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ABSTRACT

Objective: To describe the results of chorionic villus sampling (CVS) in cases with single-gene
mutations at Hanoi Obstetrics and Gynecology Hospital from 2022 to 2024.

Subjects and Methods: A retrospective descriptive cross-sectional study was conducted on 56
[TN2] pregnant women with suspected pathological single-gene genetic abnormalities who were
indicated for CVS, including 53 cases in which one or both partners had previously been identified
as carriers of pathogenic genes and 3 cases in which the pregnant women had not been previously
identified as carriers of pathogenic genes.

Results: The majority of pregnant women in the study group were aged 20-34 years (89%). CVS was
performed between 11 and 14 weeks of gestation, most commonly at 12 and 13 weeks. Fourteen
cases were indicated for pregnancy termination due to the presence of pathogenic genotypes.

Conclusion: CVS is an invasive prenatal diagnostic technique that enables early detection of
inherited pathogenic single-gene disorders (from 11 to 14 weeks of gestation).
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TOM TAT

Muc tiéu: M6 ta két qua sinh thiét gai rau (CVS) & céac trudng hgp co6 dot bién don gen tai Bénh vién

Phu san Ha No6i t&r nam 2022-2024.

DPai twong va phuwong phap nghién cvu: Nghién cru hbi ciru mé ta cat ngang trén 56 thai phu phat
hién bat thuong di truyén bénh ly don gen dugc chi dinh CVS, trong dé 53 trudng hop vo/chong da
phat hién mang gen bénh ly trudc dé va 3 thai phu chua dugc phat hién mang gen bénh ly.

K&t qua: Phan L&n thai phu nhém nghién ctu thudc dé tudi tir 20-34 (89%). CVS dudc tién hanh &
céc bénh nhan tlr tuan thai th&t 11-14, trong dé nhiéu nhat a tuan thai th( 12 va 13. 14 truong hop
dugc chi dinh dinh chi thai nghén do mang kiéu gen bénh ly.

K&t luan: CVS la ky thuat ch&n dodn trudc sinh xam L&n gitup phat hién sém céc bat thudong bénh ly

don gen di truyén (tr 11-14 tuan).

Tir khoa: Sinh thiét gai rau, bat thudng don gen, kiéu gen bénh ly

1. DAT VAN DE

Ditat baAm sinh da va dang la van dé rat dugc quan tam trong
cham soéc sic khoe tai cac qudc gia, dac biét la tai nhirng
nudc dang phat trién nhu Viét Nam [1]. Véi s ho tro déc luc
tr cac k¥ thuat va céng nghé tién tién, viéc sang loc va chan
dodn trudc sinh cac trudng hgp thai mac dj tat bAm sinh da
thuan loi hon rat nhigu. Sinh thiét gai rau dugc st dung dé
chén doan thai nghi ngd bat thugng vé di truyén & tuan thai
sém tr 10 tuan. TU d6, bénh nhan c6 thé dugc chan doéan
sdm, chinh xac han, bao gom ca nhirng bat thuong vé NST
va céc bénh ly don gen ditruyén. Nhdvay, gilip giam thoi gian
chd doi két qua, dong thdi nhan vién y té cé hudng tu van va
XU tri s@m tuy theo tinh trang cla thai. Tuy nhién, hién tai
cling cd rat it nghién clru va bao céo khoa hoc trong va ngoai
nudc vé viéc phat hién cac bat thudng don gen di truyén nhg
sinh thiét gai rau. Tai Trung tdm Can thiép bao thai - Bénh
vién Phu San Ha N&i, ching t6i da hoc hai quy trinh ky thuat
sinh thiét gai rau tir Bénh vién Necker (CH Phap), da ap dung
trién khai va da co cai tién vi d&c diém cua thai phu nguoi
Viét Nam so vdi nudc ngoai cé nhiéu khac biét. Xuat phat tir
thure té dé, chiing téi ti€n hanh nghién cru véi muc tiéu: Mo
ta k&t qua phat hién dot bién don gen & cac thai phu dugc
sinh thiét gai rau tai Bénh vién Phu san Ha Noi.

