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ABSTRACT

Objective: To evaluate pregnancy outcomes in patients with frozen blastocyst embryo transfer
cultured using the Timelapse system with and without PGT-A at Hanoi Obstetrics and Gynecology
Hospital.

Materials and methods: This cross-sectional descriptive study was conducted on 221
patients who underwent single day-5 frozen embryo transfer using the Timelapse system at Hanoi
Obstetrics and Gynecology Hospital, from June 2023 to May 2024.

Results: The rate of B-HCG (+), clinical pregnancy rate, and progressive pregnancy in the
non-PGT group and the group with normal PGT results were significantly higher than in the
group with abnormal PGT results (p < 0.05). The difference between the 3 groups was not
statistically significant (p > 0.05). The pregnancy rate in ICM type A (70%; 53.9%; 71.4%) was
higher than that in type B (30%; 46.1%; 28.6%) and type C (0%; 0%; 0%) in all 3 groups: no
PGT, normal PGT and abnormal PGT. The pregnancy rate in TE type A (61.4%) was higher than
that in type B (38.6%) and type C (0%) in the group that did not do PGT. The pregnancy rate
in TE type B (55.3%; 71.4%) was higher than that in type A (36.8%; 28.6%) and type C (7.9%;
0%) in both groups that did PGT with normal results and abnormal PGT.

Conclusions: Pregnancy outcomes in patients undergoing day-5 frozen embryo transfer
cultured using the Timelapse system without PGT-A or with normal PGT-A results are superior
to those with abnormal PGT-A results (p > 0.05).
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TOM TAT
Muc tiéu: Danh gia két qua thai ky ctia bénh nhan chuyén ph01 dong lanh ngay 5 duoc nudi cdy
bang hé thong Timelapse c6 va khong lam PGT-A tai Bénh vién Phu San Ha Noi.

Poi tugng va phu’o’ng phap Nghién ciru m6 ta cit ngang thuc hién trén 221 bénh nhén chuyén
1 phoi dong lanh ngay 5 vao budng tir cung ¢o hd tro nudi phodi bang hé théng Timelapse tai
Bénh vién Phu San Ha Noi, tir 6/2023 dén 5/2024.

Két qua: Ti 18 B-HCG (+), ti 1¢ thai 1am sang va thai tién trién & nhom khong lam PGT va
nhém lam PGT két qua binh thuong cao hon dang ké so v6i nhom lam PGT két qua bat thudng
(p < 0,05). Ti 1& c6 thai & khdi ICM loai A (70%; 53,9%; 71,4%) cao hon loai B (30%; 46,1%;
28,6%) va loai C (0%; 0%; 0%) ¢ ca 3 nhom khong lam PGT, lam PGT két qua binh thudong
va lam PGT két qua bat thuong. Ti 1€ co thai & khéi TE loai A (61,4%) cao hon loai B (38,6%)
va loai C (0%) 6 nhém khong lam PGT. Ti 18 ¢6 thai & khoi TE loai B (55,3%; 71,4%) cao hon
loai A (36,8%; 28,6%) va loai C (7,9%; 0%) ¢ ca 2 nhom 1am PGT két qua binh thuong va lam
PGT két qua bat thuong.

Két ludin: Két qua thai ky ctia bénh nhan chuyén phoi dong lanh ngay 5 dugc nubi ciy bang
h¢ thong Timelapse khong lam PGT-A hoac lam PGT-A két qua binh thuong t6t hon nhém lam
PGT-A két qua bat thuong (p > 0,05).

Tir khéa: Phoi dong lanh, phoi ngay 5, hé thong Timelapse, PGT-A.

1. PAT VAN PE

Phuong phap thu tinh trong ong nghiém (IVF) dong
mot vai tro quan trong trong y hoc, va ngay cang dugc
phat trién rong khap trén thé glO‘l mang lai niém hanh
phtc cho nhiéu gia dinh mong c6 con. Trong hd trg sinh
san, viéc chuyen phoi & g1a1 doan phoi nang thay vi lya
chon ¢ giai doan truge do co thé nang cao ti I¢lam t6 boi
c6 su lua chon ph01 t6t hon, do d6 giam sb lugng phoi
chuyen [1]. Diéu nay s& khong the thuc hién néu khong
c6 mdt hé thong nudi ciy phoi 6n dinh, dat hiéu qua
cao. Hé théng Timelapse la mot hé thong kinh hién vi
dao nguoc, dugc thiét ké thu gon dé co thé dat bén trong
t0 cdy, va nhd mot phan mém diéu khién chuyén dung
dé ghi nhan céac hinh anh cua qua trinh phén chia ¢ cac
phoi dugc nudi cay [2]. P2 c6 nhiing nghlen clru tong
quan chirmg minh rang hé thong Tlmelapse giup tang ti
18 c6 thai ciing nhu két cuc 1am sang so v6i phuong phap

