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Bupc DAU DANH GIA KET QUA CHAN DOAN DI TRUYEN
TIEN LAM TO TAI BENH VIEN PHU SAN TRUNG UONG

Tom tat

Muc tiéu: Budc dau ddnh gid két qua ky thudt
chdn dodn di truyén tién lam t6 dp dung trén phéi cua
cdc bénh nhdn thu tinh trong 6ng nghiém tai Trung
tdm Hé trg Sinh san bénh vién Phu San Trung uong.
Phuong phap: nghién ciu mé ta cdt ngang trén 37
phéi cta 11 bénh nhan thu tinh trong 6ng nghiém dp
dung phuong phdp chdn dodn di truyén tién lam té.
Sinh thiét phéi duoc thuc hién trén phéi ngay 3. Sau
khi c6 dinh phéi bao, qud trinh lai duoc thuc hién véi
cdc méu do ADN bdng phuong phdp FISH. Cdc tin hiéu
tir kinh hién vi huynh quang cda 5 nhiém sdc thé (13,
18, 21 and X, Y) khdo sdt duogc ghi nhan. Két qua: Ty
1é phoi bdt thudng NST: 45,9%. Ty lé bdt thudng di boi
& cdp NST 21 la cao nhdt: 40,93% va thdp nhdt & cdp
NST giéi tinh va cdp NST 13: 13,63%. Ty Ié phéi phdt
trién thanh phéi nang sau sinh thiét: 86,49%. Ty Ié c6
thailam sang: 66,67% va ty 1€ lam t6: 40,9%. K&t luan:
Ty lé bdt thuong phéi khd cao trong sé cdc phéi duoc
chdn dodn. Ty lé lam t6 va ty Ié c6 thai dat dugc khd
cao khi chuyén cdc phéi binh thudng. Tit khéa: chdn
dodn di truyén tién lam t6, FISH, ty 1é mang thai.

1. Dat van de

Sau 12 nam, tu khi em bé dau tién ra doi véi
phuong phap thu tinh trong 6ng nghiém vao nam
1978 [1]. P&n ndm 1990, ky thuat hd trg sinh san
da c6 mot budc phat trién mdi véi su thanh cong
cla ky thuat chdn doan di truyén tién lam t6 (Pre-
implantation Genetic Diagnosis — PGD) [2]. Chan
doan di truyén tién lam t& 1a mot ky thuat chd dong
sang loc cac bat thudng di truyén cta phoi trudce khi
chuyén phéi vao buéng tlr cung. Do d9, tranh dugc
pha thai vi ly do bat thudng, lam anh huéng dén thé
chét va tinh than cla ngudi me. Ky thuat PGD con
mang y nghia nhan dao khi gép phan giam thiéu tré
di tat bdm sinh, gidm ganh nang cho gia dinh va xa
hoi. Ngay nay, cung vdi su phét trién cda linh vuc di
truyén, ky thuat PGD cho phép phéan tich sau hon vé
di truyén ctia phoi, noan bang cac ky thuat di truyén
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Abstract

THE FIRST STEP EVALUATION OF PREIMPLANTATION
GENETIC SCREENING IN HUMAN EMBRYOS AT IVF
CENTRE OF NHOG

Objective:first step evaluation of preimplantation
genetic screening in human embryos at IVF center of
NHOG. Methods: A cross sectional study of 11 women
with 37 embryos underwent FISH-based PGD during
IVF procedure. At day 3, one or two blastomeres were
aspiratedfromeachembryo. Biopsied blastomeres were
examined using FISH analysis to screen out embryos
with chromosomal abnormalities (5 chromosomes: 13,
18, 21 and X, Y). Results: There were 45,9% embryos
with abnormal chromosomes. The highest abnormal
chromosome rate was 21 (40,93%), the lowest rate
were X,Y and 13 (13,63%). Blatulation rate: 86,49%.
Pregnancy rate: 66,67%, implantation rate: 40,9%.
Conclusion: A high incidence of chromosomal
abnormalities has been observed in these patient
groups. PGD has no influence on implantation and
clinical pregnancy rate in IVF. Key word: PGD, FISH,
abnormal chromosomes, pregnancy rate.

