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NGHIEN CU'U DPAC PIEM BENH NHAN THU'C HIEN PHU'ONG PHAP
PHAN TiCH DI TRUYEN TRU'O'C CHUYEN PHOI KHONG XAM LAN

TOM TAT

Muc tiéu: Nghlen clru dic diém bénh nhan thuc
hién phudng phap phan tich di truyen trudc chuyén
phoi khong xam lan. DOI tugng va phu’dng phap
Nghién cu‘u quan sat mo ta cat ngang trén 14 cdp vo
ch6ng co chi dinh PGT-A va NiPGT-A tinh nguyén tham
gia nghlen cu tir thang 3/2020 tGi thang 11/2020 tai
Vién MO phoi Lam sang Quan doi dugc nu0| cay phoi
theo quy trinh nudi cay don giot. K&t qua: Tudi trung
binh 35,71 + 3,17,V6 smh 2 chi€ém 85,71%,Chi dinh
PGT-A, N|PGT A chu yéu do that bai Iam to lién tlep
(85, 71%) va tudi me cao (57,14%), AMH trung binh I3
2,32ng/mL, S6 nang th&r cap trung binh la 12,07 *
4,12, tong liéu FSH dung trong chu ky kich thich
buong triing cé kiém soat la 2578,57 + 483, 66 IU,
thai gian dung FSH trung binh Ia 10, 14 + 1,1 ngay, sO
phtfc hgp noan nang choc hit du’dc trung binh 13 8,5
+ 4,55 phiic hgp. SO noan sau tach trung binh la 8.07
+ 3,87 nodn. Noan MII 7,14 + 3,63. Hgp tu 2PN trung
binh la 5,21 + 2,94, Ty I&€ noan MII trung binh la
89,84 + 14,73%. Ty I€ thu tinh la 73 + 18% , ty I
ph0| phan cit ngay 3 la 98,41+ 4,03%, ty Ie phoi
nang la 58.08 + 27,8%. K&t luan: Chi dinh PGT-A,
NiPGT-A chu yéu do that bai Iam 6 lién tiép(85, 71%)
va tudi me cao(57 14%), Ty I€ thu tinh la 73 £ 18%,
ty 1& phoi phan cat ngay 3 1a 98,41+ 4,03%, ty Ie
phoi nang la 58,08 + 27,8%.

Tur khoa: Nudi cdy phoi dan giot, thu tinh 6ng
nghiém, niPGT.
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SUMMARY
TO INVESTIGATE CHARACTERISTICS OF
PATIENT USING NON-INVASIVE PRE-

IMPLANTATION GENETIC TEST

Objectives: To investigate characteristics of
patient using non-invasive pre-implantation genetic
test. Subject and methods: This descriptive cross-
sectional study was conducted on 14 volunteer couples
with indication for PGT-A va NiPGT-A from March 2020
to November 2020 at the Military of Institute Clinical
Embryology and Histology, embryos were cultured by
using single-drop culture process. Results: The mean
age of 14 patients was 35.71 £ 3.17, Infertility 2
accounts for 85.71%, The main indications of PGT-A,
NiPGT-A are consecutive implantation failure (85.71%)
and advanced maternal age (57.14%), the mean level
of AMH was 2.32ng/mL, the mean number of Antral
follicles count was 12.07 = 4.12, Total FSH dose used
in controlled ovarian stimulation cycle was 2578.57 +
483.66 IU, the mean duration of FSH administration
was 10.14 £+ 1.1 days, the average number of
aspirated oocyte corona complexes was 8.5 = 4.55
complexes. The mean number of oocytes after
denudation was 8.07 = 3.87. MII oocyte was 7.14 +
3.63. The mean 2PN zygote was 5.21 * 2.94. The
mean MII oocyte rate was 89.84 + 14.73%. The
fertilization rate was 73 £+ 18%, the percentage of
day-3 cleavage embryo was 98.41 + 4.03%, the
blastulation rate was 58.08 + 27.8%. Conclusions:
The main indications for PGT-A, NiPGT-A are
consecutive implantation failures (85.71%) and
advanced maternal age (57.14%), the percentage of
day-3 cleavage embryo was 98.41 + 4.03%, the
blastulation rate was 58.08 + 27.8%.