*Tac gia lién h¢

nudi cay ph01 thong thuong [3-4]. Nam 2020, Hiép hoi
Sinh san va Phoi hoc chau Au (ESHRE) ciing chi ra
rang hé théng Timelapse 1a m¢t phuong thirc nudi chy
ph01 an toan, 6n dinh, thé hién vu thé trong viéc danh
g1a hinh thai va dong hoc phdi, tuy nhién loi ich 1am
sang cua h¢ thdng Timelapse van con chua dat dugc sy
dong thuén [5].

Bén canh do, ngay nay tam soat di truyén léch boi tién
lam t6 (prelmplantatlon genetic testing for aneuploidy
- PGT-A) dang dugc hudng toi nhu la phuong phap
chon loc phoi bdi c6 nhicu nghién ciu da chi ra hon
50% nguyén nhan gay say thai la do 1¢ch bdi va Igch
bodi cling la nguyen nhan chinh gay thit bai lam t6, lam
giam hi¢u qua IVE. Thong qua cac x€t nghi€ém nay, cac
chuyen gla c6 thé sang loc phdi c6 chat luong t6t nhat
dé cdy vao tir cung, tang kha niang thanh cong cua chu
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ky IVF. Tét ca cac yéu tb trén nham dwa mot két qua
thai ky cao nhat cho bénh nhan.

Co thé thay tng dung hé thong Tlmelapse trong IVF
van dang 1a mot van d€ con nhi€u tranh céi. Hién nay ¢
Viét Nam chi c6 mot s6 nghién ctru & quy mé cap co so
vé hé thong Timelapse, trong khi k¥ thuat nay da dugc
st dung tir nam 2010 va ngay cang dugc ap dung rong
rdi tai nhiéu trung tAm ho trg sinh san trén ca nudce. Lya
chon phoi dua va su két hop cua hé thong Timelapse
va xét nghlem PGT-A mang lai nhiing loi ich dang ké
trong viéc cai thién ti 1€ thanh cong va glam nguy co
céc bénh di truyén. Cac cong nghé nay glup tang cu'ong
kha nang chon lya phoi chat luong cao va ho trg cac cap
vo chong trong hanh trinh tim kiém md&t dra con khoe
manh. Chinh vi vdy, chiing t6i thuc hién dé& tai nghién
clru nay voi muc tiéu danh gia két qua thai ky cua bénh
nhan chuyen phoi dong lanh ngay 5 duoc nudi cdy bang
hé thong Timelapse c6 va khong lam PGT-A tai Bénh
vién Phu San Ha Noi.

2.POI TUQNG VA PHUONG PHAPNGHIEN CUU
2.1. Thiét ké nghién ciru

Nghién ciru theo phuong phéap mé ta ct ngang.

2.2. Dia diém va thoi gian nghién ctru

Nghién ciru thyc hién tai Khoa Hb trg sinh san va Nam
hoc, Bénh vién Phu San Ha Noi, tir thang 6/2023 dén
thang 5/2024.

2.3. Pbi twong nghién ciru

Nghlen ctru duoc tién hanh trén cac bénh nhan diéu tri
v0 sinh bang phuong phap IVF.

- Tiéu chuan lya chon bénh nhan: bénh nhén c6 phoi
dugc nudi cdy bang hé thong nudi ciy Timelapse, tu
nuoi la ta EmbryoScope+ bénh nhén duge chuyen 1
ph01 dong lanh ngay 5 vao buong tir cung, danh gia két
qua c6 thai chu ki chuyén phéi dau tién.