2.POITUONG
2.1. Thiét ké nghién clru

Nghién ctru dugc tién hanh theo phuong phap hoi clru véi
¢& mau hodi cltu trén bénh an clia cac thai phu/ thai nhi

*Tac gia lién hé

dugc sinh thiét gai rau cé lién quan tGi cac bénh ly gen di
truyén tai Bénh vién Phu san Ha NG§i tirnam 2022 dén 2024.
- Tiéu chuan lya chon: Thai tir 11 dén 14 tuan, cé tién st
vg/chbng mang gen dot bi€n hodc co bat thudng trén siéu
am hinh thai nghi ng& c6 bénh ly vé gen di truyén.
-Tiéu chuén loai trir: Thai phu mac cac bénh truyén nhiém, hoac
cé tinh trang nhiém trung. Thai phu khéng day dt hé sobénh an.
Phuong phap chon mau (& mau thuan tién véi c& mau t6i
thiéu dugc tinh theo cong thic:
n =Z12-u/2 xp(1-p)

d2
Trong do:
n: c& mau cla déi tuwong duogc sinh thiét gai rau.
a: murec y nghia théng ké; a = 0,05 thi hé s& gidi han tin cay
72, =1,96.
p: ldy p = 0,95 (ty l& ldy mAu CVS thanh céng la 95% theo
bédo cdo cua T.Ghiva cong su).?
d: murc sai s6 tuyét déi chap nhén, d = 0.05.
Tircdngthire trén tinh dugc s6 d6i tugng nghién ciu téi thiéu la
N = 38 d6i tugng. Thuc t& chon dugc 56 trudng hop thda man.
2.2. NGi dung nghién ctru

Nghién clru dugc tién hanh théng ké cac sé liéu lién quan
dén dac diém chung clia ddi tugng nghién clu (tudi me,
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tudi thai khi sinh thiét gai rau, ty & cac san phu mang bat
thudng don gen di truyén), két qua sinh thiét gai rau bénh
di truyén troi (loan san sun, tao xuong bat toan gen, hoi
chirng Noonan), két qua sinh thiét gai rau bénh di truyén
lan va k&t cuc thai ky (theo ddi tidp, dinh chi thai ky).

2.3. Phuong phap quan ly va phan tich sé Lliéu[TN5]
Thu thap cac s6 liéu can thiét cho nghién cliu tlr ho s
bénh &n dién tir. X ly bAng phan mém SPSS 27.0 theo
céc thuat todn théng ké va trinh bay két qua theo céc bang
va biéu d6. C4c bién s6 dinh bién dinh tinh > tan sé/ty 1&;
bién dinh lwgng > TBxSD hoéc trung vi (IQR).

2.4. Pao dirc nghién ctru: Nghién clru dugc thdng qua bdi
cac cap c6thdm quyénva lanh dao Bénh vién Phu san Ha Noi.
3. KET QUA NGHIEN cU'U

3.1. Pac diém chung cua déi twong nghién ciru

m20-34 =35-44
Bi€u d6 3.1. Nhém tudi bénh nhan sinh thiét gai rau
Nhén xét: Trong 56 thai phu trong nghién cltu clia chuing
toi, co 49/56 trudng hgp (87%) thai phu & dé tudi tir 20-
34.7/53 thai phu con lai (13%) & d6 tudi tir 35-44. D6 tudi
trung binh trong nghién ctru la X+SD = 30,4.

30

23 23
20
10 4 6
0 — .

Tudi thai

11 =12 m13 w14
Biéu db 3.2. Phan bé tudi thai & bénh nhan sinh thiét gai rau

Nhén xét: Nhém thai phu dugc sinh thiét gai rau chi yéu
(& nhém & tuan thai th¢ 12 (41,1%) va tuan thai tht 13
(41,1%) véi 23 trudng hgp & moi tuan thai. Ngoai ra con
ghi nhan 4 trudng hgp sinh thiét & tuan thai thar 11 (7,1%)
va 6 trudng hgp sinh thiét & tuan thai thr 14 (10,3%).
Bang 3.1: Ty L& cac thai phu sinh thiét gai rau mang bat
thuong di truyén don gen

Bénh don gen N %
Hai vo chdng mang dot a-thalassemia 26 46,4
bién gen thalassemia B-thalassemia 21 37,5

Bénh don gen N %

Hoi chiing Barth gen 1 18
TAFAZZIN ’

