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TOM TAT

Muc tiéu: Nghién ctu nay nham danh gia
anh huong cua tudi me dén ty 1¢ c6 thai, ty 1¢ thai
lam sang va ty 1é thai dién tién sau chuyén don
phéi nang chuin boi chat luong tét. Phwong
phap: Nghién ctru hdi ctru dugc thuc hién trén
274 chu ky chuyén phéi tai mot trung tim hd tro
sinh san trong nam 2023. Cac chu ky dugc chia
thanh 4 nhém theo tudi nguoi me: 35-37, 38-40,
41-42 va >42. Cac két cuc chinh bao gdm ty 1& c6
thai, ty 16 thai 14m sang va ty 18 thai dién tién
dugc so sanh giita cac nhom tudi. Két qua:
Khong c6 su khac biét co ¥ nghia thong ké vé ty
1€ ¢o6 thai (72,1% - 86,7%, p=0,417), ty 1¢ thai
l1am sang (64,9% - 72,7%, p=0,947) va ty 1¢ thai
dién tién (60,3% - 72,7%, p=0,767) giita 4 nhom
tudi. Phan tich da bién cho thdy co hoi dat cac
két cyc trén & cac nhom tudi cao hon 37 1a trong
duong so v6i nhom chimg 35-37 tudi. Két luan:
Nghién ciru cho thdy tudi me duong nhu khong
anh huong dén tiém nang lam t6 va phat trién cua
phoi nang chudn boi chat luong tot.
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SUMMARY

EFFECT OF MATERNAL AGE ON

OUTCOMES OF SINGLE TRANSFER

OF GOOD PLOIDY BLASTOCYSTS

Objective: This study aims to evaluate the
influence of maternal age on pregnancy rate,
clinical pregnancy rate, and ongoing pregnancy
rate following the transfer of good-quality
euploid blastocysts. Methods: A retrospective
study was conducted on 274 embryo transfer
cycles at an assisted reproductive technology
center in 2023. The cycles were divided into four
groups based on maternal age: 35-37, 38-40, 41-
42, and >42. The main outcomes, including
pregnancy rate, clinical pregnancy rate, and
ongoing pregnancy rate, were compared among
the age groups. Results: There were no
statistically significant differences in pregnancy
rate  (72.1% - 86.7%, p=0.417), clinical
pregnancy rate (64.9% - 72.7%, p=0.947), and
ongoing pregnancy rate (60.3% - 72.7%,
p=0.767) among the four age groups.
Multivariate analysis showed that the odds of
achieving these outcomes in the age groups older
than 37 were comparable to those in the
reference group of 35-37 years old. Conclusion:
The study suggests that maternal age does not
appear to affect the implantation potential and
development of good-quality euploid blastocysts.

Keywords: Maternal age, euploid blastocyst,
embryo transfer, preimplantation genetic testing
for aneuploidy.
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I. DAT VAN DE

Tudi cua ngudi phu nit 1a mot yéu td
quan trong anh hudng téi kha nang sinh san.
Nhiéu nghién ctru cho thiy ty 16 mang thai va
ty 1¢ sinh con sdng trong thu tinh trong éng
nghiém (IVF) giam dan theo tudi, dic biét tur
sau 35 tudi [1]. Nguyén nhan chinh cua su
suy giam nay 13 do ty 1& phoi bat thuong
nhiém sic thé (1éch boi) tang 1én khi tudi me
tang [2]. O phu nif trén 42 tudi, khoang 83%
s6 phoi thu dugc co thé c6 bat thudng nhiém
sic thé, trong khi & nhom phu nit dudi 35
tudi, ty 1& nay chi vao khoang 40% [3].

Sy ra doi cua k¥ thuat sang loc di truyén
tién 1am t6 (PGT-A) d3 mo ra co hoi dé giai
quyét van dé trén. PGT-A cho phép phat hién
va loai bo cac phdi bat thuong sb luong
nhiém sic thé trude khi chuyén vao tir cung,
qua d6 nang cao ty 1€ thanh cong cua IVF &
bénh nhan 16n tudi [4]. Tuy nhién, liéu viéc
loai bod phéi 1éch bodi co thé gitip khic phuc
hoan toan sy suy gidm kha nang sinh san &
phu nit 16n tudi hay khong, hay néi cach
khac, tudi me c6 anh hudng gi ti tiém ning
lam to va phat trién cta phdi chuan boi hay
khong, van 1a mot cau héi gay nhiéu tranh
cai [5].

