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KET QUA LAM SANG CHUYEN PON PHOI PONG LANH NGAY 5
SU DUNG MOI TRUONG GIAU HYALURONAN
TAI BENH VIEN PA KHOA PHUONG PONG

Lé Vi Hii Duy'*, Nguyén Thi Thu Thuy', Hoing Thu Trang’

Tém tit

Muc tiéu: Panh gia két qua 1am sang chuyén don phoi dong lanh ngay 5 sir
dung moi truong giau Hyaluronan (Hyaluronic acid - HA) (hyaluronan-enriched
transfer medium - HETM). Phuwong phdp nghién ciru: Nghién ctru hdi ctru, mé ta
trén 296 bénh nhan (BN) chuyén don phoi nang dong lanh ngay 5 dwoc chia thanh
146 truong hop chuyén phdi str dung méi truong CSC-C va 150 truong hop chuyén
phoi st dung HETM tai Bénh vién Pa khoa Phuong Dong tur thang 02/2023 -
8/2024. Két qud: Khong co sy khac biét c6 y nghia thong ké vé cac dic diém co
ban (tudi, thoi gian vo sinh, BMI (chi s6 khdi co thé), AFC (Antral Follicle Count)
dau chu ky kinh, AMH (Anti-Miillerian Hormone), tién st say thai, thai luu va do
day niém mac tir cung vao ngay bat dau sir dung progesterone) va chat luong phoi
nang ngay 5 giita hai nhom nghién ctru. Két qua 1am sang vé ty 1¢ co thai, thai sinh
hoa, thai 1am sang, thai dién tién; ty 1¢ sdy, luu thai cling nhu ty 1¢ thai sinh séng
gitra hai nhém khéc biét khong c6 y nghia thong ké (p > 0,05). Ngoai ra, chua nhin
thdy sy khac biét c6 ¥ nghia thong ké vé viéc st dung HETM trén nhém cé tién st
say thai, thai luu lién tiép hay nhitng BN chuyén phoi co chat luong trung binh
(p > 0,05). Két lugn: Sir dung HETM trong chuyén don phoi nang ngay 5 khong lam
cai thién két qua 1am sang IVF (thu tinh trong dng nghiém).

Tir khoa: Chuyén phoi dong lanh; Hyaluronan; Phoi nang; Mbi truong CSC-C;
Moi truong giau Hyaluronan.

CLINICAL OUTCOMES OF SINGLE FROZEN EMBRYO TRANSFER
ON DAY 5 USING HYALURONAN-ENRICHED TRANSFER MEDIUM
AT PHUONG DONG GENERAL HOSPITAL

Abstract

Objectives: To evaluate the clinical outcomes of day-5 single frozen embryo transfer
using a hyaluronan-enriched transfer medium (HETM). Methods: A retrospective,
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descriptive study was conducted on 296 patients undergoing day-5 single frozen
blastocyst transfer, divided into two groups: 146 cases using conventional culture
medium (CSC-C) and 150 cases using HETM at Phuong Dong General Hospital
from February 2023 to August 2024. Results: There were no statistically
significant differences in baseline characteristics between the two groups,
including age, duration of infertility, BMI, antral follicle count (AFC) at the
beginning of the cycle, anti-Miillerian hormone (AMH) levels, history of
miscarriage, and endometrial thickness on the day of progesterone initiation.
Additionally, there was no significant difference in the quality of day-5 blastocysts
between groups. Clinical outcomes, including rates of pregnancy, biochemical
pregnancy, clinical pregnancy, ongoing pregnancy, miscarriage, and live birth,
were not significantly different between the groups (p > 0.05). Furthermore, no
statistically significant improvement was observed in clinical outcomes with the
use of HETM among patients with a history of recurrent miscarriage or those
receiving embryos of average quality (p > 0.05). Conclusion: The use of HETM
in day-5 single blastocyst transfers does not result in improved clinical outcomes
in IVF treatment.

Keywords: Frozen embryo transfer; CSC-C;
Hyaluronan-enriched transfer medium.

