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Mouc tiéu: Panh gid tac dung cta estrogen dang udng va bdi ngoai da 1én mot
s6 yéu t dong mdu trong chuin bi niém mac tir cung (CBNMTC) cho chuyén
phoi dong lanh. Phuwong phdp nghién cibu: M6 ta tién ciru trén 49 cap vo chong
c6 chi dinh chuyén phoi dong lanh tai Vién M6 phoi 1am sang Quan doi tir thang
10/2021 - 7/2022. Béi tugng dugc chia ngiu nhién thanh hai nhém. Nhém 1 sir
dung phéc do estradiol duong ubng, nhém 2 sir dung estradiol duong boi ngoai
da. Dénh gid chi sb PT(s), APTT (gidy), AT III (%) trudce va sau CBNMTC & 2
nhém. Két qud: Trudc khi CBNMTC, PT, APTT, AT III khong c6 su khac biét
gilra hai nhém (p > 0,05); Nhém 1, APTT sau qué trinh CBNMTC (29,35 + 1,72)
thép hon so v61 trude qua trinh CBNMTC (30,63 + 1,52) voi p < 0,05, cac chi $b
PT, AT III khong c6 su khac bi¢t (p > 0,05); Nhém 2, APTT sau CBNMTC
(30,24 + 1,72) thap hon so véi truéc CBNMTC (31,03 + 2,26) véi p < 0,05, PT,
AT III khong c6 su khéac biét (p > 0,05); Trong giai doan CBNMTC, PT, APTT,
AT III khdng c6 su khdc biét gitra hai nhém (p > 0,05). Két lugn: APTT sau
CBNMTC thép hon so véi trudc CBNMTC c6 ¥ nghia théng ké & ca 2 nhém.
Céc chi sb PT, APTT, AT III khong c6 su khéic bi¢t gitra hai nhém.

Tir khoéa: Estrogen; Estradiol; 17p-Estradiol; Chuyén phdi dong lanh; Yéu to
dong mau.
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ASSESSMENT OF THE EFFECTS OF ORAL ESTROGEN
AND TRANSDERMAL ESTROGEN ON SEVERAL COAGULATION
FACTORS OF FROZEN EMBRYO TRANSFER CYCLES
IN THE MILITARY INSTITUTE OF CLINICAL EMBRYOLOGY
AND HISTOLOGY

Abstract

Objectives: To assess the effects of oral estrogen and transdermal estrogen on
several coagulation factors in endometrial preparation (EP) of frozen embryo
transfer cycles. Methods: A prospective descriptive study on 49 couples with
indications for frozen embryo transfer at the Military Institute of Clinical
Embryology and Histology from October 2021 to July 2022. Subjects were
randomly divided into two groups. Group one used oral estradiol, and group two
used transdermal estradiol. PT(s), aPTT(s), and Antithrombin III(%) index were
assessed before and after EP with exogenous estradiol in 2 groups. Results:
Before EP, the PT, APTT, and AT III were not different between the two groups
(p > 0.05); in group one, APTT after EP (29.35 + 1.72) was lower than before EP
(30.63 £ 1.52) with statistical significance (p < 0.05), while PT, AT III, has no
difference (p > 0.05); in group two, APTT post-EP (30.24 £+ 1.72) was lower than
pre-EP (31.03 + 2.26) with statistical significance (p < 0.05), while PT, AT III
has no difference (p > 0.05); in the uterine EP stage, PT, APTT, AT III had no
difference between two groups (p > 0.05). Conclusion: APTT after EP was
significantly lower than before EP, which was statistically significant in the two
groups. There was no difference between the two groups in coagulation indices
such as PT, APTT, and AT III.

Keywords: Estrogen; Estradiol; 17B-Estradiol; Frozen embryo transfer;
Coagulation factors.
PAT VAN PE Trong nhitng nim gan ddy, c¢6 nhiéu

Estrogen d duoc st dung cho phu nghién ctu cho thiy viéc s dung

nit v6i nhiéu muc dich khdc nhau,
nhidu nhit 13 dung trong bién phédp
tranh thai, c6 khoang hon 100 triéu phu

estrogen lam ting nguy co bi huyét
khéi tinh mach [2, 3]. St dung
estrogen ciing lam thay ddi trong con

nit trén toan thé giéi st dung thudc
trdnh thai c6 thanh phan estrogen [1].
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t6 déong mdu trong huyét twong nhu
yéu t6 I (fibrinogen), yéu t& II
(prothrombin), yéu t6 VII, VIII va X
cling nhu giam nhe yéu t6 dong mau V
(FV) lam ting nguy co huyét khéi [4].
Viéc khdo sit con duong dong miu
ngoai sinh c6 thé duge thuc hién béng
thoi
prothrombin (Prothrombin time - PT)

