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1. TlpoTtokorbl kpuonepeHoca ( ELL/3I'T) — knnHn4eckue ncxoabl
bepemMeHHOCTH

2. JliotenHoBas nogaepxka n acdodekTnBHocTb KO
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AHanuna nybnukaumin (2017-2020.)
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Hanu4ue XKT (EL|, m-ELL/3I'T) 1

9 PEKTUBHOCTb KpuorepeHoca

6n1acmouyucm

« Yacrora HacTynneHud
©epemMeHHOCTH, POaOB U

BM) Open Treatment outcomes of blastocysts thaw
cycles, comparing the presence and
absence of a corpus luteum: a systematic .
review and meta-analysis

Joscelyn Gan @, Genia Rozen,>** Alex Polyakov?3*

Clinical Pregnancy Rates

With CL Without CL Risk Ratio Risk Ratio -
Study or Subgroup Events Total Events Total Weight M-H,Random,95%Cl M-H, Random, 95%CI Bbl Kl/lﬂ,b| eu
Alur-Gupta 2018 55 104 523 917 129% 0.93[0.77, 1.12) =
Cardenas Armas 2019 13 32 60 175 4.0% 1.18 (0.74, 1.89] ——
Chang 2011 186 444 62 204 10.5% 1.38 [1.09, 1.74) —
Givens 2009 284 858 105 261 13.7% 0.82 [0.69, 0.98] |
Greco 2016 59 109 57 113 9.7% 1.07 [0.83, 1.38] m——
Le 2017 107 197 95 181 129% 1.03 [0.86, 1.25] - XenTtoe Teno +/ -
Levi Setti 2020 930 2304 217 584 17.6% 1.09 [0.97, 1.22] ™
Pakes 2020 627 2033 260 997 17.2% 1.18[1.05, 1.34] - e PagHast YacToTa
Sheikhi 2018 10 57 9 59 1.5% 1.15[0.50, 2.62]
Total (95%Cl) 6138 3491 100.0% 1.06 [0.96, 1.18) ’ HaCTynneH Mﬂ
Total events 2271 1388 oe PEMEHHOCTU
Heterogeneity: Tau? = 0.01; Chi* = 18.35, df = 8 (P = 0.02); I* = 56% 095 0¢7 : 195 é
Test for overall effect: Z = 1.15 (P = 0.25) Favou.rs no' CL Favéurs cL
Live Births Rates Only
With CL Without CL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed, 95% Cl
Alur-Gupta 2018 47 104 425 917 103%  0.98[0.78, 1.22] = Xenmmoe mesno +
Cardenas Armas 2019 10 32 42 175 1.5% 1.30[0.73, 2.32] ==
Givens 2009 245 858 77 261 14.1%  0.97[0.78, 1.20] —— e Bpbiwe YacTtoTa
Greco 2016 50 109 47 113 5.5% 1.10[0.82, 1.49] i
Le 2017 93 197 79 181 98%  1.08(0.87, 1.35] -T— [ porpeccmnpyromnx
Levi Setti 2020 722 2304 151 584 28.7% 1.21[1.04, 1.41] i —
Pakes 2020 496 2033 188 997 30.1% 1.29[1.11, 1.50] g 6epeMeHHOCTeM
Total (95% Cl) 5637 3228 100.0%  1.16 [1.07, 1.26] E
Total events 1663 1009 ° Bblwe LI acTtoTa

Heterogeneity: Chi* = 8.07, df = 6 (P = 0.23); I* = 26%
Test for overall effect: Z = 3.70 (P = 0.0002)
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Miscarriage Rates

With CL Without CL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random,95%CI M-H.Random, 95%CI
7.1.1 Miscarriage Rates from Studies Reporting Live Births
Alur-Gupta 2018 9 55 98 523 51% 0.87 [0.47, 1.63) e T
Cardenas Armas 2019 3 13 18 60 1.8% 0.77 [0.27, 2.23) o
Givens 2009 41 284 30 105 11.6% 0.51[0.33, 0.76) T
Greco 2016 9 59 10 57 29% 0.87 [0.38, 1.98) EE T
Le 2017 14 107 16 95 45% 0.78 [0.40, 1.51) rered S
Levi Setti 2020 217 930 70 217 39.2% 0.72[0.58, 0.91) -
Pakes 2020 131 627 72 260 32.2% 0.75 [0.59, 0.97] - OTcyTCTB ue Xxenrtoro
Subtotal (95% CI) 2075 1317 97.3% 0.72 [0.62, 0.83] » Tena
Total events 424 314
Heterogeneity: Tau® = 0.00; Chi* = 3.58,df =6 (P =0.73), F= 0% B bille yacmoma
Test for overall effect: Z = 4.56 (P < 0.00001) o
8bIKUObIWEU
7.1.2 Miscarriage Rates from Studies Reporting Ongoing Pregnancy
Chang 2011 17 186 6 62 25% 0.94 [0.39, 2.29)
Sheikhi 2018 0 10 1 9 02% 0.30[0.01,662) ¢
Subtotal (95% Cl) 196 7 2.7% 0.87 [0.37, 2.03]
Total events 17 7

