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PANH GIA ANH HUONG PEN CHUYEN HOA LIPID MAU VA
TAC DUNG PHU CUA ESTROGEN DANG UONG VA DANG BOI NGOAI DA
TRONG CHU KY CHUYEN PHOI PONG LANH

DPinh Trong Ha®*, Pham Thi Nguyét? Trinh Thé Son1
Tém tat

Muc tiéu: Panh gia sy thay d6i mot s6 chi so lipid mau va tdc dung phu khi st
dung estrogen dang udng va dang boi ngoai da trong chuin bi niém mac tr cung
(NMTC) cho chu ky chuyén phéi déng lanh (CPPL). Phwong phdp nghién ciru:
Nghién ctru hoi ciru, mé ta, so sanh trén 48 bénh nhan (BN) thuc hién CPDL tai Vién
M6 phoi LAm sang Quan doi tlr ndm 2022 - 2023. BN dwoc chia ngiu nhién thanh hai
nhém: Nhém s dung estradiol valerate dang udng (Progynova) va nhém st dung
17B-estradiol dang gel boi ngoai da (Oestrogel). Cac chi s6 lipid mau nhw cholesterol
toan phan (TC), high-density lipoprotein cholesterol (HDL-C), low-density
lipoprotein cholesterol (LDL-C) va triglyceride (TG) dwoc do trwéc va sau 10 - 12
ngay dung thudc; déong thoi, ghi nhan tic dung phu va két qua 1am sang. Két qua:
Nhém s dung estrogen dang udng cé tang TC (tw 5,02 + 0,71 1én 5,26 + 0,74
mmol/L; p <0,05) va TG (tr 1,38 + 0,351én 1,52 + 0,41 mmol/L; p < 0,05), trong khi
nhém st dung estrogen dang boi ngoai da khong thay doi cé y nghia (p > 0,05). Tac
dung phu nhe gip & 16,6% nhém estrogen dang udng va 8,3% nhém estrogen dang
boi ngoai da. P6 day NMTC (9,7 £ 0,9 va 9,6 + 0,8mm) va ty 1é f-hCG dwong tinh
(59,1% va 56,0%) twong dwong gitra hai nhém (p > 0,05). Két ludn: Dang estrogen
bbi ngoai da dat hiéu qua chuan bi NMTC twong dwong dang estrogen udng nhung

it anh hwdng dén chuyén hoéa lipid mau va giy it tic dung phu hon.

Twr khéa: Estrogen; Estradiol; Chuyén phoi dong lanh; Lipid mau; Tac dung phu.
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Objectives: To evaluate changes in blood lipid parameters and adverse effects of
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frozen embryo transfer (FET) cycles. Methods: A retrospective, descriptive,
comparative study was conducted on 48 patients undergoing FET at the Military
Institute of Clinical Embryology and Histology from 2022 - 2023. Participants were
randomly assigned into two groups: Oral estradiol valerate (6 - 8 mg/day) and
transdermal 173-estradiol gel (4.5 - 6 mg/day). Blood lipid parameters, including
serum total cholesterol (TC), triglycerides (TG), high-density lipoprotein cholesterol
(HDL-C), and low-density lipoprotein cholesterol (LDL-C), were measured before
and after 10 - 12 days of estrogen administration; adverse effects and clinical
outcomes were also observed. Results: The oral estradiol group showed mild
increases in TC (from 5.02 + 0.71 to 5.26 £ 0.74 mmol/L; p < 0.05) and TG (from 1.38
+0.35t0 1.52 £ 0.41 mmol/L; p < 0.05), whereas the transdermal group showed no
significant lipid changes (p > 0.05).. Mild adverse effects were reported in 16.6% of
oral users and 8.3% of transdermal users, Endometrial thickness (9.7 + 0.9mm vs.
9.6 + 0.8mm) and B-hCG positivity rates (59.1% vs. 56.0%) were comparable
(p > 0.05). Conclusion: Transdermal estrogen achieved equivalent endometrial
preparation efficacy compared to oral estrogen, while exerting minimal effects on
lipid metabolism and causing fewer adverse effects.

Keywords: Estrogen; Estradiol; Frozen embryo transfer; Blood lipid; Adverse effects.