xét nghiém danh gia gian
va thoi gian thromboplastin tirng phan
(Activated Partial Thromboplastin time
- APTT) thong qua xét nghi€ém nay
ching ta c6 thé so bo ddnh gid dugc
hoat tinh déng mdu cia cic yéu td
tham gia trong con duong dong mau
ngoai sinh (II, V, VII, X, fibrinogen...).
Mat khac, antithrombin III (ATIII),
protein C va protein S chinh 1a 3
protein trc ché sinh 1y ty nhién ddi voi
qué trinh dong mau. Anti thrombin III
la mot globulin mién dich c¢é chirc
ning tc ché 1am nging hoat dong cia
cic yéu to dong mau nhu thrombin hay
cic yéu t6 khic. Do d6, anti thrombin
III (¢ ché qua trinh déng mdu, gitip
duy tri qud trinh nay dién ra binh
thuong. Theo nghién ctru cua Beller va
CS (1985), nhitng phy nit st dung
estrogen bi anh huong dén mirc ATIII
[5]. Trong mdt thir nghiém lam sang
ngau nhién cé ddi chimg, viéc thay thé
estradiol valerate bang oestrogel dang
bdi da dugc tién hanh, qua d6 dua ra
két luan: Oestrogel cho két qua tot hon

estradiol valerate, nhat 13 & nhitng BN
chbng chi dinh estradiol valerate nhu
nguy co cao huyét khdi tinh mach sau,
tang lipid mdu va rdi loan dong méu
[6]. Hién nay tai Viét Nam chua c6
nhiéu nghién ctru so sénh sy khdc nhau
cia dang estrogen udng va dang gel
bdi thim thau qua da 1én mot sb yéu td
déng mdu trong qud trinh chuyén phoi
d6ng lanh. Do d6, chiing t6i tién hanh
nghién ciru nay nham: Pdnh gid tdc
dung cia estrogen dang uong va boi
ngodi da lén mét sé yéu té dong mdu
trong chudn bi niém mac tir cung cho
chuyén phoi dong lanh.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

* Poi twong nghién ciru: 49 cip vo
chdng c6 chi dinh chuyén phdi déng
lanh tai Vién Mo ph6i 1am sang Quan
doi, tu thang 10/2021 - 7/2022.

* Tiéu chudn lwa chon:

- BN duoc chi dinh chuin bi NMTC
bang phdc d6 sir dung noi tiét ngoai
sinh, c6 it nhat 1 phoi chat luong tot.
NMTC vao ngay “md cira s6” > 7mm.

- BN ddng y tham gia nghién ctu.

* Tiéu chudn loai trir:

- BN di dang tr cung. Bénh 1y thuc
thé tir cung: Nhin so dudi niém mac,
polyp budng tir cung, dinh budng tur
cung, lac NMTC...
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- BN ¢6 dich trong budng tir cung;
tién st roi loan dong, cAm mau; huyét
khdi dong - tinh mach tién trién (nhu
nhdi méu co tim, dot quy);

- BN hién tai hodc c¢6 tién su bi u
gan (lanh hoac 4c tinh), cdc bénh gan
nang; tang triglyceride mau nang.

2. Phwong phap nghién ciu

* Thiét ké nghién ciru: Nghién ciru
md ta tién cuu.

* Cdc bude tién hanh:

- Thu thap thdong tin bénh su, dac
diém 1am sang va két qua cin 1am sang
theo mot mau bénh 4n.

- Néu khong phat hién bt thuong
trén siéu 4m ngdy 2 chu ky kinh, bét
dau chuan bi niém mac bang estrogen
ngoai sinh phdc dd liéu linh dong:

+ Nhém ubng (nhém 1, n = 24):
Vién nén Progynova 2mg khoi dau
bang lidu 3 vién/ngay. Mdi vién nén
Progynova 2mg chira 2mg estradiol
valerate.

+ Nhom bdi ngoai da (nhém 2, n = 25):
Oestrogel 0,06% khéi dau bang liéu
3 thanh/ngay. Mobi thanh 2,5g gel
Oestrogel chtra 1,5mg 17B-Estradiol.

- Theo dbi sy phat trién cua do day
NMTC, sau 10 - 12 ngay khi do day
NMTC > 7mm tién hanh “m¢ cira s6”
bang progessterone.
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- Xét nghi¢ém chic nang dong mau
lan 1: Pinh lugng cdc yéu t dong méiu
ngoai sinh: PT (gidy), APTT (giay),
AT III (%) tai thoi diém ngay 2 chu ky
kinh truéc khi str dung E2 dé chuan bi
NMTC.