- Tiéu chuan loai trir: bao gom cac cap \Y chong xin
nodn, phoi hogc tinh tring, bénh nhan vo sinh do yéu td
tir cung nguoi v (di dang tur cung, polyp tor cung, u X0
ttr cung, dinh budng tir cung, lac ndi mac tir cung...),

bénh nhan mat theo ddi sau chuyén phoi.

2.4. Cé miu

Cong thire tinh ¢& mau cho viéc wdc tinh mot ti 1é trong
quan thé dugc st dung trong nghién ctru:

1-
n=22 p(l -p)
AT
Trong do:
+n 1a ¢c& mau nghién ciru.

+ p la ti 1& c6 thai sau chuyén phdi, chon p = 0,55 (theo
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bo cao tong ket cua Bénh vién Phu San Ha Ndi, ti 1€
¢6 thai sau chuyén phdi tai Bénh vién Phu San Ha Noi
1a 55%).

+ d la khoang sai I¢ch mong mubn (chon d =0,07).

+ o 1a muc y nghia thong ké. Chon o = 0,05 c6
=1,96.

1/2

Thay vao cong thirc, tinh dugc ¢ mau nghién ciu la:
n=194.

C& mau nghién ctru can toi thiéu 1a 194, trén thyc té
chting t6i thu thap dugc 221 bénh nhan dap ung duoc
tiéu chuan chon mau.

2.5. Bién sd, chi s6, tiéu chuin nghién ciru

* Ddnh gia hinh thdi phoi nang ngay 5: ph6i nang
dugc danh gia dya vao tiéu chuan cia Gardner D.K [6].

* Ddnh gid chit luong phoi nang sau triv dong: phoi
nang dugc danh gia la song khi kich thudc khoang phoi
nang phinh to tré lai nhu trude khi trit lanh khoang 1
gi0 sau ra dong.

* Kot qua PGT-A/NGS (NGS = next generation
sequencing = glat trinh tw gen thé hé mai), theo

Hiép hi quéc té vé chén dodn di truyén trude lam té
(PGDIS):

- Phoi binh thuong: ¢6 tin hig¢u phan tich PGT-A/NGS
dudi 20% té bao 1éch bdi, con goi 1a phoi chudn boi.

- Phoi bt thuong:

+ Phoi ¢6 trén 80% té bao léch bdi duoc coi la phdi
1éch boi.

+Phoi ¢d ti 1¢ [ech bdi tir 20-80% duge phan loai la phoi
kham. Mirc d6 kham duogc phéan loai kham thap khi tin

hi¢u kham trong khoang 20-50% va kham cao khi trong
khoang 50-80%.

* B-HCG (+): B-HCG duong tinh dugc xac dinh bang
dinh lugng nong do B-HCG trong mau sau 14 ngay
chuyén phéi co gia tri > 25 mIU/mL.

* Thai lam sang: Thai 1am sang duoc xac dinh khi
co hinh thanh tai thai trén si€u am duong dm dao sau
chuyén phoi 4-5 tuan.

* Thai dién tién: Thai phat trién sau 12 tuan.

* Ti 1g B-HCG (+) = tong s6 chu ki cé p-HCG (+)/tong
50 chu ki chuyén phaoi.

*Til¢ thailim sang = $6 trwong hop c6 thai lim sing/
s6 trwong hop chuyén phéi.

*Til¢ thai dién tién = s6 trwong hop c6 thai dién tién/
so truwong hop chuyén phoi.

Cac ty 1€ dugc tinh dya trén céc dinh nghla ctia Uy ban
Quoc té giam sat Ky thuat Hb trg sinh san (ICMART)
va T6 chirc Y té Thé gioi (WHO) sira d6i danh muc cac
thuat ngr ART, 2009 [6].
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2.6. Quy trinh thu thap sb liéu

+ IVF/ACSI
Tao thanh phoi
Tinh trung

Nudi trong ti TL

ad

Dinh gid hinh thai,

dong hoc phéi

Dinh gi timg
phdi ngay 5 =»
+PGT-A

Lua chqn
phoi dé
dong phoi

$
ad
Hinh 1. So’ d6 nghién ciru

2.7. Xir Iy s6 ligu

Dinh gia két qua

chu ky chuyén phéi
L déu tién dén thai
tieén trien

Céc sb liéu duoge nhép va xur ly trén chuong trinh SPSS
20.0.