PAT VAN PE gan din dén tang téng hop protein mang

. . n . .. hormone, lipoprotein va yéu t6 dén
Trong cac chu ky CPPL, viéc chuan bi pob y &

) o ~. mau, tlr d6 c6 thé lam ting nhe TC va TG,
NMTC doéng vai tro quan trong, quyét  _ " Ne 2 A
dinh kha nang lam t3 cila phoi va 16 c6 C_ 8 " nguy o huyt khot & mot s

o . & P } y " . nhom BN [1]. Trong khi do, estrogen
thai lam sang. Estrogen ngoai sinh la A ‘. x o
hanh ohin chinh trone phic db na dang boi ngoai da hap thu truc ti€p qua
thanh p &P Y mao mach da vao hé tuin hoan, b6 qua

giup kich thich tang sinh va hoan thién gan, gitip duy tri néng dé estradiol &n

NMTC, tao diéu kién thuan loi cho qua dinh hon va it anh hwéng dén chuyén
trinh ti€p nhan phoi. Hién nay, c6 nhiéu héa lipid mau ciing nhw chirc ning gan
duong dung estrogen khac nhau nhw 91 st 58 nghién civu trén thé gisi cho
dang uéng, bdi ngoai da, dit am dao hoac th4y estrogen dang udng lam tang dang
tiém, trong d6 hai dang pho bién nhatla g nodng dd TG so véi dang béi ngoai da,
estradiol valerate dang uéng va 17f- dong thoi lién quan dén nguy co huyét
estradiol dang bdi ngoai da. Mdc du ca  khgi tinh mach cao hon gap 2 - 3 lan,
hai dang déu cho hiéu qua lam day NMTC  trong khi estrogen dang bdi ngoai da
twong duwong nhung estrogen danguéng  khéng lam thay d6i dang ké nbng do

phai trai qua chuyén héa buéc mottai HDL-C va LDL-C [3, 4].
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Tai Viét Nam, cac di liéu cha yéu tip
trung vao hiéu qua lam day NMTC va ty
1é c6 thai khi st dung estrogen dang
udng va dang bo6i ngoai da, chwa c6 nhiéu
nghién ctru danh gia tac dong cua
estrogen 1én chuyén hoéa lipid mau va
tinh an toan toan than trong CPDL. Vi
vay, nghién cttu dwoc thwc hién nham:
Ddnh gid sw thay doi mdt sé chi s6 lipid
mdu va tdc dung phu khi st dung
estrogen dang uéng va béi ngoai da trong
chudn bi NMTC cho chu ky CPDL.

PpOI TUONG VA PHUONG PHAP
NGHIEN CU'U

1. Pdi twong nghién ciru

GOom 48 BN c6 chi dinh CPDL tai Vién
M6 phéi Lam sang Quan doi, Hoc vién
Quan y tir nam 2022 - 2023.

* Tiéu chudn lwa chon: BN trong do
tudi sinh san (tir 20 - 40 tudi); c6 chi dinh
thwc hién chu ky CPDL tai Vién M6 phoi
Lam sang Quan doi; c6 it nhat mot phoi
déng lanh chit lwong tot theo tiéu chuin
cia Gardner va Schoolcraft (1999) [5];
khong cé réiloan noi tiét nang (FSH < 10
[U/L, prolactin va TSH trong gi¢i han
binh thwong); khong mic bénh Iy tim
mach, gan, thin, huyét khéi tinh mach
hodc roi loan lipid mau ning trudc khi
nghién ctru; khéng st dung thudc anh
hwong dén chuyén héa lipid hodc
hormone sinh duc trong vong 3 thang
trwdc nghién ctru; ty nguyén tham gia va
ky cam két dong y sau khi dwoc gidi thich
ré muc dich, quy trinh, lgi ich va nguy co
cda nghién ciru.

26

* Tiéu chudn loai trir: BN bi di dang
hodc tén thwong tir cung anh hwdng lam
td phoi; ¢6 bénh ly ndi ti€t hoac chuyén
héa (dai thao dwong, réiloan tuyén giap,
bubng trirng da nang); réi loan lipid mau
trung binh hodc nang, bénh gan - than
man tinh hodc tim mach; BMI > 30
kg/m?, hit thuéc, uéng ruou hodc dung
chat kich thich; dang dung thu6c anh
hwéng dén lipid mau hodc hormone sinh
duc; khong tudn thd diéu tri hodc rut
khoi nghién ctru trwéc khi hoan thanh
chu ky.