Trén thuc té, két qua tir cac nghién ctru
vé chii dé nay cho dén nay van chua thdng
nhat. Mot s6 nghién ctru cho thay ty 1é 1am to
ctia phdi giam dan theo tudi me ké ca khi
phan tich riéng trén nhom phdi chuan boi [6].
Didu nay goi y rang ngoai yéu t6 léch boi,
van c¢6 nhitng co ché khac lién quan t6i ldo
hoa c6 thé anh hudng xau t6i chat lugng phoi
va kha niang lam to, nhu sy ting stress oxy
héa, r6i loan Chuyén hoa, tén thuong DNA,...
[2]. ,

Nguoc lai, mdt s6 nghién ctu khong tim
thiy su khac biét c6 ¥ nghia vé ty 1& 1am to
theo tudi me trén nhom phoi chuan boi [6].
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Nghién ciru cua tac gia Irani cho thiy s
luong phoi chuan bdi giam theo tudi, tuy
nhién sau khi phan tich hiéu chinh yéu té
chat lugng phoi thi tudi me khong con anh
huong t6i kha ning 1am t6 cua phéi [7]. Phat
hién nay goi y rang yéu to léch boi va chit
luong phdi dong vai trd quan trong trong su
suy gidm kha nadng sinh san & phu nit 16n
tudi. Tuy nhién, nghién ctru nay con mot sb
han ché nhu ¢& mau nho va c6 mot ty 1¢ nho
bénh nhan chuyén hai phdi.

Nhu véy, anh huéng cia tudi me toi tiém
nang phat trién va 1am t6 ctia phéi chuan boi
van con tranh cai. Pay 1a mot khoang tréng
can dugc lam 13, doi hoi nhitng nghién ctru
¢6 ¢& miu du 16n, dong nhat va han ché toi
da céc yéu t6 gy nhidu. Bang cach tip trung
phan tich trén cac chu ky chuyén don phoi
nang chit luong tét, nghién ctru cua chung
t6i hy vong s& gop phan cung cap thém bang
chtng dé tra 101 cho cau héi quan trong nay.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

Nghién ctu hdi ciru dugc thuc hién trén
c4c bénh nhan da chuyén ph6i tai Trung tam
Hd tro sinh san, Bénh vién da khoa TAm Anh
Ha Noi trong khoang thoi gian tir 1/2023 dén
thang 12/2023. Tiéu chuan lya chon bao
gom: 1) bénh nhan tir 35 tudi tro 1én & thoi
diém choc hit nodn, 2) niém mac tr cung
ngay bo sung progesteron téi thiéu 7 mm, 3)
chuyén don phdi nang chuan boi chét luong
t6t. Tiéu chuan loai trir bao gém: 1) phdi tir
ngudi hién non, 2) bénh nhan mic cac bénh
ly nén anh huéng dén qua trinh mang thai, 3)
di dang tir cung bam sinh hoac mac phai, 4) u
X0 tir cung anh hudng dén niém mac, 5) @
dich voi ti cung.

Chung t6i thu nhan dugc 274 bénh than
thoa méan diéu kién vao nghién ctu.

2.1. Phac db kich thich budng trieng va
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chuin bi niém mac

Bénh nhdn duoc kich thich budng trang
tr ngdy 2 chu ky kinh voéi phac dd
Antagonist, st dung FSH tinh ché tir nudc
tiéu phu nir man kinh (Menopur, Ferring)
hoic FSH tai to hop (Follitrope, LG Life
Sciences). GnRH ddi van (Cetrotide, Baxter
Oncology GmbH) duoc dung tir ngay 6 kich
thich budng trang. Bénh nhan dugc siéu am
theo d&i nang nodn va duoc dung thudc gay
treong thanh nang nodn (trigger) khi cé it
nhat 2 nang dat kich thuéc trén 18 mm. O
cac bénh nhan nguy co cao qua kich budng
trang, GnRH Agonist 0.2 mg (Diphereline,
Ipsen Pharma Biotech) duoc st dung dé
trigger, & cac bénh nhén con lai duoc trigger
bdng hCG 5000 IU (IVF-C, LG Life
Sciences) va GnRH Agonist 0.2 mg
(Diphereline, Ipsen Pharma Biotech). Choc
hat noan dugc thyc hi¢n sau trigger khoang
36 gio. Sau khi co két qua sang loc phdi cé
phdi chuan boi, bénh nhan bat dau chu ky
chuan bi niém mac tir ngay 2 chu ky kinh
bang phac d6 hormon nhan tao, véi liéu
estrogen 6 mg/ngay va diéu chinh liéu cho
phu hop véi d6 day cua niém mac tir cung,
sau it nhat 14 ngay ding estrogen va do day
nim mac te cung dat it nhit 7 mm,
progesterone vi hat 800 mg/ngay (Cyclogest,
Actavis) duong am dao/hau mén duoc bd
sung trude thoi diém chuyén phdi 5 ngay.