Heterogeneity: Tau® = 0,00; Chi* = 048, df = 1 (P = 0.49), F = 0%
Test for overall effect: Z = 0.33 (P = 0.74)

Total (95%Cl) 2271 1388 100.0% 0.72 [0.63, 0.83]
Total events 441 321

Heterogeneity: Tau® = 0.00; Chi* = 4,25, df =8 (P = 0.83), P = 0%

Test for overall effect: Z = 4.55 (P < 0.00001)

Test for subgroup differences: Chi* = 0.18, df = 1 (P = 0.67), P = 0%
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Hanu4ue »xenmoa2o mena npv KpuonepeHoce 6nacToumcT
yBennM4uBaeT 4YacToTy POJoB U CHUXAET YacTOTY BbIKUbILLEN
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ROy Luteal Phase Support in IVF:
Comparison Between
_ Evidence-Based Medicine and

A 10-year follow-up on the practice of Q Real-Life Practices

luteal phase support using worldwide web- o ,
Federica Di Guardo "**, Habib Midassi*, Annalisa Racca', Herman Tournaye ',

based surveys Michel De Vos' and Christophe Blockeel”

je 5 y 13 ! Cantre for Reproductive Medicne, Universitalr Ziakenhuis Brussel, Ve Universiteit Brussel, Brussels, Baigium,
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) 77% ity
) mw Progesterone routes Clinicians%(n) Dosage (mg/day)
" Vaging 80% (110/148) 600 mgy/d (103/119)
) 200/400 mg/d (16/119)
W Viaging + OS 2% (3/148) 600/400 mg/d +20-30
ma/d (3/148)
P Vaging + IM 2% (3/148) 600/400 mg/d + 50 mg/d
. (3/148)
) IM 6% (9/148) 50-100 mg/d (9/148)
% Subcutaneous 5% (7/148) 25 mg/d (7/148)
. gg_ogg,’; i . 08 5% (7/148) 20-30 mg/d (7/148)
Oralprogesterone Gk agonistnasal A comblnation ofthe
oy %m OS: oral, IM: intramusculr. Vagnal route agent: micronled progesterons tabiets 200 mg.

#2009 %2012 w2018 w2019
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KpnonepeHoc Ha poHe
3T

Intramuscular progesterone
optimizes live birth from programmed
frozen embryo transfer: a randomized
clinical trial

Kate D M.D

Kevin S. Richter, Ph.D.,” Samad Jahandideh, Ph.D.,* Eric A. Widra, M.D

PKW

1060 KpnonepeHocoB bnactouucT
0e3 ' T-A

KnnHnyeckne ncxogbl npu
Pa3fNnYHbIX peXnmax BBeJEHUS
nporecTtepoHa

* WHTpaBarnHanbHO, 200Mr-2 p/cyT

* BHyTpuMbILLEYHO - 50Mr/cyT

* KombuHaumsa- BarmHanbHO
200Mr-2 pasa + B/M 50mr 1 pa3B

Deving IP'IE!? al. Fertil Steril.
2071
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ABORTION CLINICAL PREGNANCY LIVE BIRTH

@ Vaginal Prog only I Im Prog daily [ Vaginal prog +Im prog every 3 days

BaruHanbHoe BBeaeHune P4 —

Ha 20% HUXe YacToTa po4oB, B 2 pas3a vallge
BbIKMAbILLN

BHyTpuMbILLEYHbIN P4 1 KOMBUMHaUNA C
BarMHasbHbIM yBENMYNBAKOT YacToTy
KITMHUYECKNX NCXOL0B

KombuHmnpoBaHHasa nogaepxka P4 (BarnmH+B/M) -
BbICOKOA(h(PEKTUBHAA ansTepHaTMBa B/M
BBELEHMIO
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59Ke)
Bonpocel K [1porectepoHy
MOHUTOPUHI

 Kakue HopmMmaTuBHbIE NMoKasarenu ?
 Korga nposoaunThb ?

* [MpeguUKTOPbLI HU3KOIO YPOBHS
nporecrtepoHa?



EMSKE

Hy>XHO N3MepATb YPOBEHbL NPOrecTepoHa npu
nepeHoce 3M6pI/IOHOB 11

Optimal level Results

Donation/Fresh ET
th
Brady et al (2014 JARG 0. 100 - Retrospective | >20ng/ml (5%) D3 65 e 5 1
IM ; <20ng/ml Patients/CT LBR
Kofi 1(2015) JAR 21 R
ofinas et al (2015) JARG 3 50-75 mex! etrospective (2 D5 Euploids 49vs 5
. : VAG . 22-31ng/ml . LBR
Yovich et al (2015) RBM Online 529 400mgx3 Retrospective (6") Donation D5 50vs<d]
Donation/
VAG ; >11ng/ml OPR
Labartaet al. (2017) HumReprod 211 400mga2 Prospective (6%) Frels)l;,CT 53ys43
Basnayake et al (2017) Aust NZ) VAG , >15ng/ml Patients/Donation LBR
Obstet Gynaecol e (varios) o (16%) Fresh/CT,D3/D5 27vs11
: : VAG . 211 ng/ml Patients/ CT OPR
Alshjergetal (2018) RBMOnline 244 90 mgx3 Retrospective (9%-111) DS 51vs 38