- V6i cc bién dinh tinh: md ta bang tan xuét va ti 1¢
phan tram; kiém dinh Chi binh phuong dugc s dung
nham kiém dinh su khac biét gitra céc ti 1€.

- Vi cac bjén dinh lugng: mo ta bang trung binh va
d9 16ch chuan, gia tri nho nhat va gia tri 16n nhat; kiém
dinh t dugc su dyng nham ki€m dinh sy khac biét gitra
2 nhom véi dir liéu c¢o6 phan phoi chuan; sir dung test
ANOVA khi so sanh trung binh ctia 3 nhém nghién ctru;
p < 0,05 dugc xem 1a c6 y nghia thong ké.

2.8. Pao dirc nghién ciru

Nghién ctru thudc loai mo ta khong can thi¢p trén nguoi
bénh, khong lam sai 1éch két qua diéu tri ciia bénh nhan,
dugc su cho phép cia Ban Giam doc va Ban lanh dao
Khoa Hd trg sinh san va Nam hoc, Bénh vién Phu San
Ha Noi. Nghién ctru bio dam quy dinh vé dao duc trong
nghién ctru y hoc ciia B Y t€ da quy dinh. Céac thong
tin vé bénh nhan s€ dugc bao mat theo ding quy dinh
cua phap luat hién hanh.

3. KET QUA NGHIEN CUU

Bing 1. Pjc diém chung
cia doi twgng nghién ciu (n =221)

Pic diém Solwong | 1 ja (04
(m)
<25 18 8,1
26-30 71 32,1
Nhom tuéi 31-35 93 42,1
cua nguon 36-40 30 13,6
MY
> 40 9 4,1
X £SD 31,9+4,6
(Min-max) (20-45)
Do vo 69 31,2
. Do chong 25 11,3
Nguyén e
nhan v6 Do ca vo va 27 12.2
sinh chong ’
Khong r5 100 452
nguyén nhan
<5 179 81,0
Thoi gian 5-9 38 17,2
vo0 sinh >10 4 1,8
(ndm) =
X+£SD
(Minmax) 2,96 42,2 (1-14)

Nhan xét: Nguoi vg trong nhom tudi tir 31-35 chiém
ti 1€ cao nhat (42,1%), nhom tudi > 40 chiém ti I¢ thap
nhét (4,1%). Nguyén nhan v6 sinh thuong gap nhat la
nhom khong rd nguyén nhén sau d6 lan lugt 1a nhom
nguyén nhén do vo, do ca v¢ va chong, va gap it nhat la
nhom nguyén nhén do chong. Thoi gian v6 sinh trung
binh la 2,96 + 2,2 nam, ngan nhét la 1 nam, dai nhat la
14 nam. Nhoém vo sinh dudi 5 nam chiém ti 1€ cao nhat
(81%).

Bang 2. Két qua chuyén phoi

, Nhom khong | Nhém 1am PGT | Nhom lam PGT R
Ket qua co lam PGT két qua binh kétquabat | cpune (n=221) (Chi-
thai -1 thwong (n =97) | thwong (n=18)
(n=106) (a) (b) (©) Square test)
7/18 b 0’(()) (())251
pa_ =V,
B-HCG (+) | 70/106 (66%) | 76/97 (78.4%) (38.9%) 153/221(69.2%) | P2 =0 5g
pb-c = 0,001
6/18 b 0 ’(()) 13%8
Thai 1am sang | 66/106 (62,3%) | 67/97 (69,1%) (33.3%) 139221 (629%) | P2 =000
pb-c = 0,004
p=0,021
Thai didn tién | 58/106 (54.7%) | 61/97 (62.9%) | 5/18 (27.8%) | 124/221 (56,1%) ggfg ool
pb-c = 0,006
= Crossrefd.) 775
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Nhan xét: Ti 1€ B-HCG (+) ti 1¢ thai 1am sang, ti 1€ thai dién tién lan luot 1a 69 ,2%; 62,9% va 56,1%. Ti ¢ B-HCG
(+), ti I¢ thai 1am sang va thai tién trién 0 2 nhom khong 1am PGT va 1am PGT két qua binh thuong cao hon co y
nghia thong ké so véi nhom lam PGT két qua bat thuong (p < 0,05).

