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ICTPOreHbl U UX CHHTETHYECKHE
AHAJIOTH

e [IpuponHbie cTepouasl (3CTPaanOi, SCTPOH, 3CTPUOIN);

® D(UPHI U KOHBIOTaThl MIPUPOIHBIX ICTPOISHOB
(3cTpaznoiia Bajaepar, SCTPOIUIIAT, MOJIUACTPAAUONIA
(ocdar, KOHbIOTUPOBAHHBINA ACTPOrEH, ACTPAANOIIA
O€H304aT, 3CTPaInoIa JUIIPONHOHAT);

e CHHTETUYECKHUE CTEPOM/Ibl (AITUHUIIICTPATUOM,
MECTPAHOJI, KBUHACTPOJI);

e CHHTETUUYECKHE BEIIECTBA HECTEPOUTHON CTPYKTYPhI
(AUATUIICTUIOECTPOI, JUSHACTPOJ, OCH33CTPOII,
TE€KCACTPOJI, METAICTPOJ, METATICHECTPUII,
XJIOPOTPUAHHU3EH).

OCTpOreHbl B peNpoaykKTUBHON MeanumHe. PekomeHgaunu ansi npakTMyYeckoro
npumMmeHeHuna.2017



PekoMeHIaTeJbHBLIN CIUCOK

Koa ATX Npenapar FDA | FASS | ADEC Cewinka mn&‘,‘;‘"‘"‘
Funo@u3sapHsie, rHNOTANAMMYECKHE H NONOBLIC FOPMOHLI

GO3AA FOPMOHANLHLIE KOHTPALENTHBY X B3 B3 |[14, 40,45, 55, 64) ED

GO3BA03 | Tecrocrepou X D D |[16,40)

03CA03 | 3crpaamon X B2 Bl ([14,40,51,55)

03CAS57 | 3cTporensl KOHLIOrHPOBAKKLIE X NA D [[14,16,45,61,64)

VK10 0 L L Lo T AT Tl LT L ToTs 7 5 3 530 AT

GO3DA04 | Nporecrepou NA NA D |[[16,40,45,60,61) ED

GO3DCO02 | Hopatucrepou X D D |[16,54)

GO3FA12 | MeapOKCHNPOrecTepoH M acTporessl | X B3 D |[16,45]

GO3GAO1 | MoHafoTPONKK XOPHOHHYECKHA X NA A |[45,61) ED

GO3GAO05 | donnuTponuu anvda NA | B1 D |[16.53,61) ED

GO3GBO02 | Knomuden X B3 | B3 |[14,45,55,61) ED

GO3XA01 | Aawaszon X NA D [[16.50) ED

GO4CBO1 | dunacrepup X D X |[16,47)

Pemersko O. B. ®apmakonoruueckas 6€30macHOCTb IPU OEPEMEHHOCTH: CUCTEMAaTHUECKHI
0030p MPUMEHEHHUSI TOTEHIIUAIBLHO TEPATOTEHHBIX JIEKAPCTBEHHBIX cpencTB,2017




KaTero

pum
pucka

Onpenenenne KaTeropu NOTEHIMAJIBHOIO PUCKA

JIEKAPCTBEHHBIX CPEACTB COmIacHo kiaaccupuxkanuam FDA
(CIIIA), FASS (IllBenusi) u ADEC (ABcTpajus)

HNwmerorcs noka3arenbcTBa pucKa s
1012 YEJIOBEKA, OJTHAKO I10JIb3a
pUMEHEHUS y OEPEeMEHHBIX JKSHIIUH
MOXET MPEBBILIATh PUCK

HccnenoBanus Ha )KMBOTHBIX HIIM Ha
JFONISAIX BBISBHJIN HApPYyIICHUS Pa3BUTHS
I10a W/WIIA UMEIOTCS 10Ka3aTelIbCTBa
pHUCKa JUIsl 1J10/1a, OCHOBaHHBIE Ha
OTIBITE PUMEHEHHS TIpenapara y
monen. Puck npuMenenus y OepeMeH-
HBIX MPEBBIIIAET JF00YI0 BO3MOXKHYIO
HOJIb3Y