Hyaluronan; Blastocyst;

PAT VAN DE

Thu tinh trong éng nghiém 1a mot
trong cac ky thuat diéu tri hd tro sinh
san ngay cang dugc ap dung rOng rai
trén thé gi6i. Sy thanh cong cia mot chu
ky IVF phu thudc vao nhicu yéu to;
trong d6, chuyén phéi 1a budc cudi cing
nhung rat quan trong véi muc tiéu dua
thanh cong phdi vao vi tri thich hop
trong long tr cung sao cho ty 1¢ thanh
cong cao nhat [1]. Ké tir khi dtra tré dau
tién ra doi vao nim 1978 bang phuong
phap IVF, da c6 rat nhiéu nd luc nham
cai thién ty 1& sinh song trong cac chu
ky IVF va mot trong cac yéu td quan
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trong quyét dinh thanh cong do6 chinh 13
sy lam to cta phoi. Pay 1a qua trinh
quan trong bao gdm hang loat hién
tuong sinh hoc dac biét nhu phdi nang
bam vao niém mac to cung, sy Xxam
nhap cua cac té bao 14 nudi phodi vao sau
trong 16p ni€ém mac t&r cung, sy hinh
thanh rau thai... va thanh phan cia moi
truong nudi cdy bao quanh phdi vao
thoi diém chuyén phéi co vai trd quan
trong ddi v6i qué trinh 1am to. Gan day,
mot s6 nghién ctru cho thiy HA giup hd
trg cho sy 1am to cua phéi [2]. HA 1a
mot trong nhiing glycosaminoglycan
thuong gdp trong dich nang, voi trirg
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va tir cung ctia phu nit, ¢6 vai tro hd trg
qua trinh 1am t6 thong qua viéc gan véi
thu thé glycoprotein CD44 trén bé mat
cua phoi. Ngoai ra, HA gilp tang do
nhét ctia mdi trudng nudi cay, tir do cai
thién kha nang tuong tac cua phdi voi
dich tir cung do sy twong dong giira hai
loai moéi truong [3]. Hién nay, cac loai
moi truong thuong mai dung trong
chuyén phoi thuong bd sung HA nhung
v6i cac nong d6 khac nhau va moi
truong HETM dang duoc st dung &
nhiéu trung tdm ho tro sinh san tai Viét
Nam. Tuy nhién, chwa c6 nhiéu nghién
ctru cho thiy néng d6 HA khac nhau
trong moi truong chuyén phoi sé co tac
dong nhu thé nao dén két qua diéu tri
trong IVFE. Chinh vi véy, ching t6i tién
hanh nghién ctru ndy nham: Pdnh gid két
qua lam sang chuyén don phéi dong lanh
ngay 5 su dung HETM tgi Bénh vién Da
khoa Phuwong Pong.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ctru

Goém 296 BN lam IVF tir thang
02/2023 - 8/2024 tai Pon nguyén Ho tro
sinh san va Nam hoc, Bénh vién Pa khoa
Phuong Pong thod man tiéu chuan
nghién curu.

* Tiéu chudan lwa chon: BN chuyén
don phoi nang dong lanh ngay 5; phoi
khong lam xét nghiém di truyén tién
lam t6; hd so bénh an cua BN day du

nhimng thong tin can thiét cho qua trinh
nghién cuu.

* Tiéu chudn logi trir: Cac trudng
hop trtt noan, cho - nhan noan, phoi tao
tir tinh tring dong lanh, tinh trung phau
thuat, BN c6 di dang, bénh 1y thuc thé
tai to cung nhu u xo tir cung, polyp
budng tir cung, dinh budng tir cung...

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ciru
hdi ctru, m6 ta.

* C& madu va phwong phdp chon mau:
Chon mau toan bo.

* Quy trinh nghién curu:

Kich thich budng trimg va choc hut
noin: BN dugc kich thich budng trimg
bang phac dd Antagonist. Liéu rFSH str
dung tr 150 - 300 IU/ngay, c6 thé bd
sung thém LH liéu 75 - 150 IU/ngay tir
ngay 1 hoic ngay 5 FSH ddi véi cac
truong hop: (1) tudi > 35; (2) co tién st
dap tng kém vé6i kich thich budng
tring; (3) dap tmg khong t6i uu véi kich
thich budng trimg. GnRH d6i van dugc
str dung bat du tir ngdy 5 FSH. Trudng
thanh noan béng r-hCG 250mcg, choc
hat noan sau khi tiém miii trigger tir 35 -
36 gid, toan by noan thu dugc s€ u trong
truong CSC-C (Conventional
sequential culture medium) (Irvine,
MY) tir 3 - 4 gid, sau d6 duogc tach noan,
loai bo t& bao hat béng moi truong
Hyase. Tat ca nodn MII thu duoc s&
dugc tao phdi bang k¥ thuat tiém tinh
trung vao bao tuong noan (ICSI).