Bang 3. Trung binh diém KIDs giira cic nh6m

Nhém lam PGT két

Didm KIDs Nhém khéng 1am Nhém 1am PGT két p
PGT qua binh thuwong qua bat thwong (Anova test)
X £SD 7,6 1,9 7,1£1,6 6,7+1,8 0,06
Min-max 1-9,8 1,5-9,8 2,5-9,5

Nhan xét: Trung binh dlem KIDs cta nhém khong lam PGT, nhém lam PGT két qua binh thuong va nhom lam
PGT két qua bat thuong lan lwot 14 7,6 £ 1,9; 7,1 + 1,6 va 6,7 £ 1,8 diém, su khac biét giita 3 nhom khong c¢6 y

nghia thong ké véi p > 0,05.
Bang 4. Cac yéu td lién quan véi két qua cé thai giira cac nhém
o Nhém khén Nhom lam Nhom lam
Yeu to lam PGT & | PGT két qua | PGT két qua Chung (Ano \?a test)
binh thwong | bat thuong
o X +SD 8,013 71+1,5 7.8+1,1 76+1,5
Piém KIDs - 0,06
Min-max 5,3-9.8 1,5-9,5 6,6-9,5 1,5-9,8
41/76
A 49/70 (70%) (53.9%) 5/7 (71,4%) | 95/153 (62,1%)
S 21/70 (30%) 35176 217 (28,6%) | 58/153 (37,9%)
(46,1%)
0/70 0/76 0/7 0/153
43/70 28/76
(61,4%) (36,8%) 2/7(28,6%) | 73/153 (47,7%)
Khéi TE 27/70 42/76
B (38,6%) (55.3%) 5/7 (71,4%) | 74/153 (48,4%)
C 0/70 6/76 (7,9%) 0/7 6/153 (3,9%)

Nhan xét: Trung binh diém KIDs ciia 3 nhom khong lam PGT, lam PGT két qua binh | thuong va lam PGT két qua
bat thuong ¢6 sy khac biét khong c6 y nghia thong ké voip > 0,05. Ti I€ ¢6 thai ¢ khéi ICM loai A cao hon loai B
va C ¢ ca 3 nhom khong lam PGT, lam PGT két qua binh thuong va lam PGT ket qué bét thuong. Ti 1¢ ¢6 thai &
khdi TE loai A cao hon loai B va C ¢ nhom khong 1am PGT. Ti 1€ ¢6 thai ¢ khdi TE loai B cao hon loai A va C &
ca 2 nhom lam PGT két qua binh thuong va lam PGT két qua bét thuong.

4. BAN LUAN

Chung t6i nghién ctu trén 221 thai phu thuc hién k§/
thudt tiém tinh trung vao bao twong noén (ICSI) va nudi
phoi bang hé thong Tlmelaspe thoa man ti€u chuan lua
chon nghlen ctru. Két qua bang 1 cho thay, tudi trung
binh cua nhung nguoi vo trong nghlen ciu la 31,9 +
4,6 tudi, nay turong dong véi nghlen ctru cua Diém Thij
Yen va cong sy thyc hién tai Bénh vién Vinmec (3 1+4
tudi) [8]. Nhin chung tudi trung binh thuc hién cac bién
phap ho trg sinh san ctia bénh nhan trong nhitng ndm
gan day co xu huong giam xuong vi sy quan tam dén
suc khoe sinh san cung nhu tiép can dich vu y té tién
t1en tang 1én. V& nguyén nhan vo sinh, c6 dén 45,2%
s6 cdp vo chong trong nghlen cuu cua chung to1 thude
nhom vo6 sinh chua rd nguyen nhan. Két qua nay tuong
dong voi nghlen ctru ciia Nghiém Van Diing va cong
su voi 44,6% cac truong hop khong rd nguyén nhan
[9]. Nguyén nhan v0 sinh do vg dimg hang thir hai voi
31,2%, trong do pho bién 1a réi loan chirc ning phong
nodn hay yéu t6 voi tir cung. Nhém vé sinh do ca vo
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va chong chiém ti 1¢ thdp nhat voi 11,3%. Hién nay
nhom bénh nhan cd thoi gian vo sinh dudi 5 nam c6
Xu huorng gia tang, dong nghla v6i nhéom bénh nhan
¢6 thoi gian vo sinh dai glam di, day 1a diéu d& hiéu vi
cac cdp vo chong trong xa hoi hién dai thu'ong di kham
va diéu tri vo sinh sém hon trudc kia, cling 1a mot tin
hi€u tich cyc vi s€ lam giam duge nhiing ganh ning vé
mat tam 1y cho céac cap vo chong hiém mudn. Trong
nghién clru cua chung t6i, thoi gian vo sinh trung binh
1a 2,96 + 2,2 nam, nhém vo sinh dudi 5 nim chiém ti
1€ cao nhét (81%). Ti 1¢ c6 thai sau chuyén ph01 la mot
chi s6 quan trong dbi véi cac trung tdm IVF vi n6 phan
anh hi¢u qua cua quy trinh diéu tri. Két qua nghlen ciru
clia chung t6i cho thay sau chuyen don phdi tr ngay 5,