2. Phwong phap nghién ciru

* Thiét ké nghién ctru: Nghién ctru hoi
ctru, mo t3, so sanh song song hai nhém.

* Cdc bwéc tién hanh:

Chon mau nghién ctru: Tuyén chon 48
BN du tiéu chudn tham gia, chia ngau
nhién thanh hai nhém: Nhom 1 (dang
udng) st dung estradiol valerate
(Progynova) liéu 6 - 8 mg/ngay, chia 2 -
3 lan/ngay. Nhom 2 (dang béi ngoai da)
st dung 17B-estradiol dang gel
(Oestrogel) liéu 4,5 - 6 mg/ngay, boi 1
l1an/ngay vao buoi sang 1én vung da khé
(bung, dui hodc canh tay).

Chuin bi NMTC: Estrogen dwoc st
dung lién tuc trong 10 - 12 ngay. Siéu am
do do6 day NMTC vao ngay bat dau va
ngay 10 - 12 cta chu ky diéu tri.

Xét nghiém can lam sang: Cac chi tiéu
lipid mau (TC, HDL-C, LDL-C, TG) truéc
va sau diéu tri dwoc ldy tr mau tinh
mach vao 6ng chira chit chong doéng,
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sau dé ly tAm dé tach huyét thanh. Xét
nghiém lipid mau sau ly tam dwoc thuc
hién theo nguyén ly enzyme - quang
trén may sinh hoéa ty dong AU 5800
(Beckman Coulter).

Theo d6i 1dm sang: Ghi nhin cac biéu
hién toan than va tac dung phu mdi ngay
trong qua trinh st dung thuéc.

Chuyén phoi: Thwc hién khi NMTC dat
> 8mm va diéu kién noi tiét phu hop.

DPanh gia két qua: So sanh s thay doi
chi s6 lipid mau, d6 day NMTC, ty 1é B-
hCG dwong tinh va ty 1é xuat hién tac
dung phu gitta hai nhém.

* Chi tiéu nghién ctru: D6 day NMTC
(mm) trwére chuyén phéi; cac chi so lipid
méu (TC, HDL-C, LDL-C, TG); biéu hién
lam sang va tac dung phu.

* Xir Iy s6 liéu: SO liéu thu thip vao
bénh an nghién ctu va dwoc nhap vao

phan mém Excel, phan tich s6 liéu bang
phdn mém SPSS 20.0. Cac bién dinh
lwvong dwoc trinh bay dwdi dang trung
binh + d¢ 1éch chudn (X # SD). So sanh
sw khéac biét s8 liéu gitta cAc nhém bang
kiém dinh T doc lap (independent T-
test), sw khac biét c6 y nghia théng ké véi
p <0,05.

3. Pao dirc nghién ciru

Nghién cttu dwoc thwc hién theo
Quyét dinh s0 6223/QDP-HVQY ngay
28/12/2021 cta Hoc vién Quan y. Doi
twong nghién ciru dwoc cung cip day da
chi tiét vé nhirng ndi dung can biét vé
nghién ctru tredc khi tw nguyén tham gia
nghién ciu. S6 liéu nghién cu dwoc
Vién M6 phdéi Lam sang Quan doi, Hoc
vién Quan y cho phép st dung va cong
bd. Nhém tac gia cam két khéng cé xung
dot loi ich trong nghién ctru.

KET QUA NGHIEN CG’'U

Bang 1. So sdnh ddc di€ém mot s6 chi tiéu nghién ctru gitra hai nhom.