moi
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Nudi cy phoi va dong phoi: Noan
thu tinh s& duoc nudi cay theo nhom
bang moi truong CSC-C trong ti nudi
ba khi, hinh thai ph6i ngay 5 dugc danh
gi4d theo tiéu chuan cua Gardner va
Schoolcraft (1999) [7]. Toan bd phoi
ngiy 5 dugc dong lanh bang k¥ thuat
thuy tinh hod su dung moéi truong
ES (Equilibration Solution) va VS
(Vitrification Solution).

Chuan bi niém mac chuyén phoi
dong lanh: Dung estradiol valerate
duong ubng tir ngay 2 chu ky kinh, lidu
4 - 8 mg/ngay chia 2 - 4 1an trong vong
12 - 16 ngay. Panh gia trén siéu am dau
do am dao thdy niém mac > 7mm thi
“md clra s6 1am t6” bang progesterone
dang vi hat am dao lidu 600 - 800
mg/ngay chia 2 - 3 lan, chuyén phoi vao
ngay thtr 6 sir dung progesterone.

Ri dong va chuyén phoi: Phoi duoc
ra dong qua cidc moOi truong TS
(Thawing Solution), DS (Diluent
Solution) va WS (Washing Solution).
Phoi nang sau ra dong dugc danh gia
hinh thai va nudi cay bang méi trudng
CSC-C trong 2 - 3 gid ¢ ta am 37°C voi
hdn hop khi: 6% CO2, 5% Oz va 89%
Na. Trudce khi chuyén phéi 20 phit, néu
st dung moi truong HETM, phoi s€
duoc chuyén vao dia chira 300pL méi
truong Embryo Glue (Vitrolife, Thuy
Pién), néu khong st dung HETM thi
phoi s& duoc chuyén vao dia chua
300uL moi truong CSC-C, ca hai moi
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truong déu di duoc cin bang it nhat 18
gio trong ti 4m 37°C, 6% CO2, 5% O
va 89% Na. Sau chuyén phoi, tit ca BN
déu duoc hd trg hoang thé béng hormone
thay thé.

* Bién so va chi sé nghién ciru:

Tuéi, thot gian vo sinh, BMI, tién su
say thai, thai luu > 2 lan. AFC, AMH
ngay bat dau kich thich budng tring clia
nir gi61. PO day ni€ém mac tr cung vao
ngdy bat dau st dung progesterone.
Chat lwong hinh thai phoi ngay 5 theo
tac gid Gardner va Schoolcraft (1999) [4].

Két qua 1am sang dugc danh gia:

- Ty 18 ¢6 thai: Sb chu ky c6 B-hCG
> 25 mIU/mL sau chuyén phoi/tong sb
chu ky chuyén phoi x 100%.

- Ty 18 thai sinh hoa: Sé trudong hop
c6 thai sinh hoéa/sé trudong hop chuyén
phoi x 100% (thai sinh hoa: Truong hop
c6 B-hCG > 25 mIU/mL nhung khong
c6 hinh anh tdi thai trong budng tir cung
trén si€u am va sau do theo doi B-hCG
giam dan).

- Ty 1é thai 1am sang: S trudng hop
c6 thai 1am sang/s6 truong hop chuyén
phoi x 100% (thai 1am sang: Truong
hop c6 hinh anh tii thai va tim thai
trong budng tir cung trén siéu am).

- Ty 1€ say thai, thai luu, chtra ngoai
tr cung: SO truong hop say thai, thai
lwu, chtra ngoai tir cung/sé trudng hop
chuyén phoi x 100%.
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- Ty 1¢ thai dién tién: S6 trudong hop
c6 thai > 12 tuan/sb truong hop chuyén
phoi x 100%.