JIC, mpy npUMEHEHUHU KOTOPBIX
aHOMAJIMU TUTIOZA Y YeJIOBEKa
WM IpyTHe HeoOpaTuMbIe
MTOBPEXICHUS HAOTIONAIHCH C
MOBBIIIEHHON YacTOTOM. JTa
kareropus Bkirouaet JIC ¢
MIEPBUYHBIMH TEPATOTCHHBIMHU
s dexramu, a Tak xe JIC,
dapmakonorndeckre 3PpPexToI
KOTOPBIX MOTYT MPSIMO WJITH
KOCBEHHO OKa3bIBATh BPEAHBIN
addexT Ha o

He npumensiercs

ADEC

JIC, mpu mprMEHEHUH KOTOPBIX
aHOMAJIMU TUJI0Ja Y YeJIOBEKa
WJIN IpyTHe HeoOpaTUMBbIe
MOBPEXKICHUS HAOIIOIATICH C
MOBBIIIEHHON YaCTOTOM. DTH
JIC Taxxe MoryT 00sagarhb
HEOIaronpusTHEIMU
(hapMaKoJIOTrHIECKUMHU

s pexramu

JIC, npuMeHeHnE KOTOPBIX
COTPSI’KEHO C TAKUM BBICOKUM
PUCKOM HAHECECHHSI
HEO0OpaTUMOTO MOBPEXKACHUS
IOy, U KOTOPbIE HUKOT/Ia HE
JOJKHBI PUMEHSTHCS TIPU
OEpEeMEHHOCTH WM B Cllydae,
KOTJIa CYIIECTBYET BEPOSITHOCTh



* FDA 3anperun DES B 1971 rony, korma
COOOIIMIN O HECKOJIBKMX CITydasix
a7ICHOKAPLIMHOMEI BJarajuina 1 MEHKU MaTKU Y
MOJIOABIX JKCHIIMH, YbH MaTepu npuHuManu DES.

* Y XKEHIIYH ,4b1 MaTepu 1nosryyand DES Bo BpeMs
OEpEMEHHOCTH, PUCK PA3BUTHS ATOr0 THIIA paKa
Bo3pactan B 40 pas.

* 3a00JIEBAEMOCTh PAKOM MOJIOYHOM KEJIE3bI
YBEJIUYMUIIACH Y CAMUX MATEPEN .

Palmer JR, Wise LA, Hatch EE, et al. Prenatal diethylstilbestrol exposure and risk of breast cancer. Cancer Epidemiol
Biomarkers Prev Troisi R, Hatch EE, Titus-Ernstoff L, et al. Cancer risk in women prenatally exposed to

diethylstilbestrol.



Exposure to female hormone drugs during pregnancy: effect
on malformations and cancer

E Hemminki, M Gissler, and H Toukomaa

* PerpocniektuBHOE UccieqoBanne 2052 KEHIWH, TOABEPIIINXCS
BO3JICCTBUIO TOPMOHAJIBHBIX IpenaparoB, 2038 KOHTPOIbHBIX

HaOmoaeHud u 4130 nereld , 00CIeI0BaHbI B POJMIBLHBIX JOMaX B
XeabcuHKU ¢ 1954 1o 1963 rox
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Pesynprar

Oestrogen® Progestin only Totar*
Exp Cont Exp Cont Exp Cont

(Number of mothers) (417) (412) (1566) (1545) (2052) (2038)
All cancers*

Incidence (n) 34.7 (49) 306 (56 41.7 (221) 414 (212) 4090 (284) 409 (278)

OR (Cl) 0.87 (0.50-1.28) 1.01 (084-122) 1.00 (0.85-1.18)

Adj. OR (C1) 0.85 (0.56-1.28) 1.02 (0.83-1.25) 1.00 (0.83-1.20)
Breast cancer

Incdence (n) 120(17) 12.7(18 134(M) 14.5(74) 13.7 (95) 14.0 (95)

OR (CI) 0.95 (0.49-1.83) 0.93 (0.67-1.29) 0.98 (0.74-1.30)

Adj. OR (Cl) 0.96 (0.49-1.90) 0.94 (0.69-1.32) 1.00 (0.74-1.34)
Ovarnian cancer

Incidence (n) 21(3) 0.7(1) 13(7) 23(12) 14(10) 22(15)