JJoka3zaHa 3aeucumMocmse 4acToTbl HACTYNIeHUss 6epeMeHHOCTU U
POXOEHNSA OT YPOBHS CbIBOPOTOYHOIO MpoOrecTepoHa npu
KpuonepeHoce aMbpnoHOB Alsbjerg et al., RBMonline 2018
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Low Luteal Serum Progesterone
Levels Are Associated With Lower
Ongoing Pregnancy and Live Birth
Rates in ART: Systematic Review
and Meta-Analyses

Noemie Ranisavijevic * Stephanie Huberlant?, Marie Montaguls. Pierre-Marie Alonzo*,
Bernadette Darné”, Soléne Languille 5, Tal Anahory’ and Isabelle Cédrin-Durnerin®
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* Hanunume TONbKO 3K30reHHoro
nporectepoHa

MOHUTOPUHT

» CbIB ypoBeH:b [lp He uameHsiemcs

e fecuyum sngoreHHoro lp -
ycuneHme niuTeNHOBOM NOAOEPXKKN
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Progesterone plasma concentration [ng/mL]
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Time (hours), fi se, Day 15/16

=== 100 mg pessaries bid (N=57)  =fll= 200 mg pessaries bid (N = 54)
==e= 400 mg pessaries bid (N =53) === 400 mg pessaries od (N = 57)
== 90 mg gel od (N = 51)

BbicTpbiv poct MNP ao yposHa MNaato
10-15 Hr/mn yepes 6 4 OT NEePBUYHOIO
BBEAEHMA BarMHaNbHON GopMbl
nporectepoHa

Duijkers et al., Hum Reprod, 2018



‘human ORIGINAL ARTICLE Infertility
reproduction

Impact of low serum progesterone
levels on the day of embryo transfer
on pregnancy outcome: a prospective
cohort study in artificial cycles with
vaginal progesterone

Elena Labarta?*, Giulia Mariani""T, Stefania Paolelli'?,

Cristina Rodriguez-Varelaz, Carmina Vidal"?, Juan Giles"?,

José Bellver'?, Fabio Cruz'?, Alicia Marzal"?, Paula Celada'?,
Ines Olmo"z, Pilar Alamé"z, José Remohi"z, and Ernesto Bosch'"

MK 1205 kprnoumknos Ha 3 T
MwukpoHus. [NporectepoH- 400 Mr-2
p/cyT

P4 B oeHb I3 (< 8,8 Hr/mMn)

1rp (184) - cobcTBEHHbIE OOLNTLI 6E3
MrT-A

2 rp (308) - coOBCTBEHHbIE OOLUTBI C
MrT-A

3 rp (658) - AOHOPCKME OOLUTDI

E. Labarta, 2020

Ongoing pregnancy rate (mean, 95% CI)

70

50

40

30

20

OnmumarsnbHbIU YpPOBEHb
llpo2cecmepoHa 6 0eHb 13

53.5% 54.1%

38.6%
34.3%

OR:0.55 (95% C10.29-1.03), p=0.08 i OR: 0.44 (95% C10.27-0.73), p=0.001

Serum P on the day of ET

I <8.8 ng/mL
I>=8.8 ng/mL

154.7%

31.2%

OR: 0.49 (95% C10.35-0.70), p<0.001

Own oocytes no PGT-A Own oocytes with PGT-A

Qocyte donation

[TporecTtepoH < 8,8 H2/Ms1 B OEHb
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[locToBepHO HMXe HacTtoTa
HacTynneHns 6epeMeHHOCTN Npu
[13 oT cOBCTBEHHbIX OOLUUNTOB
+/-T1'T-A n npu ncnosnb3oBaHNK
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Human Reproduction, Vol.35, No.7, pp. 1623-1629, 2020
Advance Access Publication on June |, 2020 dot 10.1093/humrep/deaa92

human

reproduction

Low progesterone levels on the day

before natural cycle frozen embryo I_I pO recrte po H 34 1 .u.e Hb ,D,O
transfer are negatively associated with

live birth rates I_I 3 B E I_lI

Sofia Gaggiotti-Marre*, Manuel Aharez, Inaki Gonzalez-Foruria,
Monica Parriego, Sandra Garcia, Francisca Martinez, Pedro N. Barri,
Nikolaos P. Polyzos, and Buenaventura Coroleu

294 Kpl3 B EL] 6e3 noddepxku '

”¢ 90
80
70
P43a1p0p000l3 <10,6 H2/Mi - b
37% L
40
[locToBEPHO HUXKe YacToTa 30
poaoB 20
47% vs 62% 10
0
B 2,5 pasa Bbile YacToTa PREGNANCY MISCARRIAGE LIVE BIRTH
BblKMAbILLEWN B SerumProg <10,64 M Serum Prog >10,64
26% vs 9%
P4 < 10,6 H2/mn vaLle npu S. Gaggiotti-Marre, et al., Gynecol Endocrinol 2018
’
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Human Reproduction, Vol.37, No.10, pp. 2366-2374, 2022
blication on August |