- Ty 1¢ thai sinh song: S6 trudng hop
c6 thai sinh séng/sb truong hop chuyén
phoi x 100%.

- Ty 1¢ da thai: S6 truong hop c6 > 2
thai sdng/sb trudng hop chuyén phéi x
100%.

* Xir 1y s6 lidu: Bang phan mém
SPSS 24.0, dung phép toan thong ké mo
ta cac bién dinh tinh va dinh luong, kiém

dinh va so sanh ty 1€, gia tri trung binh
cua hai nhéom bang T-test, Fisher,
Mann-Whitney U.

3. Pao dirc nghién ctru

Nghién ctru dugc thuc hién theo
ding quy dinh cta Bénh vién Da khoa
Phuong Pong. S6 liéu nghién ctru dugc
Bénh vién Pa khoa Phuong Pong cho
phép str dung va cong bd. Nhom tac gia
cam két khong c6 xung dot loi ich trong

nghién ctru.

KET QUA NGHIEN CUU

1. Pic diém cia BN trong nghién ciru

Bang 1. Dic diém chung ctia BN trong nghién ctu.

Dic diém

CSC-C (n=146) HETM (n=150) p

Tudi 30,11 + 4,02 30,75+ 4,88 0,26
Thoi gian vo sinh 2,62 +£1,31 2,89+ 1,27 0,18
BMI (kg/m?) 21,54 + 2,35 20,91 +2,08 0,22
AFC 14,21 + 5,65 13,17+5,19 0,12
AMH (ng/mL) 4,08 +227 4,18 2,72 0,15
Tién str say thai, thai luu>21an (%) 17,80 (26/146) 21,33 (32/150) 0,08
DG dly niém mec vio ngly bt diu 8,93 + 0,57 9,15+0,68 0,09

st dung progesterone (mm)

Trong thoi gian nghién ctru, ¢6 296 BN du tiéu chudn, dugc chia lam hai nhom,
146 truong hop chuyén don phoi ngay 5 st dung méi truong CSC-C va 150 truong
hop str dung mdi trudong HETM. Cac dic diém co ban vé tudi, thoi gian vo sinh,
BMI, AFC dau chu ky kinh, AMH, tién sur say thai, thai luu va do day ni€ém mac
tr cung vao ngay bat dau sir dung progesterone déu khong co sy khac biét ¢6 y

nghia thong ké gitra hai nhém (p > 0,05).
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Bang 2. Chat luong phoi nang ngay 5 cta hai nhom nghién ctru.

Phéi ngay 5 CSC-C (n=146) HETM (n=150) p
Tong s6 phodi ngay 5 5,07 +2,14 535+2,27 0,21
. o1 (6 + -
Chét luomg Do 1 (t6t) 61,62 + 29,02 59,97 +28,78 0,17
hinh thai Do II (kha) 20,75 + 12,25 22,65+12,94 0,07
0
(%) Do III (trung binh) 17,63 + 9,76 17,38+9,12 0,29

Phoi ngay 5 ctia hai nhém duoc danh sau khi tién hanh tiém tinh tring vao bao
tuong noan (ICSI) 116 + 1 gio theo tiéu chuan ciia Gardner va Schoolcraft (1999)
nhan thiy s6 luong phoi trung binh ciing nhu chat lugng hinh thai phdi twong
duong nhau ¢ ca hai nhém nghién ctru (p > 0,05)

Bang 3. Két qua 1am sang cta hai nhom nghién ctru.

Ty 1€ (%) CSC-C (n=146) HETM (n = 150) p

C6 thai (B-hCG duong tinh) 61,6 (90/146) 62,0 (93/150) 0,40
Thai sinh hoa 6,8 (10/146) 7,3 (11/150) 0,52
Thai l1am sang 53,4 (78/146) 52,0 (78/150) 0,41
Thai dién tién 50,0 (73/146) 49,3 (74/150) 0,38
Say, luu thai, thai ngoai

tit cung (GEU) 5,5 (8/146) 6,0 (9/150) 0,31
Da thai 1,4 (2/146) 1,3 (2/150) 0,58
Thai sinh song 49,3 (72/146) 48,6 (73/150) 0,39

So sanh két qua 1am sang sau chuyén don phoi ngdy 5 giita hai nhom sir dung
moi truong chuyén phoi CSC-C va HETM nhan thay khong c6 su khac biét c6
¥ nghia théng ké vé ty 18 co thai, thai sinh hoa, thai 1am sang, thai dién tién;
ty 1¢ say, luu thai, chira ngoai tr cung; ty 1& da thai ciing nhu ty 1¢ thai sinh song
(p > 0,05).
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Bang 4. Mdi twong quan gitra tién str say thai, thai luu va chuyén phéi sir dung HETM.