Keywords: single-drop embryo culture, individual
embryo culture, in vitro fertilization, niPGT,
noninvasive pre-implantation genetic testing.
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I. DAT VAN PE

Sang loc di truyén trudc chuyén phoi
(Prelmplantat|on Genetic Testing for Aneuploidy:
PGT- A) xac dinh 1&ch bdi nhiém séc thé & phdi,
gilp cai thién ty 1€ thanh cong cla thu tinh trong
ong nghiém [1]. Ty |é thai phat trién, ty 1& sinh
con sdng tang 1én dang k& & nhdm phu ni nguy
c6 cao nhu tudi cao, chuyén phdi that bai nhiéu
lan hay say thai lién tiép (Friedenthal 2018;
Bellver 2019) [2], [3]. Trong PGT-A, mau t€ bao
Id nubi (trophectoderm - TE) dugc sinh thiét &
ph6i ngay 5 dugc sir dung rong rai. Tuy nhién,
do chinh xac cta PGT-A lién quan dén thé kham,
tinh an toan cla sinh thiét pho6i ngay 5 va su’ can
nhdc trong chi dinh PGT-A vdi nhom déi tugng
khac nhau van c6 nhitng quan diém trai ngugc
(Barad, 2017) [4].

Thé kham, tinh an toan  trong qua trinh sinh
thiét ph0| van dugc coi la yeu t6 anh hucng dén
hiéu qua va do chinh xac clia PGT-A trén mau té
bao TE [5]. Ty Ié kham cua phdi trong PGT-A tUr
30 - 40% (Northrop, 2010), dan tGi hién tugng
dugng tinh gia hodc am tinh gia trong PGT-A [6].
Hon nita, quy trinh sinh thiét phoi van dugc coi
la ky thudt xdm 18n co thé gay anh hudng kha
nang lam td cla phdi. Cac yéu t6 quan trong
khac lién quan dén sinh thi€t TE nhu gid thanh
cao va yéu cau ngugi sinh thiét can dugc dao tao
bai ban la nhitng van dé lam cho viéc ap dung
PGT-A rdng rai kho khan han.

P& khac phuc nhitng nhugc diém cia PGT-A,
sang loc di truyén trudc chuyén phdi khéng xam
Idn (Nonivasive PGT-A/NiPGT-A) dugc uu tién
nghién clru. NiPGT-A ban dau dudgc ti€n hanh
bang viéc phat hién va khuéch dai thanh cong
ADN tu do (cell-free DNA/cfDNA) c6 ngudn goc
tlr cac té bao phéi trong dich nang. Tuy nhién,
su’ phu hgp clia két qua léch boi gilfa phan tich
trén dich nang va toan bd phéi khong théng nhat
(48 - 97%) (Magli, 2019) [7]. Bén canh d6, mot
s6 bdo cdo vé NiPGT-A dua vao viéc phan tich
ADN tu do cla phdi trong dich nudi cay da dugc
bdo cao (Rodriguez, 2018) [8]. KEt qua NiPGT-A
c6 do tuong dong thap so vdi PGT-A. Nguyén
nhan dugc cho la do nhiém té€ bao cla ngudi me
va th€ kham. NiPGT-A dugc cho 13 kém uu thé
so vGi PGT-A (Feichtinger, 2017) [9]. Diéu nay
cho thdy két qua cla NiPGT-A va PGT-A con
nhiéu trai ngugc. Gan day, Fang va cbéng su
(2019) cong bo 27 tré sinh sdng khoe manh sau
khi chuyén 50 phdi luBng bdi dudc xac dinh bang
NiPGT-A [10]. Két qua phan tich NiPGT-A trén
mau cfDNA cua dich nang cd d6 tuong dong cao
hon so vdi PGT-A trén mau TE (Kuznyetsov,

2018). Su dung dich cfDNA phuc vu phan tich rGi
loan nhiém s&c thé clia phdi dugc cho 13 cd thé
gidi quyét dudc nhitng lo ngai lién quan dén
PGT-A nhu d6 chinh xac, tinh xam 1an.

Chung toi ti€n hanh nghién cltu véi muc tiéu:
"Wghién cuu dgc diém bénh nhdn thuc hién
phuong phap phan tich di truyén trubc chuyén
Phéi khéng xam Ian”.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tuong nghién ciru. Doi tugng
nghlen ctru dugc tuyen chon theo phudng phap
l&y mau thuan tién, gobm 75 phdi tUr 14 cdp vg
chdng c6 chi dinh PGT-A, NiPGT-A tinh nguyén
tham gia nghién cltu tir thang 3/2020 tdi thang
11/2020 tai Vién M6 phéi 1dm sang Quan doi.