2.2. Quy trinh sinh thiét phoi va PGT-
A

Noén sau tach sé dugc tiém tinh trung
vao bao twong (ICSI) va dugc nudi ciy trong
moi  truong nudi cdy don lién tuc
(Continuous Single Culture Complete -
Irvine). Vao ngay 3, thao tac hd trg phdi no
va thay méi moi truong dugc thuc hién vao
budi chiéu. Phdi duoc nudi ciy tiép cho dén
giai doan phoi nang (ngay 5/6), sau d6 dugc

sinh thiét t& bao trophectoderm (TE) va trix
lanh. Hinh thai ph6i dugc danh gia ngay
truéc khi sinh thiét TE theo hé thdng phan
loai cua Gardner va Schoolcraft va chia
thanh 3 nhom: loai tot (>3AA/3AB), loai kha
(3 - 6BA/BB, 1-2 AA), va loai trung binh (3
- 6BC/CB/CC, 1-2 AB/BA). Tiéu chi danh
gia khdi té bao trong (ICM) nhu sau: A - cac
té bao day dic va nhiéu, B - cac té bao tap
trung l6ng 1éo va s luong vira phai, C - rat it
té bao. Tiéu chi danh gia trophectoderm (TE)
bao gém: A - nhiéu té bao tao thanh Iép biéu
md lién két, B - it té bao tao thanh lép biéu
mo long léo, C - rat it té bao va khong thé tao
thanh 16p biéu mo day du [8].

Vao ngay 5 sau thu tinh, néu ICM va TE
cua phdi nang cé thé quan sét rd rang, va TE
c6 du s6 luong té bao (it nhat 5 té bao) dé lay
mau, thi quy trinh sinh thiét s& duoc chuyén
vién phdi hoc thuc hién ngay trong ngay 5
(D5). Néu khong, phdi nang s& dwoc nudi
cay tiép dén ngay 6 (D6). Dung 6ng hat sinh
thiét dé hat 1dy mau tir 6-10 té bao TE, sau
d6 sur dung laser dé cat roi mau té bao. Sau
khi sinh thiét, phoi duoc thuy tinh héa voi
moi truong Cryotech. Quy trinh PGT-A cho
phoi nang duogc thyc hién bang hé théng lon
Reproseq™ (Thermo Fisher Scientific).
Khuéch dai va tao thu vién duoc thuc hién
véi bo lon SingleSeq (Thermo Fisher
Scientific) trén hé théng lon GeneStudio
S5™ (Thermo Fisher Scientific). Dir li¢u thu
duogc tir hé théng Ton S5 duoc xir ly bing
phan mém Torrent Suite v14.0 (Thermo
Fisher Scientific). Sau d6, két qua doc trinh
ty dugc phan tich bang phan mém lon
Reporter v10.5 (Thermo Fisher Scientific).
Phéi duoc xac dinh boi 23 cap nhidm sic thé
duogc coi 1a chuan boi. Cac phdi nang chuan
boi dugc hra chon dua trén mie do hinh thai,
duogc 13 dong va nudi cdy ¢ 37°C (6% CO2
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va 5% 02) trong khoang 2 gio truoc khi
chuyén phai.