Tién sir siy, luu thai > 2
Thai sinh séng (%)

CSC-C(n=26) HETM(=32) p

Co thai 38,5 (10/26) 40,6 (13/32) 0.4
Khong c6 thai 61,5 (16/26) 59,4 (19/32) ’
Tong 100 (26/26) 100 (32/32)

Thai sinh séng (%)
Co thai 51,7 (62/120) 50,8 (60/118)
Khong c6 thai 48,3 (58/120) 59,2 (58/118) ’
Tong 100 (120/120) 100 (120/120)

Trong nhom BN c¢6 tién sir sdy, luu thai > 2, ty 18 thai sinh sdng khi sir dung
moi truong HETM 1a 40,6% cao hon khi st dung CSC-C (38,5%), tuy nhién, su
khac biét nay khong c6 y nghia thong ké (p > 0,05). Ty 1¢ thai sinh séng trong
nhom BN tién sir say, luu thai < 2 khi sir dung méi trudng chuyén phéi HETM
cling tuong duong khi str dung moi truong CSC-C (p > 0,05).

Bang 5. Mdi trong quan giita chat luong phoi ngay 5 va chuyén phdi sir dung HETM.

Phéi tét (do I)

CSC-C (n=90) HETM (n = 88) p
Thai sinh séng (%)
Co thai 61,1 (55/90) 59,1 (52/88) 0.18
Khong c¢o thai 38,9 (35/90) 40,9 (36/88) ’
Tong 100 (90/90) 100 (88/88)
Phéi kha (do II) CSC-C (n=38) HETM (n = 43) p
Thai sinh séng (%)
Co thai 36,8 (14/38) 39,5 (17/43) 0.15
Khoéng c¢6 thai 63,2 (24/38) 60,5 (26/43) ’
Tong 100 (38/38) 100 (43/43)
Phoi trung binh (d¢ III) CSC-C (n =18) HETM (n =19) p
Thai sinh séng (%)
Co thai 16,7 (3/18) 21,1 (4/19) 0.20
Khong c¢o thai 83,3 (15/18) 78,9 (15/19) ’
Tong 100 (18/18) 100 (19/19)
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Ty 18 thai sinh séng giam dan & ca hai
nhoém st dung HETM va CSC-C khi
chat luong phdi giam dan tir tot xudng
kha va trung binh. Nhitng BN chuyén
phoi tét va kha co két qua thai sinh séng
twuong duong ¢ ca hai nhom HETM
cling nhu CSC-C (p > 0,05). Trong cac
BN chuyén phoi chat lugng trung binh,
ty 18 thai sinh song & nhém s dung
HETM 14 21,1% cao hon nhom st dung
CSC-C (16,7%), tuy nhién, su khac biét
nay khong co y nghia théng ké (p > 0,05).