nhu FISH (fluorescent in situ hybridization), phat hién
di boi hodc bat thudng clia mot s6 nhiém séc thé, PCR
(polymerase chain reaction) phat hién moét s6 gen
gdy bénh, CGH (comparative genomic hybridization)
phat hién bat thudng vé sé luong hodc cau trdc cla
b6 nhiém sdc thé. Mot s6 nghién cuiu trén thé gidi cho
thay ky thuat PGD két hgp véi lua chon hinh thai phoi
giup lua chon dugc phoi tot c6 di truyén binh thudng
do d6 lam tang ty |& lam t6, tdng ty I c6 thai va ty 1é
tré sinh séng trong thu tinh trong éng nghiém [3][4].
Hién nay, mot sé trung tdm ho trg sinh san 16n trén
thé& gidi thuc hién ky thuat chan doan di truyén tién
lam t8 thudng quy cho cac bénh nhan thu tinh trong
6ng nghiém. Tai Viét Nam, Trung tam HO trg Sinh san
bénh vién Phu san Trung uong la nai dau tién trién
khai ky thuat nay. Mac du, trung tam da nghién ctu
hoan thién quy trinh trong ndm 2012, dén 10/2013
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mdi Ung dung trén bénh nhan. Muc tiéu nghién cdu:
Budc dau danh gia két qua ky thuat chan doan di
truyén tién lam t8 ap dung trén phdi clia cac bénh
nhan thu tinh trong 6ng nghiém tai Trung tam Ho trg
Sinh sdn bénh vién Phu san Trung uong.

2. Déi tuong va phuong phap nghién cuu

2.1 Déi tuong nghién ciu: 1a 37 phoi cta 11
bénh nhan dugc lam thu tinh trong 6ng nghiém, ap
dung phuang phap chan doan di truyén tién lam té.

2.2 Phuong phap nghién ciu: Phuong phap
nghién cttu mé ta cat ngang

2.3 Dia diém nghién citu: Trung tdm Hé trg Sinh
san Bénh vién Phu san Trung uong

2.4 Thai gian: tu thang 10/2013 - 2/2014

2.5 Phuong phap tién hanh:

- Bénh nhan dung thuéc kich thich buéng tring,
theo d6i su phéat trién clia nang noan bang siéu am
va tiém thudc kich thich phéng noan, choc hit noan

- Noan sau khi thu hoach dugc U trong tl nudi cay
C0O2 6 %, nhiét do 370 sau 2 — 4 gid thuc hién ky thuat
tiém tinh trung vao bao tuong noan (ICSI)

- Nudi phéi dén ngay tha 3 sau ICSI (62 - 67 gid),
Iua chon cac phéi co 6, 8 phoi bao, cac phoi bao déng
déu, manh v& bao tuong < 20 %, d6 chiét quang sang.

- Tién hanh sinh thiét phoi bang méi trusng PGD
pha véi HAS da chuén bi san.

+ Lua chon phoéi bao c6 nhan, gilt phéi bao can
sinh thiét & vi tri 1 - 5 gio

+ Tao 16 thang trén mang zona 40 um canh phoi
bao can sinh thiét

+ Kim sinh thiét ti€p can phoéi bao can sinh thiét
qua |6 thaing, hat phoi bao tir tir tranh bi v3 phdi bao

- Phéi sau khi sinh thiét dugc cho vao moi trudng
nudi phdi nang da chuan bi sén c6 danh sé thu tu phoi
theo sé thu tu phéi bao dugc sinh thiét ti phoi do

- Phéi bao sau khi sinh thiét sé dugc ¢ dinh trén
lam kinh cé ghi tén ma s6 bénh nhan va sé tha tu
khép vai s6 thu tu cla giot nudi phoi.

- Ap dung ky thuat FISH vai kit lai MultiVysion
trong d6 tin hiéu huynh quang mau xanh (green)
hién thi cho NST 21; d6 (red) hién thi cho NST 13;
mau xanh duang (Aqua) hién thi cho NST 18; mau
xanh nudc bién (blue) hién thi cho NST X va mau vang
(gold) hién thi cho NSTY.

- Ngay tha 5 sau choc hat noan, khi cé két qua
phan tich di truyén clia cac phéi bao va dua vao hinh
thai clia phoi tuang Ung sé lua chon 2 phoi tot dé
chuyén phoi.

- Déanh gia hinh thai phoi ngay 5 dua vao s6é lugng
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té€ bao nu phdi, s6 luong té bao 14 nudi phoi, dé 16n
khoang dich va dé n& rong clia phoi.