Tiéu chuan lua chon: Nhiing bénh nhén ¢
chi dinh lam PGT-A, NiPGT-A du ho sc.

Bénh nhan doéng y tham gia nghién c(ru.

Tiéu chudn loai tra: Bénh nhan khdng
dong y tham gia nghién clru.

Qua trinh thuc hién khong tuan tha ddng
quy trinh ky thuat.

2.2. Phuong phap nghién ctru. Chidng toi
ti€én hanh theo phudgng phap nghién clru quan
sat mo ta cat ngang. Quy trinh nudi cdy don giot
bao gbm cac budc:

Hoan thién ho s bénh an, Kich thich budng
tring c6 kiém soadt bang phac dd GnRH/
Antagonist, Choc hat noan.

Tim phirc hdp noan-nang, U noan, loai bo té
bao nang bang men hyaluronidase.

Tiém tinh trung vao bao tudgng noan, theo
doi thu tinh.

Danh gid su phat trién, va hinh thai phoi
phan cdt tai N3, rira phdi, chuyén cac phoi sang
moi tru’dng nudi cdy don giot (15uL), hd trg
thoat mang bang laser.

DPanh gid su phat trién phdi nang va hinh
thai phoi (blastocyst) tai N5 hoac N6.

Ill. KET QUA NGHIEN CU'U

3.1. Piac diém chung vé mau nghién ciru

TuGi trung binh ctia 14 bénh nhan nghién
clu 1a 35,71 £ 3,17, tré nhat 30 tudi, I6n nhat la
40 tudi. Tudi trung binh cua chdng cia 14 bénh
nhan nghién clu la 42,71 + 5,06, tré nhat 34 I16n
nhat 1& 52 tudi. Thdi gian vé sinh trung binh 1a
4,86 + 3,37 nam, thai gian v0 sinh ngan nhat la
1 nam, dai nhat la 15 nam (bang 1). V6 sinh I
chiém 2 trudng hop (14,29%), vo sinh th( phat
chién ty 1€ chd yéu (85,71%).

Bang 1. Pdc diém chung vé bénh nhan
nghién cuu
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M+ SD
35,71 £ 3,17| 30
Tubi chdng 42,71 £5,06| 34
Thgi gian vosinh | 4,86 +3,37 | 1

100 85,71

Min | Max
40
52

15

Chi tiéu nghién clru
Tuoi vg

5714

40
20
0

Tudi me cao

714
I —]
Tién si¥ sinh con di tat Thét bai
bt thudmg NST 12m td lién tidp

Biéu dé 1. Chi dinh PGT-A va NiPGT-A

Chi dinh PGT-A,NiPGT-A chu yéu do that bai
lam t& lién ti€p va tudi me cao, ngoai ra con cd
cac ly do khéac 1a céac ly do khac 1a thét bai lam t&
lién ti€p va say thai lién tiép.

3.2. Céc d3c diém vé chu ky kich thich budng
triing cd kiém sodt cd ban cua déi tugng nghién cliu

N6ng d6 FSH, LH trung binh trong ngudng
binh thudng cta tham chi€u xét nghiém. Chi s6
AMH trung binh la 2,32ng/mL, thap nhat la 1,18
cao nhat la 5,09pg/mL. S6 nang th(r cap trung
binh 1a 12,07 + 4,12. Téng liéu FSH dung trong
chu ky kich thich budng tring cd kiém soat la
2578,57 = 483,66IU, thdi gian dung FSH trung
binh la 10,14 £ 1,1 ngay.

Bang 2. Cic dic diém vé chu ky kich
thich buéng trirng cé kiém sodt cua déi
tuong nghién cuau

Chi tiéu NC

7,14
o

Sdy thai lién tiép

Mean % .
SD Min |Max

noan. Nodn M2 chiém da s6 véi trung binh la
7.14 £ 3.63, nhé nhat la 1, I16n nhat la 12. Noan
GV trung binh 1a 0.14 + 0.53, nhd nhat la 0, I6n
nhat la 2. Noan MI trung binh la 0.5 + 1.09, nho
nhat la 0, I6n nhat la 4. Noan thoai hda trung
binh la 0.36 + 0.74, nho nhat |a 0, I6n nhat la 2.