Advance Access Pul

hetps://doi.org/ 10.1093 /humrep/deac |81

h
ORIGINAL ARTICLE Infertility

Progesterone supplementation in
natural cycles improves live birth
rates after embryo transfer of
frozen-thawed embryos—a
randomized controlled trial

K. Winggren ©® ""»* M. Dahlgren Granbom', S.I. lliadis?,
]. Gudmundsson?, and A. Stavreus-Evers??

[MpocnektnBHoe PKWU knuHnyeckne
ncxonbl

488 kpno M3 B EL (2,3,5,6 cyT
amMbp
OTcyTcTBUE NOAOEPKKN - n-245

BarvnanbeHbin [Np ¢ gatsl 13
100mMr-2 pa3sa B A€Hb -n-243

[Mopoepxka llp B ELY
BIIMAET Ha YaCToTy pogoB?

[Mpn nogaep>kke NPorecTepoHOM
Bbiwe YacTtota pogos 34.2% vs 24.1%

 Bblwe YacTtota 6epemeHHOCTN 42.8%
vs 33.9%

 PaBHagd yacToTa BblkugblLlen n 6/x
bepemMeHHoCTEN

e OTcyTcTBMeE KOppenaunum mexay
NCXO0O40M 1 YPOBHEM MNpOrecTtepoHa B
aeHb 19

prBﬁh‘lbpl:ul.Byaﬁkthmamd and control groups (n = 488).

Outcome Treated Controls P-value OR 95% Cl
Pregnancy rate 104 of 243 (42.8%) 83 of 245 (33.9%) 0.049* | 465 1.012-2.108
Biochemical pregnancy rate 130f 104 (12.5%) 13 of 83 (15.7%) 0671 0.769 0.336-1.763
Clinical pregnancy rate 91 of 243 (37 4%) 70 of 245 (28.6%) 0.043* 1.497 1.024-2.188
Miscarriage rate 8of 91 (8.8%) 11 of 70 (15.7%) 0.22 0517 0.196-1.364
rlee birth rate B3 01 243 (34.2%) 59 of 245 (24.1%) 001 /7* 1.635 1.102-2.428

Numbers and percentages are shown. Fisher's exact test, odds ratio (OR) and 95% Cl were cakulated. Pvalue <0.05 was considered as statistically significant (*); regarding the pri-
mary outcome (LBR), results were significant even after correction for multiple looks.

LBR, live birth rate.

08.2022



Low Luteal Serum Progesterone
Levels Are Associated With Lower
Ongoing Pregnancy and Live Birth
Rates in ART: Systematic Review
and Meta-Analyses

Noemie Ranisavijevic ’", Stephanie Huberlant?, Marie Montagut®, Pierre-Marie Alonzo®,
Bernadette Darné”, Soléne Languille 5, Tal Anahory’ and Isabelle Cédrin-Durnerin®
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» Hanwnuune saHpgoreHHoro [lp

e 3aBucumMocTb OoT pyHKuum XKT
MoHUTOPUHr ???

» Bblcokasa BapuaberibHocmb 3Ha4eHuu lNp
» JllomeuHoeo- nnaueHmapHbIU «pPa3pbiex»

06.2022
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M.Filicori et al., J Clin Invest., 1984



MOHWUTOPUHI NporecTepoHa

Kakoe 3Ha4yeHune [lporectepoHa
KPUTUYHO A8 UMniaHTaumm v
pPa3BUTUA DEPEMEHHOCTU?



Serum luteal phase progesterone in
women undergoing frozen embryo

transfer in assisted conception: a
systematic review and meta-analy3|s HacTtoTta HacTynneHust 6epeMeHHOCTU 1 POLoB

Pedro Melo, M.D.,* Yealm Chung, M.B.B.S. > Oonagh Pickering, B.Sc.,* Malcolm J. Price, Ph.D.
Simon Fishel, Ph.D., "' Mohammed Khairy, M.D.,® Charles ngsland M.D.? Philip Lowe, M.B.Ch.8.,"
Georgios Petsas, M.D., Ph. D Madhurima Rajkhowa, M.D.,® Victoria Sephton, M.B.Ch.B.,

Amanda Tozer, M.8.Ch.8.* Simon Wood, M.D. ] Elena Labarta, M.D., Ph.D.,' Mark Wilcox, D.M.,*
Adam Devall, Ph.D.,” loannis Gallos, M.D.,* and Arri Coomarasamy, M.D.* a8

Luteal Serum P, levels-FET Cycles
Systematic Review & Meta-analysis

FIGURE 1.

Number

1 Progesterone cutoff <10 ng/mL

Gagglottl -Marre 2019 244 8.06 PV 4-6h —E— 1.45 [1.05, 2.01] 8.38
Polat 2020 143 8.75 PV 4-5h - = 1.76 [0.76, 4.11] 1.45
Labarta 2021 949 8.8 PV 4-5h - 1.47 [1.23, 1.75] 19.99
Labarta 2017 125 9.2 PV 4-5h eom 1.47 [0.87, 2.48] 3.58
Yovich 2015 529 9.43 PV 2-4h —_—— 1.48 [0.81, 2.71] 2.77
Heterogeneity: v = 0.00, I> = 0.00%, H2= 1.00 > 1.47 [1.28, 1.70] |

Test of 6,=0,: Q(4) = 0.18, P =1.00

Forest plot describing the association between different threshold categories of serum progesterone level and ongoing pregnancy
or live birth rates for women undergoing frozen embryo transfer cycles using blastocyst embryos and PV progesterone only.
CI = confidence interval; PV = vaginal route. Adapted from Melo et al., 2021

Melo. Serum progesterone in FET cycles. Fertil Steril 2021.