Nhoém estrogen

Nhom estrogen

Chi tiéu nghién ciru uéng (n = 24) b6i ngoai da (n = 24) p
Tudi trung binh (nam) 31,8+4,2 32,1+4,0 > 0,05
BMI (kg/m?) 21921 22,223 > 0,05
b6 day NMTC (mm) 9,7+0,9 9,6 +0,8 > 0,05
Ty 1é B-hCG dwong tinh (%) 59,1 56,0 > 0,05

Hai nhém khong cé khac biét c6 y nghia thong ké vé tuoi, chi s6 BMI, dé6 day NMTC
cling nhu ty 1& B-hCG dwong tinh sau chuyén phéi (p > 0,05).
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Bang 2. Cac chi s6 lipid mau trwéc va sau ctia hai nhém nghién ctru.

Nhém estrogen uéng Nhom estrogen BND

Chi s6 nghién ciru (n = 24) (n=24) p
Cholesterol TP (mmol/L)

Trwéc diéu tri 5,02+0,71 5,11+0,68 > 0,05

Sau diéu tri 526 £0,74 515+ 0,67 <0,05*
Triglycerid (mmol/L)

Trwéec diéu tri 1,38+ 0,35 1,36 £ 0,33 > 0,05

Sau diéu tri 1,52+0,41 1,39 +0,35 <0,05*
HDL-C (mmol/L)

Truéece diéu tri 1,40+ 0,27 1,42 +0,29 > 0,05

Sau diéu tri 1,39+0,28 1,43 £ 0,30 > 0,05
LDL-C (mmol/L)

Truéece diéu tri 3,15+0,51 3,08+ 0,54 > 0,05

Sau diéu tri 3,19+0,52 3,10+ 0,55 > 0,05

(TP: Toan phdn; *: p < 0,05; BND: Béi ngoai da)

Nhém estrogen dang uéng cé xu hwéng tang nhe TC va TG, trong khi HDL-C va
LDL-C hau nhw khong thay d6i. Nhom estrogen dang boi ngoai da duy tri 6n dinh tit
ca cac chi so lipid mau, khong ghi nhan bién déng cé y nghia thong ké.

Bang 3. Cac tac dung phu ctia hai nhém nghién ctru.

Nhém estrogen udng Nhom estrogen BND

Tac dung phy n = 24 (%) n = 24 (%)
Buon nén, chdn dn 3(12) 1(4,2) > 0,05
Cang tirc nguc 2(8,3) 1(4,2) > 0,05
Pau dau, mét nhe 2(8,3) 0 (0) > 0,05
Réi loan tiéu héa nhe 1(4,2) 0 (0) > 0,05
M4an dé hodc ngra tai vi tri bbi - 1(4,2) -
Tong s6 c6 tac dung phu 4 (16,6) 2 (8,3) > 0,05

Tac dung phu nang 0(0) 0(0) -
(BND: Béi ngoai da)
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Ca hai nhém déu khong xuat hién tac
dung phu nghiém trong. Tac dung phu
cht yéu la buén nén nhe, cing ngwc hoic
dau dau thoang qua, tw hétsau 1 - 2 ngay.
Nhém estrogen dang u6ng ghi nhan ty 1é
tdc dung phu cao hon (16,6%) so vé&i
nhém estrogen dang bdi ngoai da
(8,3%), nhwng khong c6 y nghia thong ké
(p>0,05).

BAN LUAN

Két qua nghién ctru cho thdy d6 day
NMTC va ty 1é B-hCG dwong tinh sau
CPDL twong duwong gitta hai nhém dung
estrogen dang udng va dang boi ngoai da
(p > 0,05). Diéu nay khang dinh ca hai
dang déu c6 hiéu qua twong dwong trong
chuan bi NMTC cho chu ky CPDL. Két qua
nay phu hop véi nhan dinh caa Peter va
CS cho thiy hiéu qua ting sinh niém mac
cia estrogen khong phu thudc vao
dudong dung, mién 1a nong do estradiol
huyét thanh dat nguwong sinh ly [4]. Mot
s6 nghién ctru truéc day tai Viét Nam
cling cho thay estrogen dang boi ngoai
da dat do day NMTC twong ty estrogen
dang u6ng [6, 7]. Nghién ctru nay ciing
cho thay estrogen dang uong lam tang
nhe TC va TG (p < 0,05), trong khi nhom
estrogen béi ngoai da khong c6 thay déi
dang ké (p > 0,05). Biéu nay phu hop véi
co ché dwoc dong hoc cla estrogen dang
udng phai trdi qua chuyén hoa budéc
mot tai gan, kich thich téng hop protein
van chuyén lipid va lipoprotein [1].