OR(Cl) 3.00 (0.31-28.9) 0.56 (0.22-1.43) 0.65 (0.29-1.45)

Adj. OR (CI) 3.28 (0.34-32.0) 0.69 (0.27-1.79) 0.73(0.32-1.63)
Cervical cancer*

Incidence (n) 50(7 35(5) 26(14) 39(20) 30(21) 3.7(25)

OR(Cl) 1.40 (044-4 41) 0.68 (0.34-1.34) 0.82 (0.46-1.47)

Adj. OR (Cl) 1.51(047-4.83) 0.61(0.30-1.24) 0.83 (0.46-1.50)
Utenine cancer

incidence (n) 14(2) 0(0) 26(14) 14(7) 23(18) 1.0(7)

OR (Cl) 1.94 (0.78-4.79) 224 (092-5.44)

Adj. OR (Cl) 1.67 (0.66-4.23) 1.98 (0.80-4.87)




JCTPOreHbl U CTEPOMAOIreHEe3 B rOHAAAX

Table 2 In vitro effects of estrogen treatment on fetal and neonatal rat testis or testicular cells.

Protocol Age Treatment Effects References
Organ culture Cord formation alteration
13.5 dpc 17B-estradiol (4 pM-72 h) 1 Number of gonocytes Lassurguere et al. (2003)
14.5 dpc DES (4 uM-72 h) | Number of Sertoli cells Cupp et al. (2001)
| Number of Leydig cells
1 Testosterone secretion
20.5 dpc 17B-estradiol (4 pM-72 h) No modification of testosterorfe secretion  Delbes et al.
DES (4 yM-72 h) (unpublished data)
3 dpp 17B-estradiol (4 pM-72 h) No modification of the nu of gonocytes
DES (4 uM-72 h)
Leydig cell culture 21.5 dpc 17B-estradiol (2 pM-72 h) | Testosterone secretion Tsai-Morris et al. (1986)
16.5 dpc 17p-estradiol (0.01 =1 uM-48 h) | Testosterone secretion Delbeés et al.
20.5 dpc DES (0.01 =1 uM-48 h) (unpublished data)
6-7 dpp 17B-estradiol (1 pM-24 h) No modification of testosterorfe secretion  Murono et al. (1999)
Octylphenol (24 h) 1-10 nM: testosterone secretic
100-200 nM: | testosterone sgcretion
Purified gonocyte 3 dpp 17p-estradiol (1 pM-20 h) 1 Gonocyte proliferation Li et al. (1997)
culture 17p-estradiol (0.1 and 10 uyM-20 10 No effect
Coculture sertoli 16.5 dpc DES (1 pM - 5 days) | Number of gonocytes only af 16.5 dpc Delbés et al.
cells/gonocytes 3 dpp 17B-estradiol (1 pM- 5 days) (unpublished data)

dpc, day post-conception; dpp, day post-partum; DES, diethystilbestrol.

Estrogen effects on fetal and neonatal testicular
development Ge'raldine Delbe’s ,review,2006



DTHHUIACTPAANOJ M PUCK paKa
MOJIOYHOH sKeJjie3bl
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Assis S, Warri A, Cruz M1, et al. High-fat or ethinyl-oestradiol intake during pregnancy increases mammary
cancer risk in several generations of offspring. Nat Commun. 2012;3:1053.



PAPY

* B cniyyae HacmyrineHusi bepemMeHHocmu Ha
oHe ripuemMa HU3Ko0003Upo8aHHbIX OOHO- U
MHO20Gha3HbIX rpernapamos (kak npagusio, 3mo
KOK, Hem ocHoeaHUU HU 01151 rpepbi8aHUs
6epe/vleHHocmu HU Or1s1 rTpoeedeHUs
UH8a3uesHoU duaaHOCMUKU.

» B cny4dae HacTynneHns 6epeMeHHOCTN Ha
dooHe NpuemMa BbICOKO403UPOBAHHbIX
npenapartoB TakKe HET NoKa3saHun K
npepbiBaHNO BEpPEMEHHOCTU MO KPUTEPULO
pucKka TepaToreHHOCTM.

