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VAI TRO CUA ESTROGEN BU'O'NG DA
TRONG HO TRO’ SINH SAN
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NOI DUNG

 Cap nhaty hoc bang chiing vé cac phac do chuan bj
niém mac tu cung trong chuyén phéi déng lanh

* So sanh estrogen duong uong va duong da trong
chuyén phoi dong lanh:
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CHUYEN PHOI DONG LANH (FET)

Truong hop chuyén phoi trit thanh céng lan dau nim 1983
FET tro thanh mot ky thuat khong thé thiéu trong HTSS
Do c6 nhiéu phéi du tir chu ky truéc

Do qua kich budng trimg

Do gay truéng thanh nang noan biang GnRHa
FREEZE-ALL

Do bat thuong BTC: polyp, t dich long TC do hé seo cii
Dot dich VT

Cho nhan noan

PGS, PGD

P4 tang



Ty 18 thanh céng clia FET phu
thuOc vao:

Tuoi phu nit khi dé6ng phoi

Nguyén nhan vo sinh

K¥ thuat thu tinh

Giai doan phoi khi déng

Chat luong phéi truéc dong

Estradiol va d6 day nmtc khi chuyén phoi
Muc do ton thuong phoi sau ra

Su phan chia phéi bao sau ra dong
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crA SO LAM TO

Su 1am t6 13 mot trong nhitng giai doan quan trong cia
thanh cong trong HTSS

Su thanh cong phu thudc vao 3 yéu to chinh:
chat luong phoi
su tiép nhin cua mntc

su dong b hoa gitta ph6i va nmtc



E2 kich thich nmtc ting sinh va tao nén thu thé
Progesterone

Su khoi phat cac thu thé P4 déy du s€ tao nén su tiép
nhan cua nmtc
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E2 dwdng udng

Pon gian va dung nap tot

Sau khi uéng thi E2 s& dugc chuyén hod ¢ niém mac
rudt sau do ¢ gan

E2dé dang chuyén thanh estrone Ei va estrone sulfate
E1s moi nong do E1 6n dinh gap 3-6 lan E2

E2 con dung cac duong khdc: tiém bap, dit am dao va
duong da
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E2 dwong da

Dé dang va trdnh duoc cac tac dung phu va trdnh
chuyén hod qua gan
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FET vOi chu ky tw nhién

Chi dinh: ap dung cho PN c6 chu ky kinh déu

La phuong phap don gian

Noi tiét ndi sinh duoc tao nén do su phat trién cua
nang noan
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Chu ky tw nhién

Thoi diém chuyén phoi dugc xac dinh boi dinh LH tu
nhién

N1o-N12 theo d6i nang noan, dinh lugng LH, P4

Siéu am xac dinh phong noan?

Chuyén phoi sau khi phéong noan 3-5 ngay tuy theo
tudi phoi

Nhuoc diém: Phai theo d6i dinh LH hang ngay tot nhat
2 lan/ngay. Néu theo do6i bang nudc ti€u thi am tinh gia

cao toi 30% (Miller and Soules, 1996; Guermandi et al.,
2001; O'Connor et al., 2006).
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Chu ky tw nhién cai tién
Khic phuc nhiing bat loi ctia chu ky tu nhién khi theo
doi dinh LH
Tiém hCG dé gay dinh LH

Theo do6i siéu am: khi c6 nang noan trdi >17 mm thi
tiém 5000 IU hCG. Phong noan sau 36-38h
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Chu ky chuan bi nhan tao

Chi dinh véi chu ky kinh nguyét khéng déu
Muc tiéu : bat chudc su tac dong cta noi tiét vGi nmtc
trong chu ky binh thuong

Estrogene va progesterone duoc str dung ké tiép nhau
giong nhu chu ky sinh ly



e
Thoi diem
E2:N-N3 khong qua N4
P4: khi nmtc.8mm

Do day cua nmtc 13 tiéu chuan dé duing P4 cht khong
phai thoi gian dung E2



Loi ich cta chu ky nhan tao

kiém soat tot hon

Mém déo vé thoi diém chuyén phoi

Thoi gian s dung E2 trong pha nang noan khéng anh
hudéng dén ty I¢ lam t6 va ty 1€ co thai

Ty 1& huy chu ky thap

(Leeton 1991; Navot 1989)
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bwong dung progesterone

Ho tro hoang thé khong sir dung progesterone vi hat
dang uong

Puong dit Am dao dé tao nén pha ché tiét phu hop véi
chuy ky ty nhién

Puong tiém bap : 43 % NMTC phut hop, con lai NMTC
truong thanh khong dong bo



_Khinao bat dau st dung

progesterone

Progesterone bt dau sir dung theo d6 day NMTC
khong phu thudc vao thoi gian sir dung estrogene.