ti 1€ B-HCG (+), ti 1€ thai 1am sang, ti 1€ thai dlen tién
lan luot 1a 69,2%, 62,9% va 56,1% (bang 2). Két qua
nghlen clru cua chung toi tich cye hon nghién ciru cua
cdc tac gid trong va ngoai nudce. Sy khac bi€t co thé do
¢& mau nghién ciru khac nhau (Diém Thi Yén va cong
su thyc hién phan tich trén ¢6 mau nho), dic diém bénh
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nhan chua thuc su tuong dong hodc quy trinh k¥ thuét
& cac trung tdm ciing c6 sy khac nhau. Co 115/221 dbi
tuong nghién ctru thyc hién xét nghiém PGT-A, thuong
duoc lya chon cho nhiing cdp vo chong 16n tudi hay lién
quan den that bai chuyén phoi nhiéu lan hoic say thai
lién tiép, uu tién cho nhoém ddi twong c6 nhidu ph01
bac biét trong 115 truong hop thyce hién PGT-A, c6 18
truong hop chuyen phoi co két qua bat thuong, bao gdbm
phdi kham va phoi 1éch boi. Két qua nghién ctru tir bang
2 cho thay ti 1€ ti 1€ B-HCG (+), ti 1€ thai lam sang, ti
1¢ thai dién tién & nhom hé thong Timelapse don thuan
va nhom thue hién PGT-A két qua binh thuong déu cao
hon c6 y nghia thong ké so vOi nhom chuyén phdi ¢co
bat thuong 1éch boi nhidm sic thé hodc phoi thé kham.
Tuy nhién gitra nhém khong thyc hién PGT va nhom
thue hién PGT c6 két qua ph01 nguyén boi, chung toi
chua tim thay sy khac bi€t co ¥ nghla thong ké vé cac
ti 16 nay. Co 18 s& can ‘nghién ctru v6i quy mo 16n hon
nita trong tuong lai dé thay r0 vai tro cia PGT va dac
biét la ket hgp gitta PGT va h¢ thong Timelapse trong
lwa chon phéi chuyén cho bénh nhén.

Trung binh diém KIDs cua nhém khong lam PGT,
nhom lam PGT két qua binh thuong va nhém 1am PGT
ketquabatthuonglanluotla7 6+1,9;7,1+1,6va6,7
+ 1,8 diém, su khac biét gitra 3 nhom khong c6 y nghia
thong ké voip>0,05 (bang 3). Ti 18 c6 thai ¢ khdi ICM
loai A cao hon loai B va C ¢ ca 3 nhom khong lam PGT,
lam PGT két qua binh thuong va lam PGT két qua bat
thudng. Ti 1& ¢6 thai ¢ khdi TE loai A cao hon loai B va
C & nhém khong 1am PGT. Ti 1é ¢6 thai & khdi TE loai
B cao hon loai A va C ¢ ca 2 nhom lam PGT két qua
binh thudng va lam PGT két qua bat thuong (bang 4).

5. KET LUAN

Két qua thai ky cua bénh nhan chuyen phoi dong lanh
ngdy 5 dugc nudi cay bang hé thong Tlmelapse khong
lam PGT-A hogc lam PGT-A ket qua binh thuong tot
hon nhom 1am PGT-A két qua bét thuong. Bong thot,
nghién cuu cling chi ra khong c6 su khac biét giira nhom
khong thyc hién PGT-A va nhom thyc hién PGT-A.
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