3. Két quéa va ban luan
Bang 1. Nhom bénh nhan nghién ciu

Diic diém Chiso
Tudi frung binh 32,14
Thai sdy, lvu nhiéu lan 8(8/11)
IVF thét bai nhiéu lan 1(1/11)
Tién s0 sinh con di tat 1(1/11)
Lén tudi (> 40 tusi) 1(1/11)
Tong 11

T6ng s6 ¢6 37 phéi clia 11 bénh nhan tién hanh lam
PGD, phan tich di truyén bang ky thuat FISH véi 5 nhiém
sacthé13,18,21 X va Y.ty Ié phéi léch béi kha cao chiém
t6i 45,9% trong téng s cac phoi dugc chan doan.

Bang 2. K&t qua phn fich di fruyén

Ket qua difruyén S6 phoi Tyle
Bdt thutng 17 45,9 %
Binh thuong 20 541 %
Tong 37 100 %

Trong 17 phoi bat thudng di bdi vé 4 cap nhiém sac
thé& ndi trén, xuat hién nhiéu nhat & nhiém sic thé 21,
sau dé la nhiém sic thé 18 va it xudt hién hon & nhiém
sac thé 13 va nhiém séc thé gidi tinh. Trong nghién ctu
nay c6 maét phoi cé thé xuat hién nhiéu dét bién di boi
& cac cap nhiém sic thé khac nhau va cac cip nhiém
sdc thé d6 co thé & dang tam boi hodc don boi.

Bang 3. Ty Ié bt thuong di boi 6 cic cip nhiém sc the

Ciip nhigm sic thé 56 lugng Tylg
Ciip nhiém siic thé 13 3 13,63 %
Ciip nhiém siic thé 18 7 31,81 %
Ciip nhiém siic thé 21 9 40,93 %
Ciip nhiém siic thé gidi finh 3 13,63 %
Tong 22 100 %

Ty |é phoi phat trién thanh phoi nang trong s6 cac
phoi binh thudng trong nghién ctiu chidng t6i tuong
déi cao chiém 86,49% t6ng s6 phoi

Bang 4. Ty lé phéi pht frién thanh phéi nang

Hinh thdii phoi Chisé
Phai nang 32 (86,49 %)
Phai khang hinh thanh phéi nang 5(13,51 %)
Tong 37 (100 %)

Trong s6 11 bénh nhan dugc chdn doan PGD, c6 2
bénh nhan phéi bat thusng hoan toan do d6 khong
chuyén phéi. Ty 1é thai Iam sang trong nghién ctu
nay dat 66,7%, ty |& lam t6 dat 40,9%
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Bang 5. Ty lé cd thai va lam 16

Chisé S6 luang Tong
56 phai chuyén trung hinh 24 22
BhCG duong tinh 7(77,78 %) 9 (100 %)
(6 thai lam sang 6 (66,67 %) 9 (100 %)
Lam 16 9(40,9 %) 22(100 %

4. Ban luan

Téng s6 11 bénh nhan thuc hién ky thuat PGD tai
trung tam chung t6i, cdc bénh nhan nay déu cé tién
st say thai, thai luu nhiéu lan khéng ré nguyén nhan
hodc bénh nhan 16n tudi. Pic diém cla cac bénh
nhan dugc trinh bay theo bang 1.

Téng s6 c6 37 phoi ctia 11 bénh nhan tién hanh
lam PGD, phan tich di truyén bang ky thuat FISH véi 5
nhiém sdc thé 13,18, 21 X va Y. Chdng t6i nhan thay ty
1& phoi léch boi kha cao chiém téi 45,9% trong téng s6
cac phoi dugc chdn doén (Bang 2). K&t qud nghién clu
nay tuong duaong véi nghién cltu cia Munné va cong
su nam 2007 thuc hién trén 6000 phéi cho thay ty lé
cac phoi ¢é hinh thai tot & giai doan phan chia co ty &
bat thudng vé nhiém séc thé 56% d6i véi bénh nhan
n{ dudi 35 tudi. TAc gia ciing nhan thay ty lé phai bat
thudng tdng dan theo d6 tudi cia ngudi phu nii [5].

Trong 17 phoi bat thudng di boi vé 4 cdp nhiém sac
thé naoi trén, xuat hién nhiéu nhat & nhiém séc thé 21,
sau d6 la nhiém sic thé 18 va it xuat hién hon & nhiém
sac thé 13 va nhiém sic thé gidi tinh. Trong nghién ctu
nay chuing t6i thdy mot phoi cé thé xuat hién nhiéu dét
bién di boi & cac cap nhiém sic thé khac nhau va cac
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