2.3. Két cuc

Cac két cuc vé c thai, thai 1am sang va
thai dién tién duoc thu thap twong ung voéi
ting nhom tudi. Theo 0, co thai dwoc Xxé&c
dinh khi xét nghiém beta-hCG cho két qua
dwong tinh (>5 IU/mL) tai thoi diém 10 - 12
ngay sau chuyén phoi. Thai lam sang dugc
dinh nghia khi quan sat thay hinh anh tdi thai
trén siéu 4m. Thai duoc tiép tuc theo dai dinh
ky va ghi nhan thai dién tién sau khi vuot
qua méc 12 tuan.

2.4. Phan tich so liéu

Dit liéu dugc phan tich bang phan mém
SPSS phién ban 20.0 (SPSS Inc, Chicago,
IL). Bién dinh tinh dwogc trinh bay dudi dang
ty 1¢ phan trim, bién dinh luong duoc trinh
bay dudi dang trung binh + do léch chuan
(v6i bién phan bd chuan) hoic trung vi,
khoang t phan vi (voi bién phan bé khong
chuan). Dé so sénh sy khac biét cua cac bién
dinh tinh gitra 4 nhém tudi, kiém dinh Chi-

I1. KET QUA NGHIEN cUU
3.1. Pic diém cia d6i twong nghién ciru

binh phuwong hoic Kkiém dinh chinh xac
Fisher duoc sir dung tuy diéu kién phu hop.
Véi cac bién dinh luong, kiém dinh ANOVA
mot yéu té duoc sir dung dé so sénh trung
binh giita cac nhém khi bién c6 phan bb
chuan, kiém dinh Kruskal-Wallis duoc st
dung khi bién c6 phan bd khéng chuan.
Trude khi thuc hién cac kiém dinh so sanh
cho bién dinh lugng, dir liéu duoc kiém tra
phan bd chuan st dyng kiém dinh
Kolmogorov-Smirnov. Dé xac dinh sy khac
biét vé ty I¢ 1am t6, ty Ié thai 1am sang va ty
¢ thai sinh sbng gitta 4 nhém tudi, kiém dinh
Chi-binh phuong hoic kiém dinh chinh xac
Fisher duoc &p dung tuy diéu kién phd hop.
Hoi quy logistic da bién ciing duogc thuc hién
dé danh gia anh huéng cua tudi me ti cac
két cuc chinh (lam to, thai 1am sang, thai sinh
séng) sau khi hiéu chinh véi cac yéu té gay
nhidu tiém an, cac két qua duogc trinh bay
dudi dang adjusted OR vai khoang tin cay
95%. Doi Vi tat ca cac kiém dinh thong ké,
mirc y nghia duoc dat tai p < 0,05

35-37 38-40 41-42 >42
n= 137 n= 95 n= 30 n=12 |PVvalue
BMI (kg/m2) 21.72 (1.97) |22.21 (2.75)|22.80 (2.15)[21.76 (1.49)| 0.080
AMH (ng/ml) 3.08 (2.35) | 3.00 (2.11) | 2.10 (1.89) | 1.57 (0.85) | 0.023
Loai vo0 sinh n(%) 0.213
Nguyén phéat 9 (6.6) 2(21) | 3(10.0) | 0(0.0
Thir phét 128 (93.4) | 93(97.9) | 27(90.0) | 12 (100.0)

Thoi gian vo sinh (ndm) 2.00 (2.49) | 2.86 (3.50) | 4.30 (4.13) | 2.33 (3.06) | 0.002
Nguyén nhan vo sinh (%) 0.156
Do vg 45(32.8) | 32(33.7) | 16(53.3) | 6(50.0)

Do chdng 2 (15) 0(0.0) 1(3.3) 0 (0.0
Do c4 hai vg chdng 1(0.7) 4(4.2) 0(0.0) 0(0.0)
Nguyén nhan khac 89 (65.0) | 59(62.1) | 13(43.3) | 6(50.0)
Tién str mo dé (%) 68 (49.6) | 52 (54.7) | 15(50.0) | 7(58.3) | 0.842
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Do day niém mac tir cung (mm)| 9.60 (1.37) | 9.46 (1.41) | 9.52 (1.47) | 9.36 (0.94) | 0.852
Dich budng tir cung (%) 7(5.1) 7(7.4) 1(3.3) | 2(16.7) |0.364
Chuyén phdi kho (%) 1(0.7) 2(2.1) 0 (0.0) 0(0.0) |0.676
Tubi phdi (%) 0.641