* B aTou cntyaymm BO3MOXHO UCMNOMb30BaHNE
OOMOSNTHUTENBbHLIX METOA0B ANArHOCTUKU
COCTOSIHMA nnoga n tedeHnsa bepemMeHHOCTH

PAPY,2017



e JluBurens (cuHTeTHYECKUN 17PB-3cTpaano)

3aMecTUTENbHAs TOPMOHAIbHAS TepaNus MPU CUMITOMAX AepUIIMTa
ACTPOTEHA; JCYCHUE KIIMMAKTEPUIECKOTO CUHAPOMA, CBI3aHHOTO C
€CTECTBEHHOM UJIM UCKYCCTBEHHON MEHOIIAy30U, Pa3BUBIIECUCS
BCJICJICTBUE XUPYPTUUECKOTO BMEIIATEILCTBA.

* IIporuHoBa (3cTpaaunosna Bajepar)

3amectuTeNibHas ropMoHaiibHas Tepanud (31'T) npu KauMakTepUIeCKUX
PaCCTPOMCTBAX, MHBOJIIOTUBHBIX U3MEHECHUSIX KOXKH U MOUYEIIOJIOBOTO
TPAKTa, IETPECCUBHBIX COCTOSHUSX B KIIMMAKTEPUUECKOM MEPUOJIE, a
TAaK>K€ CUMIITOMOB JIe(PUIIMTA SCTPOTCHOB BCJICICTBUE €CTECTBEHHOMN
MEHOIIAy3bl WU CTEpUU3auu. I [podunakTruka mnocTMeHONay3aIbHOTO
0CTEOnopo3a

e DCTpoXkenb (3CTpaanoiia TEMUTHIPAT)

DcTporeH1e(PUIUTHBIE COCTOSAHUS (OLIYIIEHHUE )Kapa, TOTIUBOCTb,
HapyILICHUs CHA, TOJIOBOKPYKEHUE, PA3APaAKUTEIbHOCTh, aTpOPHUUECKUE
W3MEHEHMST OPraHoB

YPOT€HUTAIBHOM CUCTEMBI), IOCTMEHOIIAY3HbIN 0CTEONIOPO3
(mMpoduIaKTUKA).



[lnsBurenb

[TpNYnHBbI HEMEeONEHHOro NpeKkpaLleHUs
Tepanuu: B cny4yae, ecrin obHapyXeHbl
NPOTUBONOKa3aHUA U/Unm B CrieayroLmx
CUTyaLUaX: XXeNnTyxa nnm
...3ITOKaYE€CTBEHHbIE OMYXON MOSTIOYHOMN
Xerneabl U 3HOOMETPUS, TshKerble
HapyLweHns1 PYHKUMKN NeYeHU, MaTOYHbIE
KPOBOTEYEHUSA HESICHOW 3TUOSIOMNH,
TpoMboambornnyeckne 3aborneBaHus,
bepemeHHoCcmeb.

PIC



[loka3zaHus K NpUMEHEHUIO
acTporeHoB ansa BPT

« o OCHOBHasi MULLEHb — AHOOMETPUNA

* o [logoepxka paHHUX CPOKOB
bepemMeHHOCTH

* o [logrotoBKka ANYHUKOB K CTUMYIALNN



[logoep’kka NoTenHOBOW pasbl U
PUCK KpoBOTEYEHUA B LnKIe OKO

Luteal estradiol supplementation in gonadotropin-
releasing hormone antagonist cycles for infertile
patients in vitro fertilization

Su-Kyoung Kwon', Chung-Hoon Kim', Kyung-Hee Lee’, Il Kyung Jeon’, Jun-Woo Ahn?, Sung-Hoon Kim', Hee-Dong Chae’,
Byung-Moon Kang'

Division of Reproductive Endocrinology and Infertility, Department of Obstetrics and Gynecology, 'Asan Medical Center, University of Ulsan College of
Medidine, Seoul; “Ulsan University Hospital, University of Ulsan College of Medicine, Ulsan, Korea

Mpuem 4 Mmr acTpaauona BasepaTa He BAUAET Ha YacToTy
HacTynneHna 6epemMeHHOCTU, HO CTaTUCTUYECKM 3HAUYMMO
NOBbILIAET YAaCTOTY UMMIAHTALLUM U CHUMKAET YacToTy
KPOBAHbIX BblAENEHUIN B IIOTEUHOBYIO Pa3sy