- Xét nghiém chtrc nang dong mau
1an 2: Pinh lugng cdc yéu t dong miu
ngoai sinh: PT (gidy), APTT (gidy),
AT 1II (%) vao “ngdy md cira s6”
trude khi sir dung progesterone.

* Chi tiéu nghién citu: Cdc chi sb
PT, APPT, AT III truéc va sau chuan
bi niém mac t cung bang estradiol
ngoai sinh.

* Xur Iy 56 liéu: S6 liéu thu thap vao
bénh &n nghién ctru va dugc nhap vao
phin mém Excel, phan tich s6 liéu
bang phan mém SPSS 20.0. Két qua
duogc trinh bay dudi dang gid tri trung
binh + d6 léch chuan va ty 1& phan
tram. Céc test thong ké thich hop duogc
str dung dé kiém dinh sy khdc biét giira
hai nhom. Gia tri p < 0,05 duogc coi la
¢6 y nghia thong ké.

3. Pao dirc nghién ctru

Nghién ctu duoc chép thuan bai
Ho6i dong Y duc trong nghién ctu Y
Sinh hoc - Hoc vién Quan y. boi tuong
nghién ctru duoc cung cip day du chi
tiét vé nhitng ndi dung can biét vé
nghién ctru trude khi ty nguyén tham
gia nghién ctru. C4c nguyén tic vé y duc
dugc dam bao thuc hién nghiém tic.
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KET QUA NGHIEN CUU

1. Pac diém cac yeu to dong mau trwéc khi chuan bi niém mac bang
estradiol ngoai sinh

Bang 1. Céc yéu t6 dong mau ngay trude khi str dung estradiol.

. Nhém 1 Nhém 2
Chi so xét nghiém _ _ p
(X +SD) (X +SD)
PT (giay) 12,72 £ 0,67 12,96 £+ 0,63 > 0,05
APTT (giay) 30,63 + 1,52 31,08 £2,23 > 0,05
AT III (%) 101,16 + 18,83 99,88 +£21,32 > 0,05

Cic chi s6 danh gid chirc nang dong méau dugc ddnh gid gdm PT, APTT, AT
11T vao ngay 2 chy ky kinh nguyét, ngay trude khi bd sung estradiol ngoai sinh.
Két qua cho thay truéc khi budc vao giai doan chuan bi NMTC, sy khéc biét céc
chi s6 nay giita hai nhém khong c6 ¥ nghia thong ké véi véi p > 0,05.

2. Pac diém cac yéu to dong mau sau so véi truwde khi chuan bi niém mac
bang estradiol ngoai sinh
Bang 2. Bi¢n doi cac chi s6 danh gid yéu to dong mau trudc
va sau bo sung estradiol duong udng.

Trwéc qua trinh Sau qua trinh
Chi sé xét nghi¢gm  chuén bi NMTC chuén bj NMTC p
(n = 24) (X + SD) (n =24) (X + SD)
PT (gidy) 12,72 £ 0,67 12,67 £0,81 > 0,05
APTT (gidy) 30,63 + 1,52 29,35+ 1,72 <0,05
AT I (%) 101,16 + 18,83 94,54 + 15,75 > 0,05

Chi s6 PT, APTT, AT III sau qud trinh chuan bi NMTC lan luot 1a 12,67 gidy,
29,35 gidy va 94,54% thap hon so Vi trudc qud trinh chuan bi NMTC véi gid tri
lan luot 1a 12,72 gidy, 30,63 gidy va 101,11%. Sy khac biét & chi sé APTT c6
¥ nghia thong ké véi p < 0,05.
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Bang 3. Dic diém sy thay d6i chi sé d4nh gid chirc ning déng médu

& nhém ddi tuong str dung estradiol duong bdi ngoai da.

Trwéc qua trinh Sau qua trinh
Chi s6 xét nghiém chuan bi NMTC chuan bi NMTC p
(n=25) (X +SD) (n=25) (X +SD)
PT (gidy) 12,96 + 0,63 12,80 £ 0,75 > 0,05
APTT (gidy) 31,03 £2,26 30,24 + 1,72 < 0,05
AT III (%) 100,83 +£21,23 98,20 £+ 20,50 > 0,05

Chi s6 PT, APTT, AT III sau qua trinh chuan bi NMTC lan luot 1a 12,80 giy,
30,24 gidy va 98,20% thap hon so véi trudc qud trinh chuan bi NMTC véi gid tri
lan lugt 12 12,96 gidy, 31,03 gidy va 100,83%. Su khéc biét & chi s6 APTT ¢6 y
nghia thong ké véi p < 0,05.