Progesterone chi bat dau khi NMTC trén 8 mm



Sir dung E2 va P4 khéng dam béo trc ché tuyén yén
hoan toan va nang noan trdi cé thé xay ra

Khi c6 nang phong noan thi s€ c6 hi¢n tugng hoang
thé hoa sém lam NMTC tiép xtic sém v&i Progesterone
anh huong dén két qua c6 thai.

Do vay két hop véi GnRH agonist dé uc ché tuyén yén
va ngidn nglra nang noan phat trién

Tuy nhién két qua phoi hop v6i GnRHa khac biét
khoéng c6 y nghia so véi khong két hop GnRHa.
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Phac do nao tot hon?

8 nghién cttu bao gom 8152 cycles, va 1 RCT

Khong co sy khac biét gura phéc do ty nhién hay chuan bi
NM nhan tao ve ty 1é ¢ thai(OR 1.2, 95% CI 0.86-1.6), thai
tién trien(OR 1.2, 95% CI 0.95-1.5), or live births (OR 1.2,
95% CI 0.93-1. 6)

Groenewoud ER, Cantineau AE, Kollen BJ, Macklon NS, Cohlen

BJ.. Hum Reprod Update 2013

4 nghlen ctru vé so sanh chu ky ty nhién va chu ky nhan tao
c6 bo sung GnRH agonist: khéng khac biét vé clinical
pregnancy va live births

HumanReprod. 2004;19:874.
L F ]


http://dx.doi.org/10.1093/humrep/deh183
https://www.ncbi.nlm.nih.gov/pubmed/15016780
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5019835/

~ Whatis the optimal m
=

endometrium in frozen-thawed embryo transfer
cycles? A systematic review and meta-analysis
Hum Reprod Update (2017) 23 (2): 255-261.

* Eva R. Groenewoud

* Astrid E.P. Cantineau
* Boudewijn J. Kollen
* Nick S. Macklon

* BenJ. Cohlen




So sanh phac db chu ky tw nhién va cai tién
THAI LS

Clinical pregnancy

true NC-FET modified NC-FET Odds Ratio Odds Ratio
Study orSubgroup Events Total Events Total Weight M-H, Fixed,95% CI M-H, Fixed,95% CI
Chang 2011 130 310 56 134 25.0% 1.01 [0.67, 1.52]
Fatemi 2010 19 61 11 63 4.1% 2.14 [0.92, 4.99]
Tomas 2012 248 1019 95 327 59.9% 0.79 [0.59, 1.04]
Weissman 2009 21 62 20 54 7.8% 0.87 [0.41, 1.87] N I
Weissman 2011 8 27 8 24 3.3% 0.84 [0.26, 2.75] ) R
Total (95% CI) 1479 602 100.0% 0.90 [0.73, 1.12]
Total events 426 190

Heterogeneity: Chiz = 5.24, df =4 (P = 0.26); 17 = 24% X 1 ] J

Test for overall effect: Z = 0.94 (P =_0.35) 0.01 0.1 1 10 100
/4 2 Favours modified NC-FET Favours true NC-FET
A A
Ongoing pregnancy THAI tién trién
true NC-FET modified NC-FET Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random,95% CI
Chang 2011 118 310 51 134 34.0% 1.00 [0.66, 1.52]
Fatemi 2010 19 61 9 63 16.5% 2.71[1.11, 6.61] - -
Tomas 2012 211 1019 77 327 39.9% 0.85 [0.63, 1.14]
Weissman 2011 5 27 8 24 9.6% 0.45 [0.13, 1.65]
Total (95% CI) 1417 548 100.0% 1.02 [0.66, 1.60]
Total events 353 145

Heterogeneity: Tau? = 0.11; Chi2 = 7.23, df = 3 (P = 0.07); I = 58% ¥ T v T
Test for overall effect: Z = 0.10 (P = 0.92) 0.01 0.1 1 10 100

, Favours modified NC-FET Favours true NC-FET
Sinh song

Live birth
trueNC-FET modified NC-FET Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed,95% CI M-H, Fixed,95% CI A
Tomas 2012 211 1019 77 327 82.1% 0.85 [0.63, 1.14]
Weissman 2009 17 62 i 54 11.7% 0.82 [0.37, 1.83] I
Weissman 2011 5 27 8 24 6.1% 0.45 [0.13, 1.65] - = 1
Total (95% CI) 1108 405 100.0% 0.82 [0.63, 1.08] L
Total events 233 102