S6 noan ICSI trung binh la 7.21 £+ 3.72, nho
nhat la 1, I6n nhat la 12. Hgp t& 2PN trung binh
la 5.21 £ 2.94, nhé nhat la 1, I6n nhat la 10.
Phoi phan cdtN3 trung binh 13 5.29 + 2.7, nho
nhat la 1, I6n nhat la 10. Phoi nang trung binh la
2.93 £ 1.69, nho nhat 1a 0, I6n nhat |a 6.

Ty 1€ noan MII trung binh la 89.84 %
14.73%. Ty |é thu tinh (s6 hgp t&r 2PN/ s6 noan
ICSI) la 73 + 18%, ty Ié phdi phan cdt ngay 3
(s6 phoi phan cat tai N3/ s6 hop tlr 2PN) Ia
98.41+ 4.03%, ty I€ ph6i nang (s6 phdi nang/ s6
hap t& 2PN) 1a 58.08 + 27.8%.

Bang 4. Két qua nodn, phéi cua doi
tuong nghién cuau

FSH ngay 2CKK (mIU/ml)

7,41+2,3

3,45

11,70

LH ngay 2CKK (mIU/ml)

6,49+3,1

3,00

13,30

AMH ngay 2CKK (ng/ml)

2,32%1,04

1,18

5,09

S6 nang AFC ngay 2CKK

12,07£4,12

8

23

Tong liéu FSH st dung (IU)

2578,57
+483,66

1800

3600

SO ngay dung FSH (ngay)

10,14+1,1

8

12

NGi ti€t E2 ngay 8 (pg/mL)

2031,85

840,9

+756,83

2918

Chi tiéu NC Két qua | Min |Max
S6 phirc hgp noan nang
choc dudc 8,5 £ 4,55 1 17
Sonoansautach |8,07+387| 1 | 14
Noan GV 0,14+053] 0 2
Noan MI 05+109| 0 4
Noan M2 7,14 £ 3,63| 1 12
Noan thoai hda 0,36 £0,74| 0 2
Ty 16 nodn GV (%) |1,02+3,82] 0 [14,28
Ty 16 no3n MI (%) |5,37 £ 12,1]| 0 [44,44
Ty 16 no3n MII (%) |89,84+14,73|55,55| 100
Ty I& nodn thodi hda (%)H4,56 + 10,31 0 [33,33
S0 noan ICSI 7,21 £3,72| 1 12
Hop t&r 2PN 521 +2,94] 1 | 10
SO Phoi phan cat N3 | 529+2,7 | 1 | 10
SO Phoi nang 293+169| 0 6
Ty I€ thu tinh (%) 73 £ 18 |42,85] 100
Ty 1€ phdi phan cat
nady 3 (%) 98,41+ 4,03(88,88| 100
Ty |€ tao phoi nang (%)/58,08 + 27,8 0 | 100

Bang 3. Pac diém sd’ dung LH, thuéc
trigger trong kich thich buéng trirng

ChitieuNC | Mau | Tansuat [Tylé %
SU dung LH trong kich thich COS
Khong 14 3 21,43
Co 14 11 78,57
Thuoc trigger
Agonist 14 8 57,14
hCG 14 6 42,86

3.3. Két qua noan, phoéi cia d6i tugng
nghién clru. SO phirc hgp noan nang choc dugc
trung binh la 8.5 £ 4.55 phic hgp, nhd nhat la 1,
I6n nhat la 17. SG nodn sau tach trung binh la
8.07 £ 3.87 noan, nho nhat la 1, I18n nhat la 14
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IV. BAN LUAN