Melo et al., Fertil Steril. 2021 Aug 10;S50015-0282(21)00577-X



Serum luteal phase progesterone in

women undergoing frozen embryo e Ananus?21
transfer in assisted conception: a
systematic review and meta-analysis
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MISK Mano weignt

uccrsiedogaHus
6175 KpuonepeHocos

Study Number analyzed %g?gLi Route Timing Wihg5%Cl (%) i P4 - B JEHb r|3 (10) ,
1. Progesterone cutoff <10 ng/mL

Gaggiott-Marre 2019 244 806 PV 46h —u— 042{022,079] 7.95 ° 3a 1 .D.eHb .D.O I_I3 (3)
Polat 2020 143 875 PV 45h -ttt 0.78[0.24, 256] 295

Labarta 2021 949 88 PV 4:5h E 3 0.62(0.48, 0.82] 18.84

Labarta 2017 125 92 PV 45h  —EH 0.71[0.37, 1.35] 7.84

Yovich 2015 529 943 PV 24h —m— 090(0.33, 241] 4.05

Heterogeneity: 1 = 0.00, I’ = 0.00%, H’ = 1.00 Q 0.62(0.50, 0.77)

ﬁg of 8=8:Q(4) =232, P = 68 \ P
4 <20 H2/Mn

2.Progesterone cutoff 10-20 ng/mL

Gaggiotti-Marre 2019 244 1064 PV 4-6h ——f— 0.36[0.17, 0.76] 6.27) B b’ we L‘I aCTOTa
Aslbjerg 2018 244 11 PV 13h = 0.69(040, 1.19] 983} "

ey — foa, 1.1 BbIKUAbILLEWN

Polat 2020 143 1294 PV 4:5h —— 1.38(0.68, 2.79] 6.90)

Yovich 2015 529 1541 PV 24h I 0.89[0.57, 1.39] 12.52)

Heterogeneity: = 0.14, I = 60.19%, H* = 2,51 076(047, 122) )
M 244 0 02

3. Progesterone cutoff >20-30 ng/mL

Polat 2020 143 2042 PV 45h ——u—t— 059(0.16, 221) 2.46
Yovich 2015 529 2201 PV 24h 1.11[073, 1.70] 1322
Heterogeneity: 1= 0.00, I = 0.00%, H’ = 1.00 1.05{0.70, 1.57)

PRI /|_|0p0FOBbIVI ypoBeHb P4 < 10 Hr/mn

4.Progeserone cutoff>30 g >10 He/mn - Bblwe Yactota Hactynnenus 6epem/
Yovich 2015 529 3145 PV 24h 0.88(044, 1.75] 7.16

Heterogeneity: = 0.00, I = %, H' =. i 0.880.44, 1.75) pO.U.O B

Testol §=4:0(0) =000 < 20 H2/mi- Bblwe pUCK BblKMbILLa

Favors high progesterana | Favors low progesterone

OnmumarsnbHbIlU MUHUMa IbHbIU YPOBEHDb
e e CbIBOPOTOYHOIO NporectepoHa Heobxoanm Ans
annaHTau,mm N paHHero pa3suTnsa 6epemMeHHOCTH

P. Melo, 07.2021




Huskun yposeHb ['1p B M-ELL He

acCoLMMPYETCS CO CHMKEHNEM
UHE

Low P, levels 2 on ET d in m-NC is not associated
with low ongoing pregnancy rates ®

Ongoing pregnancy rate 2

23/41 (56.1%) 17/41 (41.5%) A sub-study of ongoing RCT;

77/127 (60.6%) 53/121 (43.8%) .

25% patients had P4,<~9.2 ng/ml
0.715 0.856

Ongoing pregnancy rate

6/11 (54.0%) 5/11 (45.5%) a: Less than ~9.2 ng/ml (29.4 nmol/L)

94/157 (59.9%) 65/151 (43.0%) b: n=170; Single good quality blastocyst transfer, No PGT

0.758 1.000

Logistic regression analysis for continued pregnancies
as a function of progesterone level

Adjusted OR*

0.77 (0.35-1.67)

1.10 (0.29-3.92)

Saupstad M, et al. Hum Reprod. 2022;37(Supp! 1):abstract deac106.025;
Saupstad M, et al. Presented at ESHRE 2022; 0-243.



KoMy 1 Kkorga CTOUT YCUNUTb
NOTENHOBYIO NMOALEPXKKY ?