Bang 4. Dic diém chi s danh gia chirc nang dong mau giira hai nhém
sau qud trinh chuan bi NMTC.

) Nhom 1 Nhom 2
Chi so xét nghiém _ _ p
(n=24) (X +SD) (n=25)(X+SD)
PT (gidy) 12,67 £ 0,81 12,80 £ 0,75 > 0,05
APTT (gidy) 29,35+ 1,72 30,24 £ 1,72 > 0,05
AT III (%) 94,54 + 15,75 98,20 + 20,50 > 0,05

Sau qud trinh chuan bi NMTC, céc chi s6 danh gid chirc ning dong méu bao
gém PT, APTT, AT III & ddi twong thuéc nhém 1 1an luot 1a 12,67 gidy, 29,35
gidy va 94,54% thap hon ¢ nhém 2 véi chi s6 PT, APTT, AT III lan luot 1 12,80
gidy, 30,24 gidy va 98,20%. Cic chi s6 ddnh gid dong mau ngoai sinh & ca 2
nhém déu nam trong gidi han binh thudng va sy khac biét gitta hai nhém khong

c¢6 y nghia thong ké voi voi p > 0,05.
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BAN LUAN

Trong nghién ctru nay, ching to1 st
dung chi sb thoi gian prothrombin-PT
(gidy), thoi gian thromboplastin tung
phan hoat héa-APTT (gidy) va chi sd
anti thrombin III-AT III (%) dé dénh
gid chtic nang d6ng mau ciia d6i twong
nghién ctru.

Thoi gian prothrombin-PT 1a chi sb
khdo siat con duong dong mdu ngoai
sinh, PT biéu hién hoat tinh déng mau
ciia cdc yéu to tham gia con dudng
dong mau ngoai sinh nhu II, V, VII, X.
PT tinh theo thoi gian dong binh
thuong tor 12 - 14 gidy. Trong nghién
ctru cua ching t61, PT cua ca hai nhém
sau qud trinh chuan bi NMTC la 12,74
+ (0,78 (gidy), giam so voi trudc qua
trinh dung estradiol 12,84 + 0,66
(gidy), tuy nhién, chi s6 nay van trong
gi61 han binh thuong, sy khic biét so
v6i thoi diém trude st dung estradiol
khong c6 ¥ nghia thong ké (p > 0,05).
Khi so sénh chi s6 PT giita hai nhém
sau qud trinh chuan bi NMTC, cho
thiy nhém st dung estradiol dudng
uéng c6 PT 1a 12,67 + 0,81 (gidy) thap
hon so v1 nhém bdi ngoai da 1a 12,80
+ 0,75 (gidy). Diéu nay cho thay, mic
di sau khi chuan bji NMTC cho chuyén
phoi dong lanh bang phic do sir dung
estrogen, PT c6 xu hudng ngan lai, thé
hién tinh trang tdng dong mdu, tuy
nhién, trong nghién ctru cua chung to1,

su khic biét khong c6 y nghia thong
ké. Twong ty nhu vay, mac du chi sb
PT & nhém estradiol duong udng thap
hon nhoém estradiol gel boi ngoai da
khong c6 ¥ nghia théng ké (p > 0,05).

Thoi gian thromboplastin ting phan
hoat h6a-APTT 1a chi s6 nhdm khao
sdt thoi gian hoi phuc calci ctia huyét
tuong citrat héa sau khi 0 vdi lugng
vira kaolin (hoat héa yéu td tiép xic)
va cephalin (thay thé yéu t6 3 tiéu ciu)
gitip ddnh gid chinh xdc cdc yéu to
tham gia con duong dong mdu noi sinh
nhu yéu t6 VIII, IX, XI, XII, II, IX cé
gid tri binh thuong 1a 30 - 40 gidy.
Trong nghién ctru cua ching t6i, APTT
sau qud trinh chuan bi NMTC bang
estradiol ¢ ca hai nhém c6 gia tri trung
binh 14 29,80 + 1,76 (gidy), thap hon
¢ ¥ nghia so voi trude khi ding thude
12 30,83 + 1,92 (gidy) (p < 0,05). O
nhém st dung estradiol dudng udng,
APTT sau qud trinh chuan bi NMTC
thip hon ¢6 y nghia & thoi diém trude
ding thude (1a 29,35 + 1,72 (gidy) so
v6i sau khi ding thube 1 30,63 + 1,52
(giay); p < 0,05). Tuong ty nhu vay, ¢
nhom st dung estradiol dang boi ngoai
da, APTT sau qud trinh chuan bi
NMTC thip hon c6 y nghia & thoi
diém trudc khi dung thude (30,24 +
1,72 (gidy) so v6i sau dung thudc
31,03 + 2,26 (gidy); p < 0,05). Chi s6
APTT gidm ¢ ca hai nhom sau qua
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trinh st dung estradiol thé hién tinh
trang tang dong, va su khac biét c6 y
nghia thong ké cho thay tic dung ding
ké cua estradiol trong phic db chuéan bi
NMTC d6i véi APTT, sy ting dong
cling ¢6 sy thay doi & nhém sir dung
estradiol dudng udng véi chi s6 APTT
thip hon. Tuy nhién, trong nghién ctru
nay sy khac biét chua dat dugc muc y
nghia thong ké.