Heterogeneity: Chiz = 0.85, df =2 (P = 0.65); I7 = 0% ¥ v
Test for overall effect: Z = 1.43 (P = 0.15) 0.01 0.1 1 10 100
Favours modified NC-FET Favours true NC-FET
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Clinical pregnancy

ky tw nhién va nhan tao

NC-FET AC-FET Odds Ratio Odds Ratio
Study orSubgroup Events Total Events Total Weight M-H, Random,95% CI M-H, Random, 95% CI
Cattali 1994 k=] 50 12 64 4.4% 0.95 [0.37, 2.48] 1
Chang 2011 186 444 62 204 13.5% 1.65 [1.16, 2.35] =
Givens 2009 288 862 106 262 15.2% 0.74 [0.56, 0.98] Bl
Hancke 2012 51 148 12 55 6.6% 1.88 [0.91, 3.89] |
Kawamura 2007 310 720 55 136 13.0% 1.11 [0.77, 1.62] -
Loh 1999 =] 51 14 161 4.8% 2.25 [0.91, 5.586] |
Morozov 2007 25 68 41 174 8.3% 1.89 [1.03, 3.45] —
Tomas 2012 343 1346 691 2492 18.3% 0.89 [0.77. 1.04] -
Xiao 2011 144 380 228 646 15.8% 1.12 [0.86, 1.45] ™
Total (95% CI) 4069 4194 100.0% 1.18 [0.94, 1.48]
Total events 1365 1221
Heterogeneity: Tau? = 0.07; Chi?z = 25.55, df = 8 (P = 0.001); 17 = 69 k t y t 1
alal) 0.1 1 10 100

Test for overall effect: Z = 1.41 (P = 0.16)

Study orSubgroup
Chang 2011
Tomas 2012

Xiao 2011

Total (95% CI1)
Total events
Heterogeneity: Tau?

Test for overall effect: Z = 1.54 (P

Live birth

NC-FET

Events Total Events

AC-FET

Total

Favours AC-FET Favours NC-FET

Odds Ratio
M-H, Random,95% CI

M-H, Random,95% CI

Odds Ratio

Givens 2009
Hancke 2012
Kawamura 2007
Loh 1999
Tomas 2012

Total (95% CI)
Total events

169 444 56 204 22.8% 1.62 [1.13, 2.33]
288 1346 500 2492 146.5% 1.08 [0.92, 1.28]
112 380 181 646 30.7% 1.07 [0.81, 1.42]
2170 3342 100.0% 1.19 [0.95, 1.47]
569 737
= 0.02; Chiz = 4.20, df =2 (P = 0.12); 12 = 52% } t t b 4
= 0.12) oO-01 0.1 1 10 100
Favours AC-FET Favours NC-FET
NC-FET AC-FET Odds Ratio Odds Ratio
roup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random,95% CI|
245 862 77 262 27 . 7% 0.95 [0.70, 1.29] -
31 148 7 55 7.9% 1.82 [0.75, 4.41] .
263 720 a2 136 22.6% 1.29 [0.87, 1.91] T=
8 51 [S] 161 5.4% 4.81 [1.58, 14.60] - -
288 1346 500 2492 36.3% — o892 —+=281—
3127 3106 100.0% 1.23 [0.93, 1.62]
835 632
Heterogeneity: Tau? = 0.05; Chi? = 9.44, df = 4 (P = 0.05); 17 = 58% + t 1 t 1

Test for overall effect: Z = 1.46 (P

0.15)

0.01

0.1

=

10 100

Favours AC-FET Favours NC-FET



Chu ky nhan taOW

ﬁp v®i GnRHa

Clinical pregnancy

AC-FET AC-FET with GnRH Risk Ratio Risk Ratio
StudyorSubgroup  Events Total  Events  Total Weight M-H,Random,95%Cl M-H,Random, 95% Cl
Dal Prato 2002 M 14 28 142 38.3% 1.22(0.79,1.90] T
El Thoukhy 2004 13 17 28 M7 32.3% 046 [0.25, 0.85] L
Simon 1998 11 5 14 53 204% 0.80(0.40, 1.60] —&
Total (95%Cl) 30 312 100.0% 0.79 [0.43, 1.43] ‘
Total events 58 70
Heterogeneity: Tau? = 0.19; Chi2= 6.48, df = 2 (P = 0.04); 1= 6% | i i i
Test for overall effect: 2= 0.78 (P = 0.44) oot 04 1 10 100

Favours AC-FET with GnRH  Favours AC-FET



Frozen-thawed embryo transtew

Mnally stimulated cycle in women with regular ovulatory

cycles: a RCT. 2015 Nov;30(11):2552-6

* 410 Bn RCT 579 chu ky FET
* Chu ky ty nhién n = 291)
* Chu ky kich thich bang hMG 37.5-75 IU/ngay n = 288.


https://www.ncbi.nlm.nih.gov/pubmed/26364081
https://www.ncbi.nlm.nih.gov/pubmed/26364081
https://www.ncbi.nlm.nih.gov/pubmed/26364081

Ty 1é lam t6 khdac biét khong cé y nghia TK
NC FET group (41/332 (12.35%)) and in the hMG FET group
(55/340 (16.18%)) (RR 1.3 (95% confidence interval (CI % 0.9- 2.0),

P Y4 0.9).