D6 32 (23.4) | 19(20.0) | 4(13.3) | 3(25.0)

D5 105 (76.6) | 76(80.0) | 26 (86.7) | 9(75.0)

Téng sb 274 ca chuyén phdi, c6 137 ca
(50%) & nhom tudi 35-37, 95 ca (34,7%) &
nhém 38-40 tudi, 30 ca (10,9%) & nhom 41-
42 tudi va 12 ca (4,4%) trén 42 tudi. Vé dic
diém caa ddi twong nghién ctu, chi sé6 BMI,
tudi phoi, d6 day niém mac ti cung, ty 16 mo
ldy thai cii va cac thong sb khac 1a twong
ddng giita cac nhom tudi (p>0,05). Mot sb

3.2. Két cuc sau chuyén phoi

yéu t6 c6 su khac biét dang ké giira cac nhom
tudi bao gom: Nong d6 AMH trung binh c6
xu huéng giam dan theo tudi, tir 3,08 ng/mL
& nhém 35-37 tudi xubng con 1,57 ng/mL &
nhom trén 42 tudi (p=0,023). Thoi gian vo
sinh trung binh ciing ting dan theo nhém
tudi, tir 2 nam & nhom 35-37 tuoi 1én 4,3 nam
& nhém 41-42 tuéi (p=0,002).

35-37 38-40 41-42 >42

n=137 n=95 n=30 n=12 p-value
C6 thai (%) 98 (72.1) | 72(75.8) | 26(86.7) | 9(75.0) 0.417
Thai sinh héa (%) | 10(7.5) 8 (8.4) 6 ( 20.0) 0(0.0) 0.111
Thai lam sang (%) | 87 (64.9) | 64(67.4) | 20(66.7) | 8(72.7) 0.947
Thai dién tién (%) | 79(60.3) | 59(64.8) | 18(66.7) | 8(72.7) 0.767

Ty 1€ c6 thai dao dong tir 72,1% & nhém
35-37 tudi t6i 86,7% & nhom 41-42 tuoi,
nhung sy Khac biét nay khong co y nghia
thong ké (p=0,417). Ty I¢ thai lam sang ciing
khong khéc biét dang ké gita nhom phu nit
35-37 tudi (64,9%) va cac nhom phu ni 16n

tudi (dao dong 66,7-72,7%, p=0,947). Tuong
tu, khong c6 su khéac biét co ¥ nghia vé ty 18
thai dién tién gitta cac nhom tudi (tir 60,3% &
nhom 35-37 tudi téi 72,7% & nhém trén 42
tudi, p=0,767).

3.3. Anh hwéng cia tudi dén két cuc sau chuyén phoi

35-37 38-40 41-42 >42
n= 137 n= 95 n= 30 n=12
C6 thai (OR, 95% CI) 1 1.15(0.63-2.12) | 2.35 (0.84-8.43) | 1.11 (0.31-5.30)
Thai sinh hoa (OR, 95% CI) 1 [1.05(0.36, 2.87)| 3.97 (1.20-12.5) 0.00 (-)
Thai Iam sang (OR, 95% CI) 1 ]1.09(0.62,1.94)| 0.95 (0.41-2.29) | 1.32 (0.35-6.35)
Thai dién tién (OR, 95% CI) 1 [1.16 (0.66, 2.06)| 1.19 (0.50-2.99) | 1.72 (0.46- 8.34)

Chung t6i ciing tién hanh phan tich da
bién dé danh gia anh huong cua tudi me toi
cac két cuc thai ky sau khi d& hiéu chinh véi
AMH, BMI, tién sir md d¢, tudi phdi (phoi

ngay 5 va phoi ngay 6). Két qua cho thay, so
v6i nhom phu nir 35-37 tudi, ti 18 co thai (OR
hiéu chinh: 1,15; 95%CI. 0,63-2,12), thai
Iam sang (OR hiéu chinh: 1,09; 95%CI: 0,62-
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1,94) va thai sinh séng (OR hiéu chinh: 1,16;
95%Cl: 0,66-2,06) & nhém 38-40 tudi la
tuong duong. Tuong tu, co hoi dat duoc cac
két cuc ndy ¢ nhom 41-42 tudi va trén 42
tudi ciing khong khac biét co y nghia so voi
nhém ching 35-37 tudi.