* lngmBmnayanbHble BapuaLnm ypoOBHS
[1p?
 KNnMHn4yeckune nokazaHmsa?
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Factors associated with serum progesterone ==
concentrations the day before cryopreserved
embryo transfer in artificial cycles

BIOGRAPHY
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PGT-A
— No

Probability of a live birth

10
Progesterone

YpoBeHb [1p < 10 Hr/mMn
3a 1 /] TO- He3asucumsblil
doakTop accouunpyembiin
c YactoTton ponos

Gonzalez-Foruria I., 2020

daKkTopbl accoUMnpoBaHHbIE C
YPOBHEM NPOrecTepoHa

TABLE 3 MULTIVARIATE LINEAR REGRESSION FOR FACTORS ASSOCIATED
WITH SERUM PROGESTERONE CONCENTRATIONS ON THE DAY BEFORE
CRYOPRESERVED BLASTOCYST TRANSFER

p 95% ClI
Age 0.1 0.01t0 0.20
Weight -0.05 -0.08 to -0.01
Time of blood sampling -013 -0.25 to -0.01
Low progesterone (< 10 ng/ml) in previous cycle =313 -4.45 10 -181

KpnonepeHoc

685 bnactoumnct (SET)
N=578 naumeHToK
3T, MBI 200Mr/8 4

He3aesucumbie dakTopbl, BINAKOLWME HA YPOBEHb

P4 kpno N3

» Boapacm (cmapuwe 38 nem)

« Bec (UMT 30)

» Bpems 83smusi kKposu (He boriee 6 4)

* WHOusudyasibHble ocobeHHocmu
6uodocmyrnHocmu ( P4 <10H2/mr1 8 ripowiribix
npoegpammax 3KO)



[TporecTepoH 1 KpoBOTEYEHUS B 1 TPUMECTpe

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE I ° Squ)eKTMBHOCTb Tepa|'||/|[/|
NPOrecTepoHOM KPOBOTEYEHUS B
A Randomized Trial of Progesterone 1Tp (n=2013)

in Women with Bleeding in Early Pregnancy MO CPaBHEHUIO C I nauebo
A. Coomarasamy, A.J. Devall, V. Cheed, H. Harb, L.). “;“dd;“w"- .D. Gallos (n=2025)

H. Williams, A.K. Eapen, T. Roberts, C.C. ulu, I. Goranitis, J.P. Daniels,

A. Ahmed, R. Bender-Atik, K. Bhatia, C. Bottomley, J. Brewin, M. Choudhary,

F. Crosfill, S. Deb, W.C. Duncan, A. Ewer, K. Hinshaw, T. Holland, F. |zzat

J. Johns, K. Kriedt, M.-A. Lumsden, P. Manda, J.E. Norman, N. Nunes

TSI A - BarvHaneHelit PA- 400Mr /oy c
Hayana BblgeneHun o 16 Hen
ABSTRACT 6ep

Bleeding in early pregnancy is strongly associated with pregnancy loss. Progester- C CpaBHeH ne L‘I dCTOTbl PO.D.OB

one is essential for the maintenance of pregnancy. Several small trials have sug-
gested that progesterone therapy may improve pregnancy outcomes in women who
have bleeding in early pregnancy.

METHODS

We conducted a multicenter, randomized, double-blind, placebo-controlled trial to
evaluate progesterone, as compared with placebo, in women with vaginal bleedin
in early greggnancy. Women wgre randompl)y assigned to receive vagiﬁal suppositog- Kn MHN4YEeCKne nokasaHus
ries containing either 400 mg of progesterone or matching placebo twice daily,
from the time at which they presented with bleeding through 16 weeks of gesta-
tion. The primary outcome was the birth of a live-born baby after at least 34 weeks
of gestation. The primary analysis was performed in all participants for whom
data on the primary outcome were available. A sensitivity analysis of the primary
outcome that included all the participants was performed with the use of multiple
imputation to account for missing data.

........



P Value for

Subgroup Placebo  Progesterone Risk Ratio (95% Cl) Interaction
no. of events ftotal no. - ~
Maternal age 0.70
<35 yr 1148/1555  1184/1558 i B 1.03 (0.99-1.07) >35
(=35 yr 311/458 329/467 N — 1.05 (0.97-1.13) )
Body-mass index 0.31 o J
<30 1128/1541  1155/1548 . 1.02 (0.98-1.06) é h
(=30 331/472 358/477 — 1.07 (0.99-1.15) ) MMT
Fetal heart activity 0.37 2 30
Present 1304/1648  1347/1672 - 1.02 (0.99-1.06) S
Absent 155/365 166/353 - 1.10 (0.94-1.30)
Estimated gestation at presentation 0.13
<6 wk 202/365 209/358 e 1.04 (0.91-1.18)
(6 wk to <9 wk 832/1162 917/1211 —.— 1.05 (1.01-1.10) ) 6-9 Heq,
=9 wk 4257486 387/456 ' 0.98 (0.94-1.03)
Amount of bleeding on PBAC 0.61
=2 1344/1853  1396/1860 1 = 1.03 (1.00-1.07)
=3 115/160 117/165 . 1.00 (0.88-1.14)
No. of previous miscarriages 0.007
0 84071127 824/1111 = = 0.99 (0.95-1.04)
[1-2 534738 591/777 . 1.05 (1.00-1.12) ] BbIKWObILUU
=3 85/148 98/137 - 1.28 (1.08-1.51)
No. of gestational sacs | 0.34
1 14321975  1480/1971 L 1.04 (1.00-1.07)
=2 27/38 33/54 0.90 (0.69-1.19)
Race 0.87
White 1245/1697 12631673 - 1.03 (1.00-1.07)
Black 46/75 58/82 = 1.08 (0.87-1.35)
South Asian 69/101 76/113 0.97 (0.82-1.15)
Other 99/140 116/157 — 1.04 (0.91-1.19)
History of polycystic ovaries 0.35
Xes 1£1 ’I’)')'I 1(7/‘)‘)0 — 0498 (O AR ID)
[ No 12971791  1356/1805 - 1.04 (1.00-1.08) ] - CINK4
Previous LLETZ 0.30
Yes 68/102 80/109 1.12 (0.95-1.33)
No 1391/1911 14331916 = 1.03 (0.99-1.06)
All Participants 1459/2013 151372025 : s : 1.03Y1.00-1.07)
0.75 1po 1.25 nporeCTepo
Placebo Better Progesterone Better H +++