Anti thrombin III-AT III, III 1a mot
protein c6é vai trd (¢ ché qud trinh
dong mau ty nhién, bdo dam qua trinh
dong mdu dién ra binh thudng, ngin
ngra hinh thanh cuc mdu dong trong
long mach. Gid tr1 AT III binh thuong
80 - 120%. Trong nghi€én ctru cua
ching t61 AT III ¢6 xu hudng giam sau
qud trinh sir dung estrogen bao gém ca
dang uéng va dang boi ngoai da nhung
su khdc biét khong c6 y nghia thong ké
(96,37 £ 18,18 so vai 101,00 £ 19,95,
p > 0,05), & nhom st dung estradiol
dang udng AT III giam déng keé
(94,54 £ 15,75 so voi 101,16 + 18,83;
p > 0,05), tuy nhién sy khac biét khong
c6 ¥ nghia théng ké. Sau qud trinh
chuan bi NMTC, AT III & nhém 2 c6
xu hudéng cao hon nhém 1 (98,20 +
20,50 so voi1 94,54 £ 15,75; p > 0,05),
su khdc biét khong cé ¥ nghia thong
ké. Su giam AT III cho thay tinh trang
taing dong mdiu sau qud trinh dung
thuéc, nong do AT III thdp hon &
nhém diing estrogen dudng ubng goi y
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rang tinh trang ting dong ciing c6 su
thay d6i so véi nhém ding estradiol
dang bdi ngoai da. Tuy nhién, trong
nghién ctru cua chuing t6i, chua dat dugc
mirc khéc biét c6 ¥ nghia thdng ké.

Maic du chua dat dugc muc ¥ nghia
thong ké, két qua cta ching tdi ciing
cho thdy, sy bién doi cua cic chi so
déng mau toan phan cé xu huéng 1o
hon & nhém st dung estrogen duong
ubng & ca ba chi s6 PT, APTT va AT
III. Nghién ctru cua tac gia Catherine
Bagot (2010) chi ra rang céc chi sb xét
nghiém dong mdu lién quan thrombin
¢ nhém phu nit dung estrogen dudng
ubng thay d6i ding ké so véi nhém dbi
chimg (p < 0,001 cho tit ca cic so
sanh). Trong khi d6, su khac biét c6 y
nghia khéng duoc tim thdy ¢ nhém
ding estrogen qua da, diéu nay duogc
giai thich bdi chuyén héa cua estrone,
chat chuyén héa chinh cua estrogen
duong udng nhung lai khong cé khi
dung estrogen qua da [7]. Tac gia
Vesna Antovska (2004), khi nghién
clru tic dong cua estrogen qua da d6i
v6i cdc chi s6 dong mdu, PT, APTT
cling cho thdy PT va APTT khong c6
su thay d6i ding ké so véi trudc diéu
tri [8]. Tur cdc két qua trén thdy rang,
c6 thé ding ba chi s6: PT, APTT va
AT III dé dénh gid bién d6i cta chic
ning déng mdu dbi voi cdc dbi tuong
str dung liéu phép thay thé hormone.
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KET LUAN

Khong c6 su khdc biét vé tic dong
ctia estradiol giita dang udng va dang
bdi ngoai da trong phdc d6 chuan bi
NMTC trén cic chi s dong méau nhu
PT (giay), APTT (giay) AT I (%)
trong nghién ctru nay. Tuy nhié€n, chi
s6 APTT (gidy) sau qud trinh chuan bj
NMTC thép hon so véi trude qud trinh
chuan bi NMTC c6 ¥ nghia thong ké ¢
ca 2 nhém nghién ctru.
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