IV. BAN LUAN

Nghién ciu ndy cung cip bang ching rd
rang cho thay tudi me khong anh huong dang
ké dén kha ning 1am t6 va phat trién cua phoi
nang chuan boi chit luong tét. Két qua nay
phl hop véi mot sb nghién ciu trude day
cho thay tudi me khong lién quan dén ty lé
lam t6 trén nhém phdi chuan boi sau khi diéu
chinh cho yéu t6 chat luong phéi [7], [9],
[10], [11]. Tuy nhién, cac nghién ciru trudc
d6 thuong c¢d ¢ mau kha nho va chua hoan
toan loai bo dugc yéu té phan tang lién quan
dén viéc chuyén nhiéu phdi [7]. Nghién ctu
hién tai véi ¢ mau I6n hon va tap trung
phan tich trén nhiing chu ky chuyén don phoi
nang chuan boi chit luong tét nhit di han
ché ti da cac yéu t6 gay nhidu, qua d6 lam
tang gia tri va do tin cay cua két qua.

Sy twong dong vé ty I& 1am to, thai 1am
sang va thai dién tién gitra cac nhdm tudi cho
thiy tu6i me duong nhu khong anh hudng
nhidu dén tiém nang lam t6 va phat trién cia
phdi néu phdi da duoc lya chon can than vé
mat di truyén va hinh thai. Diéu nay hop ly
vi cac phdi bat thuong vé nhiém sic thé
va/hoic ¢d chat lugng kém di duoc loai bo
ngay tir dau. Két qua ciing pht hop véi quan
diém rang yéu t6 léch boi va chat luong phoi
dong vai tro chinh trong sy suy giam kha
nang sinh san & phu nir 16n tudi. Cac co ché
khac lién quan dén ldo hoa nhu stress oxy
hoa, réi loan chuyén hoéa hay tén thwong
DNA c6 thé it anh huéng hon dén kha ning
sinh san khi phoi da duoc lya chon nghiém
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ngat.

Két qua nghién ctiu cia chdng toi co su
khac biét so vai mot s6 nghién ctu khac cho
thiy xu huéng giam dan vé ty 1é thai 1am
sang va thai dién tién trén khi tudi nguoi phu
nit tang 1én [12]. DA c6 nhiéu gia thuyét, co
ché duoc dua ra dé giai thich cho xu huéng
nay, cd thé 1a do chat lwong niém mac tor
cung ciing chiju anh huéng bai tudi, gay kho
khin cho qua trinh 1am t6 cua phoi. Yéu t6
tha hai c6 thé lién quan la tinh trang 130 hoa
toan than cua nguoi me, gy ra méi treong ti
cung khéng thuan lgi cho thai nhi phat trién,
nhat 13 & nhiing thang cubi cua thai ky [6].
Tuy nhién, do tiéu chuan nhan loai & nghién
ctru cua chung t6i da loai trir cac phu nir ¢o
bat thuong tir cung, niém mac tir cung nén
két qua co sy khac biét so véi cac nghién cau
trude do.

Nghién cau nay van con mot sé han ché.
Dau tién 1a thiét ké nghién ciu hdi cir c6 thé
dan dén mét sé sai léch chon mau. Thi hai,
do nghién ctru chi tap trung phén tich trén
nhitng phdi di duoc sang loc di truyén va
chat luong tt, nén két qua c6 thé khong
phan 4anh diy du anh huong cua tudi me
trong IVF noi chung. Cubi cling, ¢& mau tuy
I6n hon mét s6 nghién ctru trude nhung van
chua qua 16n dé c6 thé phat hién sy khéc biét
nho vé ty 1¢ thai dién tién gitra cac nhom
tudi.

Két luan, nghién cau nay cho thay tudi
me dudng nhu khong anh hudng nhiéu dén
tiém ning lam t6 va phat trién caa phoi nang
chuan boi chat luong tt. Diéu ndy goi ¥ rang
viéc lya chon va chuyén phéi chat luong tét
sau sang loc di truyén c6 thé gidp khic phuc
phan Ion tac dong bat loi caa tudi me trong
IVF. Tuy nhién, dé c6 két luan day du hon,
can cd thém nghién cau tién ciu trén ¢ mau
I6n hon va cin nhic ca yéu té tudi bo.
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