Ty 1é sinh sinh song tuong duong

NC FET group and 45/ 340 (13.24%) in the hMG FET group (RR
1.4 (95% Cl 0.9-2.2), P Y4 0.17).

Po day NMTC tuong duong

[8.9 (95% CI 8.7 —9.1) in the NC FET group and 8.9 (95% CI 8.7~
9.1) in the hMG FET group].

Thoi gian pha nang noan ngan hon cé y nghia 8 nhém hMG

(P, 0.001) in the hMG FET group [13.7 days (95% Cl13.2 -14.2)]
than in the NC FET group [15.4 days (95% CI 14.8- 15.9)].



//Pteparatlon of endometriu | . ryo
replacement cycles: a systematic review and meta-
analysis

Hakan Yarali
October 2016, Volume 33, , pp 1287-1304

 Khong c6 phac d6 nao uvu thé trong chuan bi NMTC
FETr


https://link.springer.com/journal/10815
https://link.springer.com/journal/10815
https://link.springer.com/journal/10815/33/10/page/1
https://link.springer.com/journal/10815/33/10/page/1
https://link.springer.com/journal/10815/33/10/page/1

Nhu vay chon phac @6 nao tuy theo thay thudc, bénh
nhan va ca thé hoa tung truong hop



bwong dung estradiol
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S0 sanh E2 dwdng udng va dwdng da doi
vO'i ti€p nhan NMTC

* Comparison of transdermal versus oral estradiol on
endometrial receptivity

o 1996 Feb;65(2):332-6.

* Bn nhin noin: nhém uéng va nhém dung dwong da E2

e NMTC sinh thiét vao N22:

e Mb hoc tuyén Nmtc nhom uéng chim hon so véi dwong da
1,6 ngay

» E2:1,194 +/- 108.8 pg/mL nhém uéng E2 va 7.4 +/-14.0
pg/mL nhom duong da E2.



https://www.ncbi.nlm.nih.gov/pubmed/8566257
https://www.ncbi.nlm.nih.gov/pubmed/8566257
https://www.ncbi.nlm.nih.gov/pubmed/8566257
https://www.ncbi.nlm.nih.gov/pubmed/8566257

Methods for endometrial preparation in frozen-
“thawed embryo transfer cycles

2016
Nong do E2 va do day NMTC khong khac biét giita 2
duong uong va duong da
Estradiol valerate chuyén thanh estrone ¢ rudt.

Estradiol va estrone sau dé chuyén téi gan qua hé
thong cira va chuyén thanh estriol.

Trong qua trinh nay thi hoat tinh estrogen tuan hoan
giam di 30%


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5019835/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5019835/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5019835/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5019835/

E2 duong da khong bi chuyén hod qua gan va ty s6
nong do estradiol/estrone bang 1va sinh ly hon. E2
duong udng thi ty 1¢ 1a 0.2 va khong phu hop véi sinh
ly

Tuy nhién E2 duong da cé thé dao dong vé nong do
estrogen va co thé kho duy tri sy on dinh vé néng do
steroid.

Mot ly do khac ma dudong da dugc va thich hon duong
uong la do khong thay doi Lipid levels, coagulation
factors, and renin substrate



Different estrogen route administration S

_hot influence clinical pregnancy rates in
frozen embryo transfer

Volume 106, Issue 3, Supplement, Pages e330-e331
Fertil and Steril 2016

Nc gom 280 Bn FET chuyén phoi blastocysts

Estradiol valerate N2: 3 nhom theo duong dung
estrogene dé chuan bi NMTC

Pudng uong hang ngay n=1n

Puong uong + dan da cach 48 hours n=132
Tiém bap 2 lan/tuan n=37.

Khong khac biét vé ty 1¢ ¢é thai gitta 3 nhém
pP=0.141,



Két luan

Dua trén y hoc thuc ching cap nhat dén nay: chua cé
phac do chuan bi niém mac tir cung nao la c6 uu viét
nhat trong chuyén phoi dong lanh

Ngoai estrogene duong uong hién nay dé chuan bi
niém mac tu cung, thi estrogene dudong da duogc
ching minh cho hi¢u qua trong chuyén pho6i dong
lanh

Estrogene duong da: miéng dan (patch) hoic dang
Gel (estrogel) 1a mét lva chon trong ho tro sinh san
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