YcuneHue nioTeMHOBOWU NOOOEPKKA

YBenunuunBaem goa3y ?
nnu

HobGaBnsem gpyrou nyTb BBeaeHusa P4?



Serum progesterone concentration and live
birth rate in frozen-thawed embryo transfers
with hormonally prepared endometrium

I BIOGRAPHY

| Isabelle Cédrin-Durnerin is a Reproductive Endocrinologist. She has been a practitioner at the
Centre of Reproductive Medicine and Fertility Preservation of Jean-Verdier Hospital (Assistance
Publique - Hopitaux de Paris) since 1991. She has been a co-investigator in numerous
international clinical trials and published several papers dealing with ovarian stimulation.
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227 kpuouuknoB Ha 3I'T
MwukpoHu3. [porectepoH- 600 mMr/cyT
P4 B geHb 13 <10 Hr/MN-37 %

l

Yeesnu4yeHue 003b1 1200 Mr/cyT
P4 4yepes 2 agHA > 10 Hr/MN - 69%

e YBenun4yeHue O03bl NporectepoHa
He yny4liaeT ucxop nporpamMmmbl

* UHOueuOdyanbHas
61oaoCTyNHOCTL, abcopbuyus

TABLE 2 OUTCOME ACCORDING-TO-2-DAYS-ROST-EMBRYO TRANSFER MEASUREMENT A1 PGB N eveLs
FOLLOWING INCREASH TO 1200 MG/DAY VAGINAI MICRONIZED PROGESTERONE IN PATIENTS WITH PROGESTERONE

<10 NG/ML ON THE EMBRYO TRANSFER DAY

PN
Progesterone 210 ng/ml Progesterone <10 ng/ml P-valu
n=55 n=25
Mean progesterone level on post-embryo transfer 126 22 ! <0.001 ‘
control ‘l";j"‘-‘}
Biochemical pregnancy (%) 36 32 NS
Clinical pregnancy (% 16 NS
Ongoing pregnancy at 12 weeks (%) 12 \ NS /
Live brth (%) 20 ! \ s/
N

2018
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Individualised luteal phase support in
artificially prepared frozen embryo
transfer cycles based on serum
progesterone levels: a prospective
cohort study

Manuel Alvarez®, Sofia Gaggiotti-Marre, Francisca Martinez,

Lluc Coll, Sandra Garcia, Inaki Gonzalez-Foruria, Ignacio Rodriguez,

Ménica Parriego, Nikolaos P. Polyzos, and Buenaventura Coroleu

[MpocnekTnBHOEe HabnoaaTenbHoe
nccnegosaHue

P4 3a1pa KpllaynnongHbix
onactounct (n-598)

 >10,6 Hr/Mn- Bar 200mMr/84
(n-348)

e <10,6 Hr/mMn- Bar 200mMr/84+
[1/K INpontoTekc 25 mr (n-250)

e <10,6 HIr/MnN-38 %

MHaneuayanbHas
THI0TEMHOBAA Nogaepxka

& 598

Serum P and ultrasound on D4 of vaginal P4 200 mg/8h

A‘i-‘km ‘ -~A1
: i P4 <106 ng/mlL [ ]
Group 1: P4 > 10.6 ng/mL g/ [ R 24 excoded: |
"lprotocolwola(lon J
_________ L R
J & 6noembryo | ' 2 w6
" sl || Group 2: Vaginal P4 200 mg/8h + Pc 25 mg
[ D5: serum P4 determination
l DSFE‘TMI g Y Afca-ncelied; ---- : 7 12227 i
. G'm | |
2A: P4 < 10, L Group 28: P4 > 10.6 ng/mL
| Vaginal P4 200 mg/gh | b kot R e il ik
_‘Zrmmbryo {
survival |
B
& 20
D5: FET Group 2 ‘

Vaginal P4 200 mg/8h + Psc 25 mg/24h |

Figure |. Flowchart showing patient distribution into groups according to serum progesterone levels on the day previous to
frozen embryo transfer. P4; progesterone, FET; frozen embryo transfer, D4: day previous to frozen embryo transfer, DS: day of embryo transfer,

