepcun — HoBble BO3MOXHOCTU. CtaTtyc NpeseHc, Ne6(17), 2014.

Bonrorpapa, kachenpa akywepcrtsa n ruHekonorum BonrfMY —

npodeccop TkadeHko JI1.B. v gp «Koppekuuss ropmMoHanbHOro romeocrasa Yy XeHLWWH C
becnnognem M HegOCTATOMHOCTbIO JIIOTEUMHOBOM (Pasbl MEHCTpyanbHOro umkna. [MHekonorus,
2014, 1.16, cTtp.24-27.

AKYLLICPCTBEY,
TMHEKOAOrMA

CaHkT-lMetepOypr, HUN AkywepcTBa n ruHekonorum nm OTra —

npogeccop ApmonuHckaa M.A. OnblT NpuUMEHeHNA MUKPOHMU3NPOBAHHOIO MnporecTtepoHa B
KOMOWHMPOBAHHOW rOPMOHAarnbHOW Tepanun y XXeEHLWH B Nepu- U NOCTMeHonayse. AKyLLEpPCTBO U
rmHekonorusa, Ne 9, 2014.




UccnepoBaHusa achheKTMBHOCTN N 6e30nacHOCTHU
lNpapxucaHa npoBeneHbl B pa3Hble CPOKU DepeMeHHOCTHU

1-4 5-8 9-12 13-16 17-20 21-24 25-28 29-32 33-34 34-37
Hed. Hed. Hed.  Hed.  Hed. o Hen, Hen,. Hed.  Hed.  Hep.

J1.1. ManbueBa u gp.: 3PPeKTMBHOCTD
MWKPOHU3UPOBAHHOIO NporecTepoHa
ANa NpoPUNAKTUKM HeBbIHALLMBAHUA
6epemeHHOCTH. (1)

loHuaposa C.B., bawumakosa H.B.
MNoTtepsa 6epemeHHOCTH:
natoreHeTU4YeCKaa Tepanua u ee
MCXOAbI Y XKEHLUH rpynnbl BbICOKOrO
pucka. (2)

Pap3uHckun B.E v ap.: NMpagKucaH B
Tepanuu CNOHTAHHOro abopTta B paHHue
Cpoku 6epemeHHOCTH . (3)

E.A. BuHoKypoBa, H.B. baumakosa.
MpodunakTuKa npexkaespemeHHbIX
POAOB Y KEHLMUH C npexae-
BpeMeHHbIMU POAaMU B aHAMHe3e U
KOPOTKOM WEeUKoi maTku (4)

l'MHekonorua. 2015. 17 (2): 56-59

Bonpocbl rMHEKONOMUK, aKyLepcTBa M nepuHaTonormn. 2014; 13(3): 19-26.
CraTtyc npe3seHc ", Ne 6 ( 17) ,2014

"AKywepcTBo u rmHekonorua ", Ne 3,2016, ctp. 19-27.
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[lporecTepoH n penpoayKUUs

Scandinavica

ACTA Obstetricia et Gynecologica

Clinical roles and applications of progesterone in

reproductive medicine: an overview
MARCO FILICORI*

Reproductive Medicine Unit, GynePro Medical Group, Bologna, Italy
Abstract

The physiologic and clinical value of progesterone is undisputed and a corner-
stone of human reproduction. Better understanding of the exact dynamics and
effects of endogenous progesterone secretion, as well as its therapeutic actions,
is critical to ensure optimal clinical results in artificial reproduction technology,
and to enhance chances of successfully completing pregnancy. Novel proges-
terone-based drugs and administration regimens will provide clinicians with

greater options to make the management and treatment of infertile couples less
burdensome and more successful.

«B HacTosiLlee Bpems HeT
chapmakonornyeckom 3ameHbl nporecrareHam
B JNe4yeHuUn Oecnnogmsa UM B apaHXUPOBKe
BCrnomMorartesibHbIX penpoayKTUBHbIX
TeXHONOrun»

Key Message

Pharmaceutical developments in progesterone admin-
istration now allow effective and patient-friendly
luteal phase support in infertility treatment.