BAN LUAN

Trong nghién clru cua ching toi,
nhimg dic diém co ban nhu tudi, thoi
gian vo sinh, BMI, AFC dau chu ky
kinh, AMH, tién st say thai, thai luu va
d6 day niém mac tir cung vao ngay bat
dau st dung progesterone tuwong dbi
dong nhét gitta hai nhom nghién cuu,
diéu nay giup so sanh két qua lam sang
gitta hai nhém chuyén phéi st dung
CSC-C vaHETM c6 do tin cay cao hon;
két qua nay ciing twong dong voi nghién
cuu cua Nihar R Bhoi va CS (2024) [5].
HA 14 phan tir thiét yéu quan trong
trong cac qua trinh thu tinh, tao phoi,
lam t6 va tong hop dudi dang cau trac
polymer tuyén tinh ctia glycosaminoglycan,
bao gom sy 13p lai cua acid D-glucuronic
va N-acetyl-D-glucosamine, c6 kich
thudc phan tir khac nhau 1én t61 107Da
[2]. HA 1a mot trong nhiing dai phén tir
chinh c6 mat trong duong sinh san nfr,
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day 1a mot phan tir then chét trong qua
trinh 1am to ctia phoi. Cac nghién ctru
ban dau & chudt cho thay thém HA vao
mdi truong chuyén phoi lam ting déng
ké ty 1& 1am t6 va cai thién kha ning
phat trién cta bao thai [6]. Mot s6 gia
thuyét cho rang HA c6 thé cai thién viéc
1am t6 cua phdi thong qua cac co ché
gian tiép thiic ddy hinh thanh mach mau
va cai thién sy két dinh giita cac té bao
va gilra té bao voi chat nén ngoai bao,
ngoai ra, HA hoat dong nhu chét trung
gian tiép nhan, vi thu thé chinh cia HA
12 CD44 duoc biéu hién & phdi tién lam
t6 va trong niém mac tir cung, tir d6 hd
trg phéi tiép xtic va bam dinh vao niém
mac tor cung; bén canh d6, nho do nhot
cao cia HA c6 thé gitip ngin ngira viée
phoi bi day ra khoi budng tir cung sau
chuyén phoi [7]. Tuy nhién, trong
nghién ctru mo6 phong cua Ruane va CS
(2020) cho thdy mdi trudng chia HA
khong thuc ddy sy bam dinh cua phoi
nguoi véi té bao biéu mo niém mac tir
cung trong diéu kién in vitro [8]. Két
qua trong cac nghién ctru vé viéc diung
HA trong nhiing chu ky chuyén phoi
déng lanh ciing cho thiy nhiéu khac
biét. Nghién ctru cia Nishihara va CS
(2017) nhan thay st dung HA khong cai
thién ty 1€ thai 1am sang cling nhu ty 1&
sdy thai; nghién ctru cua Wang W va CS
(2019) cho thdy HA c6 thé cai thién ty
1¢ 1am t6 va c6 thai 14m sang & phy nir
khong c6 tién str that bai lam t, nhung
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khong c6 tac dung ¢ nhiing nguoi céd
tién sur that bai lam t6 [3, 9]. Trai lai,
nghién ctru cia Fu W va CS (2018) cho
thay viéc stir dung HA c6 thé cai thién ty
1& ¢6 thai 1am sang & nhiing BN c¢6 tién
sir that bai lam t6 > 2 1an [10]. Nghién
ctru ciia chung t6i cho két qua viéc bd
sung HA vao trong mdi trudng chuyén
phoi khong 1am thay d6i két cuc 1am
sang. Ngoai ra, chung t6i chua nhan
thay sy khac biét c6 ¥ nghia thong ké vé
viéc st dung HETM trén nhom co tién
st say thai, thai lwu lién tiép hay nhiing
BN chuyén phdi c6 chat luong trung
binh. Piém manh trong nghién ctru cta
chung t61 1a cdc BN tham gia kha tuong
ddng & ca hai nhoém va két qua 1am sang
theo ddi dugc dén khi thai sinh sdng.
Day chi 12 mot nghién ctru hoi ctu tai
mot trung tim, mic du vy, két qua cua
nghién ctru s& cung cip khai quat ciing
nhu tiém nang vé viée st dung HETM
trong chuyén phoi. Trong tuong lai, can
nhiéu nhitng nghién ctru 14m sang mu
d6i ngau nhién c6 nhom chimg dé thém
bang ching gia tri vé hiéu qua thuc sy
cua viéc st dung moi truong HETM
trong chuyén phoi déng lanh.

KET LUAN
Nghién ctru cho thy str dung HETM
trong chuyén don phdi nang ngdy 5
khong lam cai thién két qua 1am sang, ké
ca v6i nhitng truong hop tién st say

thai, thai luu > 2, chuyén phoi nang chat
luong trung binh trong IVF.

L& cdm on: Nhom tac gia tran trong
cam on ban lanh dao Bénh vién Pa khoa
Phuong Pong di tao nhitng diéu kién
thuan loi nhat giup d& chiang toi thuc
hién nghién ctru nay.
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