Clin Exp Reprod Med 2013;40(3):131-134



M cxonpl 0EpeMEHHOCTH B 3aBUCUMOCTH OT
TONIIUHBI SHAOMETPUS

Endometrial thickness cutoff of 6 mm

<6 mm >6 mm

Outcome (n = 54) % (n = 683) %
Overall pregnancy rate 37.0 258

Clinical pregnancy ﬁg 29.6 205 30.0
Biochemical pregnancy 4 7.4 53 7.8
Early miscarriage 5 9.3 39 )
Ectopic pregnancy 0 0 3 0.4
Stillborn 2 =4, 2 03
Live birth 9 16.7 161 23.6
No pregnancy/biochemical pregnancy 38 70.4 478 70.0
Early miscarriage/ectopic pregnancy/stillborn 7 13.0 44 6.4
Live birth 9 16.7 161 23.6

Dain. Thin endometrium and oocyte donation. Fertil Steril 2013.



BiausHue ypoBHS dCTpaanoiia Ha UCXO/I
2KO

* YPOBEHb 3CTpagmnorna Koppenupyer c
KONMM4YECTBOM MOJTyYEHHbIX OOLINTOB U
9MOPUOHOB XOPOLLEro Ka4yecTBa.

« YacTtoTa HacTynneHns bepeMeHHOCTH
CTaTUCTUYECKN 3HAYNMO HE OTNNYaEeTCA B
rpyrnnax ¢ BbICOKUM, CPEAHUM N HU3KNM
YPOBHEM 3CTpagunona.



BrninaHue ypoBHA acTpaauona Ha

ncxoa KO

Physiologic Markers Observed During in-Vitro Fertilization and Embryo
Transfer Cycles

Grace Wing Shan Kong1. Lai Ping Cheung1. Christopher John Haines2, and Po Mui Lam

I pepartment of Obstetrics and Gynecology, Prince of Wales Hospital, Shatin, Hong Kong SAR

2 . 7 , Vi .3 > o . - - v
< Department of Obsterrics and Gynecology, The Chinese University of Hong Kong, Hong Kong SAR

YposeHb E2, nmonb/n <6 000

6 000-12 000

12 000-18 000

> 18 000

Outcome

Group 1 (n=243)

Group 2 (n=393)

Group 3 (n=231)

Group 4 (n=256)

Implantation rate

Pregnancy per initiated

cycle

paegnancy.per OR

023=035
72/243 (29.6%)
72,240 (30 0%)

020033
120/393 (30.5%)
120/387 (31 0%)

0.21+035
71/231 (30.7%)
71/229 (31 0%)

0.28 = 0.38
82/256 (32.0%)

Pregnancy per ET
Live birth per ET

72/196 (36.7%)
53/196 (27.0%)

120/357 (33.6%)
83/357 (23.2%)

71/209 (34.0%)
57/209 (27.3%)

R2/255 (32 2%
82/186 (44.1%
68/186 (36.6%

Miscarnage per preg-

nancy

Multiple gestation rate

per pregnancy
OHSS

17/72 (23.6%)

16/72 (22.2%)
11/243 (4.5%)"

29/120 (24.2%)

25/120 (20.8%)
38/393 (9.7%)%

7/71 (9.9%)

19/71 (26.8%)
35/231 (15%)

10/82 (12.2%)

31/82 (37.8%)
56/256 (22%)

J Exp Clin Assist Reprod 2009;6:5 Kong, et al.



BBICOKHH YPOBEHDb 3CTPAAUOJIA HE OKA3BIBACT
HeOJIaronpusaTHOro BIUsHUS Ha ucxon KO

e B Pregnancy rate (%)
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Taiwanes Obctetric et Gyn.2007



Meta-analysis of estradiol for
luteal phase support in in vitro
fertilization/intracytoplasmic
sperm Injection

Na Huang, M.S.,® Bing Situ, M.S.,° Xiao Chen, Ph.D.,¢ Jiangiao Liu, M.D.,? Pengke Yan, M.D., Ph.D.°
Xinhuang Kang, Ph.D.,* Songzhi Kong, Ph.D.,* and Min Huang, Ph.D.®