«PapmaueBTUYECKME MUCCNeaoBaHNA B
obnacTtu nyten BBeAeHUA MNpPOrecTtepoHa,
B utore, obecneymnnn 3pPeKTUBHbIN WU
YyAOOHbLIN cnocob AnA NnauueHToB C Ueribio
noanepXkn nioTenHoBon dasbl  npwu
rneyeHunmn 6ecnnoguna»

Acta Obstetridia et Gynecologica Scandinavica 94 (2015) 3-7



BarvHanbHbIU nporecTepoH - nogaepxka JI® B nporokonax BPT:
cucrtemMaTmvyeckum oo3op

C @ Scandinavica

IR review ARTICLE]
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Abstract

Introduction. Progesterone is essential in establishing and maintaining early
pregnancy. This article dismisses the clinical applications of progeserone in
reproductive medicine and in the management of infertile patients, focusing on
the different available formulations of this drmg. Material and methods The
literature of the last 2 years was reviewed and the most rilevant studies were
critically amalyzed. Condusions. Intramusmlar or vaginal progesterone admin-
istration is critical to support the hteal phase following in-vitro fertilization
and iz widely emploved in intrauterine insemination cycles as well Further-
mware, this hormone is wsnally administered in many disnrders of the first tri-
mester of pregnancy, incduding threatened abortion and recurrent miscarriage,
but the evidence supporting its clinical efficiency & inconsistent.

.. oonee 20 ner OOoKa3aHHOM

adpheKTMBHOCTU gOernaeT BarnHanbHble
opMblI
BblOOpa AnA noaaepXKu JIIOTEeMHOBOU
¢da3bl B npoTtokonax BPT...

nporecTepoHa npenapaTom

Acta Obstet Gynecol Scand. 2015; 94 Suppl. 161:17-27.



Havyano apbl nepcoHncpmnumnpoBaHHOn meanLUnHbI

«To understand the promise of pharmacogenomics, let's look at the way we currently treat patients... If the
medication doesn't work in four to six weeks, you may be switched to another medicine, or get another medication
added on top of the first... We've learned that this trial-and-error approach leads to patient dissatisfaction, poor
clinical outcomes, and greater expense, especially for chronic diseases. But in many situations this empirical
approach is the best approach we have. Personalized medicine aims to streamline clinical decision making by
using biological information available through a genetic test or biomarker...»

FDA

UToObI NOHATL NepcnekTMBbl dpapMakoreHOMMKN, AaBanuTe NOCMOTPUM Ha HacTosLlee
re4yeHne naumeHToB... Ecnun Kakoe-To nekapcTBo He paboTaeT B Te4eHMe HEeCKONIbKUX Heaerlb,
Bbl MOXeTe MNepeKniyYnTbCA Ha Apyroe reKapCTBeHHOe CpPeAcTBO UMW MOSMYyYUTb AOpPYyrouv
npenapart noBepx NepBoro...

Cutyauma npo6 u owMbOOK npuBOAUT K HEyAOBNEeTBOPEHHOCTM NaLUEHTOB W
HeyaoOBNeTBOPUTESIbHbIM  KNMUHUYECKUM ucxogam, OCOOEHHO NpPU  XPOHUYECKUX
3aboneBaHuax. Ho BO MHOrMx cutyauumsix MUMEHHO 3MMUPUYECKUN noaxon SABIAETCH
Hamny4ywum noaxoaom. [lepcoHucmumpoBaHHasas MeauUMHA CTPEMUTCA YNOpSAAOYUTbL
npouecc NPUHATUA KIIMHUYECKUX pelleHUn C ucnosib3oBaHnem buororn4yeckom uHdopmaumm,
AOCTYNHOM Yyepe3 reHeTU4YeCKne TeCTbl UK onpegeneHne 6MoOMapKepos...

Issam Zineh , dupekmop bropo KauHu4yecKkol ¢papmaKkonoauu FDA, 2015
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