MGi lién hé gitta tuGi me va vd sinh va bat
thudng NST dudgc nhiéu nghién clitu chirng minh.
Franasiak va cong su (2014) khi nghién ctu trén
15169 phéi khang dinh vai trd tudi ngudi me anh
hudng dén s lugng nodn, kha ndng phét trién
cla phoi cling nhu két qua cta chu ky thu tinh
trong 6ng nghiém [13]. Tac gia nay cho thay ty
|é dot bién NST tdng dan theo tudi me sau 26
tudi. Ty Ié 1éch bdi NST thap nhat & nhdm tudi tur
26 tGi 37 VGi 2 - 6%, léch bdi NST la 33% G tudi
42 va 53% & tubi 44. Tudi cang cao, ty & léch
b6i nhiém sic thé cang ting, dac biét & phu ni,
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do dé bat thudng NST tang Ién. Nam 2016,
Minasi va cong su danh gia ty |é Iéch b6i & phoi
clia cac nhom tudi me cling cho két qua ty 1& nay
tdng 1&n theo nhdm tudi me va véi nhdm tudi me
trén 41 tudi thi ty I& nay cao gép 1,73 an so vdi
phdi clia nhém tudi me dudi 32 [14]. Trong
nghién c(fu cta chidng toi, tui trung binh cta 14
bénh nhan nghién ctu la 35,71 + 3,17, tré nhat
30 tuGi, I6n nhat 1d 40 tudi. Tudi trung binh cla
Chong cla 14 bénh nhan nghién cltu la 42.71 +
5.06, tré nhat 34 16n nhét 1a 52 tudi.

Santiago Munné ndm 2018 chi ra rang nhitng
phu nit trén 35 tudi nén cd chi dinh PGT [15].
Theo Khuyén cao cua hdi sinh san nguGi va phéi
hoc chau Au nam 2020 vé thuc hanh tot xét
nghiém di truyén tién lam td, chi dinh PGT-A bao
gom: tubi me cao, that bai lam t6 lién tiép, say
thai lién ti€p, vé sinh nam ndng. Trong nghién
cftu cta chang t6i, chi dinh PGT-A, NiPGT-A chu
yéu do that bai lam t& lién tiép va tudi me cao,
ngoai ra con cé cac ly do khac la cac ly do khac
la that bai lam t6 lién tiép va say thai lién tiép.

Mac du viéc dinh lugng hormone AMH (anti-
Mullerian hormone) cé vai trd danh gid du trir
bubng tring tét haon, nhung viéc dinh lugng
hormone FSH, LH va E2 ngay th( 2 va th(r 3 cla
chu ky kinh van cd gia tri trong viéc danh gia du
tr{r budng trirng cling nhu quyét dinh liéu FSH st
dung trong kich thich budng trirng. AMH cé lién
quan chat ché tdi su chiéu md nang noan, va la
marker cta du trlf bubng trirng. Nghién clfu cla
Shilenkova 2020 cho rang AMH, tudi me cao,
FSH ¢ lién quan dén Iéch boi NST [16].

Ebner va cong su ti€n hanh nghién cf'u nam
2010 thay ty I€ thu tinh & nhom ICSI la 80,7%, &
nhém IVF 1a 69%, trén nhém nghién cltu véi tudi
trung binh la 31,6%, AMH trung binh I3
6,0ng/mL [17]. Nghién c(fu cia ching t6i cho
thdy ty Ié thu tinh trung binh la 73 + 18%, vdi
dd tudi ctia nhdém bénh nhan nghién clu cua
chiing t6i cao hon (35,71 + 3,17 tudi), AMH thap
hon nhdm nghién clu cta Ebner (Nhém nghién
cftu cla chung toi la 2,32 £+ 1,04 ng/mL, ngoai ra
nghién clitu cla Ebner chi lua chon nhitng doi
tuong cd it nhat 9 hgp tr. Ty Ié noan trudng
thanh trong nghién cdu cGa Ebner 2010 Ila
89,3%, tudng ducng vdi nghién clfu cla chuing
t6i la 89,84% [17]. Ty |é phdi phan cdt ngay 3
cla ching t6i la 98,41+ 4,03%, Nghién clfu cua
Ebner la 95-96%. Nghién c(ru nudi phéi dan giot
cla ching t6i co ty Ié phdi nang la 58,08 +
27,8%, ty |é phéi nang cua Ebner khi nu6i dan
giot la 45,2%, khi nudi gop la 55,8%.

V. KET LUAN

Chi dinh PGT-A, NiPGT-A chl yéu do that bai
lam t& lién tiép (85,71%) va tuGi me cao
(57,14%), ty I8 thu tinh 13 73 £ 18%, ty I& phdi
phan ct ngay 3 la 98.41 + 4,03%, ty 1& phoi
nang la 58,08 + 27,8%.
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