* College of Science, Guangdong Ocean University, Zhanjiang; ® Department of Pharmacy, The Third Affiliated Hospital of
Guangzhou Medical University; = Department of Pharmacy, The First Affliated Hospital, Sun Yat- -sen University;

4 Reproductive Medicine Center, The Third Affiliated Hospital of Guangzhou Medical University; and © Insititute of
Clinical Pharmacology, School of Pharmaceutical Sciences, Sun Yatsen University, Guangzhou, People's Republic of China

15 nccneposaHun
Fertil Steril, 2015 2406 uuknos 3KO



* AHann3 15 paHaOoMU3NPOBaAHHLIX
KOHTPONMMpyeMbIX UccrnegoBaHui,
BKItoUMBLUMX 2406 umkrnoB OKO, He BbiABUIT
NOBbILLEHNA YaCcTOTbl HACTYNNEHUd
KITMHUYECKON BEPEMEHHOCTIN Y KEHLLNH,
NPUHUMaBLLUUX MPOrecTepoH + 3CTpaanon
nepoparnbHO NO CPAaBHEHMUIO C XXEHLLUHAMMN,
NPUHUMaBLLUMMMN TOMNbKO MPOrecTepoH.



YacToTa HaCTyILUICHUS OEpPEMEHHOCTH B

3dBUCHUMOCTH OT JO3bI 3CTPOI'CHOB

Experimental group (E2+P)

Control group (P only)

6 Mr B CYTKM Exenta Total Events I
Lin 2013 103 202 116 200
Eigindy 2010 33 90 27 90
Wang Xiuxia 2009 48 99 41 97
ZHANG Hanwang 2008 52 101 45 100
Lukaszuk 2005 39 69 18 50
Subtotal (95% CI) 561 537
Total events 275 247
Heterogeneity: Tau® = 0.03; Chi® = 8.50, df = 4 (P = 0.07); I? = 53%
Tont lnw nunenl allons: 7 = 1 09 (p =0 27)

4 Mr B CYTKMH
Var 2011 39 96 21 o7
ZHANG Hanwang 2008 42 96 45 100
Rashidi 2004 13 41 13 37
Subtotal (95% CI) 233 234
Total events a4 79
Heterogeneity: Tau® = 0.11; Chi* = 6.33, of = 2 (P = 0.04); I* = 68%

Test for overall effect: Z = 0.74 (P = 0.46)

2 mres CYTKM 23 47 19 51
ZHANG Hanwang 2008 39 95 45 100
Drakakis 2007 17 39 6 38
Lukaszuk 2005 23 47 15 50
Tay 2003 5 28 7 35
Lewin 1994 13 50 14 50
Subtotal (95% CI) 306 324
Total events 120 106

29.8%
14.4%
20.2%
21.5%
14.1%
100.0%

33.8%
40.3%
25.9%
100.0%

21.1%
27.5%
10.6%
18.9%

7.3%

14.6%
100.0%

Risk Ratio

0.88 [0.73, 1.05]
1.22[0.81, 1.85]
1.15 [0.84, 1.56]
1.14 [0.86, 1.53]
1.57 [1.03, 2.40]
1.12 [0.92, 1.36]

1.88 [1.20, 2.94]
0.97 [0.71, 1.33)
0.90 [0.48, 1.69)
1.19 (0.75, 1.89)

1.31 [0.83, 2.08]
0.91 [0.66, 1.26)
2.76 (1.2, 6.25)
1.63 [0.98, 2.73]
0.89 [0.32, 2.51)
0.93 [0.49, 1.77)
1.24 (0.91, 1.69)

2013
2010

2011

2011

2007
2005
2003
1994

Risk Ratio

'Iw

¢




Takum o0pasom,

npenapaTbl 3CTPOreHOB OTHOCATCHA K X-KaTteropus
no FDA NnpMeHeHne nx Bo BpeMsi bepeMeHHOCTH
— Off Label.

Ha3Ha4yeHue No NnokasaHWaM B paMKax noaroToBku
K BPT.

UHdopMmnpoBaHHOE cornacuve XeHLWmnHbI.



Cnacnobo 3a BHumMmaHue!