M. Alvarez, 2021



NHavBmayanbHasa nioTeMHoBas
nogaepkka npu HU3KOM YPOBHE

P4
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579

55,5
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12,4
9,2

Pregnancy (%) OPR (%) Miscarriage (%
H P4>10.6ng/ml
B P4 < 10.6 ng/mL +25mg sc Progesterone/day

M. Alvarez, 2021

[May c ypoBHEM P4 <10.6 ng/ml 3a 1
no nd

» [obaBneHune MNMpontoTekca 25mr,
n/k3al[polld

* PenpogyktmBHble ncxoabl (HHB n
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conocTtaBuUMbI C MaL, C U3Ha4arbHO

agekBaTHbIM ypoBHeM [1p4 >10.6 ng/ml

* [logkoxHoe BBeaeHue P4 -
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nporecTepoHa

« Koppekuns nogaepxkn 3al g
no [N3- onTtumanbHble
YyCNoBWUS AN MMnfiaHTaumm
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Is there a link between plasma progesterone 1-2
days before frozen embryo transfers (FET) and ART
outcomes in frozen blastocyst transfers?

Natalia N. Ramos, Paul Pirtea, Achraf Benammar , Dominique de Ziegler,
Emilie Jolly, Rene Frydman , Marine Poulain & Jean Marc Ayoubi

Results: When using combined vaginal and subcutaneous LPS, SPL >10.50ng/mL in 95% of cases, with a
minimum value of 7.02ng/mL. CPR, OPR, and global miscarriage rates were 38.4%, 30.9%, and 19.5%,
respectively. Analyzing results per quartiles, revealed that miscarriage rates were significantly inferior, and
IR were higher in the upper two quartiles of serum progesterone (>21.95ng/mL) on the day before FET,
while there was no difference in CPR and OPR.

Conclusions: We report ART outcome of frozen blastocyst transfers performed using a combination of
vaginal and subcutaneous progesterone for LPS. ART results were honorable and SPL favorable 1-2 days
before FET in 99% of cases.

» PeTtpocnektnsHoe
nccnegoBaHme

320 Kpna

« KombuHuposaHHas nodoepxka c
10HA IO
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Bimplantationrate MCPR @OPR 0% Miscarriage

36.3%

Figure 1. Outcome according to serum progesterone levels (SPL) 1-2day(s) before FET split in quartiles: Q1; Q2; Q3; Q4. No significant difference between groups

26.3% ‘

27.6%)

v

Q1+Q2(£21.94)

£

KombuHayus

40.6%

35.6%

Q3+04 (>21.94)

lponiromekca 25 me (n/k) + Ba2 P4

y e P4>10Hr/Mmn- 95%
lMoodkoxHbiU ([Mposromekc 25 -
y KomOGu nogaepxka- ontumMmarbHbIN
me)+ BacuHanbHbIU P4
(800mz/cym) ypoBeHb P4 3a 1-2 0 0o 13
. YpoBeHb P4 3a 1-2 aHs Ao M3 u ObpaTtHas koppensaunsa mexagy YpoBHEM
koppensaums ¢ KnnHuyeckumu P4 3a 1-2 aHA o 13 1 yactoTon
ncxopam BblKMAbIiLia
N. Ramos, 2020 * P4> 21,95 Hr/mn MeHbLUEe BbIKUAbILLEWN,

RKIIII@ ANMDOOINOAHTAIIIAG
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NMokasaHusn
«ycuneHuAa»
nporecTepoHOBOM

noaaepxkKu «

MNMpodmnakruka [ ]

HeBbliHalwMBaHMe B aHaMHese

BHyTpnmaToyHas natonorus * ¥Yrposa BblkmablLla
(Mmnoma maTku, ageHoOMuno3) . KpOBOTeLIeHI/Ie
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CoBeT JKcnepToB 11 gekabps 2021 roaa.
MockBa.

Hokazanus onsa n/k ¢popmut Ilpozecmepona 6 Kpuouuknax:
P4 <10 ar/ma
* P4 <10,6 Hr/mJ - 4-3 6 4 ocJie BBEICHUS MEPBOM 103bI BaruHaIbHOU (opMebl [1p

* P4 < 10,6 ur/ma 3a 1 genp go IID npu M30IMPOBAHHOM HCHOJIB30BAHUU
BarMHaJIbHBIX (hOpM

* Huskuii ypoeens IIp B npeovidyuux yukaax BPT na dbone npuemMa apyrux popm
[porecTepoHa

P4 > 10 Hr/ma
e MHoxeCTBEeHHBbIE HeylaYHble MonbITKU JKO

OTCyTCTBUE HACTYILICHUS, OMOXUMHUYECKUE Oep, BHIKUIBIIIN
* Bospacrt crapue 40 getr, UMT 06ou1ee 30

1 mpumecmp depemennocmu
* [IpuBBIYHOEC HEBBIHAINIMBAHUE OCPEMEHHOCTHU

* VYrpo3sa npepbiBaHUsI OEpEeMEHHOCTH
* KpoBoTeueHus, peuAuBUPYIOIINE PETPOXOPHUATBLHBIE T€MATOMBI
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