Nguwoc lai, estrogen qua da hip thu truc
ti€p vao tudn hoan, tranh gan, gidp duy
tri néng do estradiol 6n dinh va it anh
hwéng dén chuyén hoéa lipid [2, 4].
Nghién ctru cia Peter va CS (1989) cling
cho thiy nguy co ting TG mau va bién c6
huyét khoi tinh mach cao hon dang ké &
nhém s dung estrogen dang udng so
véi nhém estrogen boi ngoai da [3]. Do
dé, két qua cta chung tdi chirng minh
estrogen dwong boi an toan hon vé
chuyén héa, diac biét & BN c6 yéu té nguy
co tim mach hodc réi loan lipid mau.
Nghién cttu cia Vehkavaara va CS
(2020) da chirng minh st dung estrogen
dang boi ngoai da khong lam thay doi
dang ké nong d6 HDL-C va LDL-C, trong
khi dang uéng c6 thé lam giam nhe HDL-
C va tang TG [9]. Nghién ctru ctia ching
toi pht hop véi két qua nay khi HDL-C va
LDL-C gin nhuw khéng thay déi & ca hai
nhém nhung TC va TG chi tdng & nhom
udng. Pang cha y, sw khac biét vé néng
do lipid trong nghién ctru cua chung toi
chi & mic nhe va chwa cé y nghia lam
sang, do thoi gian diéu tri twong déi
ngan (10 - 12 ngay). Tuy nhién, véi cac
chu ky CPBL ladp lai nhiéu lan, tic dong
tich 1ty c6 thé dang ké hon, can dwoc
theo doi trong nghién ctru ti€p theo.

Ca hai nhém déu khong ghi nhin bién
chirng nang, chi co6 cac tac dung phu nhe
nhw bubén nén, cing nguwc, dau dau
thodng qua, v&i ty 1é thip hon & nhom
bdi ngoai da (8,3% so véi 16,6%). Biéu
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nay phu hop véi nhan dinh cua Kopper
va CS (2009) cho thiy estrogen qua da c6
tinh dung nap tét hon, tranh dwoc dao
dong néng d6 hormone va gidm kich
thich gan phai hoat dong [10]. Ngoai ra,
estrogen bdi ngoai da khéng gdy man
ngra dang ké, cho thiy kha ning dung
nap da tot trong diéu kién khi hdu Viét
Nam. Tur két qud trén, cé thé thiy
estrogen boi ngoai da (173-estradiol) la
lwa chon an toan, hiéu qua trong chuin
bi NMTC cho chu ky CPPL, dac biét &
nhém BN c6 nguy co tim mach, béo phi,
hodc roéi loan lipid mau. S dung
estrogen dang boi ngoai da gidp giam
ganh ndng chuyén héa gan va han ché
nguy co tang lipid mau, dong thoi duy tri
hiéu qua lam day NMTC va ty 1é cé thai
twong duwong.

KET LUAN

St dung estrogen dang boi ngoai da
trong chu ky CPDL cho hiéu qua chuin bi
NMTC twong dwong véi st dung
estrogen dang uong (d6 day NMTC trung
binh 13 9,1 £ 1,3mm so v&i 9,3 + 1,4mm;
p > 0,05). Tuy nhién, estrogen dang uéng
lam tang nhe TC (tw 5,02 + 0,71 1én 5,26
+ 0,74 mmol/L; p < 0,05) va TG (tir 1,38
+0,351én 1,52 + 0,41 mmol/L; p < 0,05),
trong khi dang béi ngoai da khéng lam
thay déi dang ké cac chi s6 lipid mau. Ty
1é tdc dung phu bubn nén, cing nguc,
nhirc dau, roi loan tiéu hdéa nhe & nhém
bdi ngoai da déu c6 xu hwéng thap hon &
nhém uéng. Két qua nay buwdc diu cho
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thay estrogen béi ngoai da c6 xu hwéng
an toan chuyén héa cao hon vala mot goi
y lwa chon thich hop cho BN c6 réi loan
lipid mau hodc nguy co tim mach.
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