Hoi ching Joubert gen 1 1.8

TMEM67

Hai v/ chbng mang dat| Loan san sun FGFR3 1 1,8

bién gen gay bénh khac Ly thugng bi bong nudc
b&m sinh COL7A1

1 1,8

Hoi ching Wilson ATP7B| 1 1,8

Bénh than kinh co

IGHMBP2 T8

Hai vg chdng chua phat hién dot bién gen gay
bénh trudc ddy nhung nghi ngd trén siéu am 3 5,3
hinh thai

Téng 56 | 100

Nhé&n xét: Trong 56 trudng hdp bénh nhan sinh thiét gai rau,
¢6 47 truding hgp mang gen bénh tan mau bam sinh, chiém
83,9%. G6m 26 truong hop (46,4%) mang gen a-thalassemia
va 21 truong hgp (37,5%) mang gen B-thalassemia.

Trong cac trudng hgp con lai, 6 thai phu dugc sinh thiét
do c6 tién sir 2 vg/ chéng mang dét bién gen: TAFAZZIN,
TMEM67, FGFR3, COL7A1, ATP7B, IGHMBP2 va 3 trudng
hgp chua ghi nhan tién sir mang bénh ly don gen & vg/
chdng nhung nghi ngd do phat hién bat thudng (khong co
xuong séng mii, chi ngan, di tat tim) trén siéu am hinh thai.
Bang 3.2. K&t qua sinh thiét gai rau bénh ly di truyén troi

. Di hop tir dét bién|Khéng mang
Bénh e P
gen troi doét bién
Loan san sun gen FGFR3 0 1
Tao xuong bat toan 1 0
gen COL1A2
Ho6i chirng Noonan ] 0
gen SOS1

Téng 2 1

Nhén xét: Cac truong hgp bénh ly di truyén tréi bao gom:
Trudng hop me mac gen FGFR3, két qua CVS tra vé khéng
mang dot bién. Bén canh doé, déi vdi 2/3 trudng hop vo/
chéng chua phat hién dét bién gen gay bénh trudc day
nhung nghi ngd trén siéu am hinh thai, 1 trudng hgp CVS
cho két qua di hgp t&r gen COL1A2 (gay bénh tao xuong
bt toan) va 1 trudng hgp di hgp tr gen SOS7T (gay hoi
ching Noonan) va ca 2 trugng hgp déu la di truyén troi.

Bang 3.3. K&t qua sinh thiét gai rau bénh ly di truyén lan

el o
tl;J,/'° hop |Khéng
Banh Di | ¥ | M8 |1ang|Tile
hop (giong| gen
A bé/ | bénh
o me)
kép ;
al| 9 11 6 26 (49,0
Thalassemia
B| 3 14 4 21 |39,6
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e o
o /p hop |Khéng
Bénh pi | ' |MANE | kg Tile
hop (giong| gen
. b8/ | bénh
tor me)
kép :
Hoi chung Barth gen
TAFAZZIN 0 0 ! e
Hoi ching Joubert gen
TMEM67 1 0 0 1 11,9
Ly thugng bi bong nudc
bam sinh COL7A1 0 0 ! T e
Ho6i chirng Wilson ATP7B| 0 1 0 1 1,9
Bénh than kinh co
IGHMBP2 0 0 ! e
Gen SUMF1 1 0 0 1 11,9
Téng 14 26 13 53 | 100

Nhén xét: Vi 53 trudng hgp c6 két qua sinh thiét gairau bénh
ly di truyén l&n, ghi nhan 47 trudng hgp mang gen bénh tan
mau bam sinh, gom 9 trudng hgp déng hgp a-thalassemia,
3 truong hgp di hop tir kép B-thalassemia. 25 truong hop di
hop t& (11 a va 14 B) la nhitng trudng hgp ngudi lanh mang
gen bénh. 10 truong hgp con lai khdng mang gen bénh.

V@i 6 trudng hgp con lai: 1 trudng hop me mang bién gen
TAFAZZIN, 1 truong hop gen COL7A1, 1 trudng hop gen
IGHMBP2 cho két qua CVS khéng mang gen bénh. Cap vo/
chéng mang gen ATP7B (hoi chitng Wilson) tra vé két qua
di hgp tlr. Két qua clia cap vg chong mang gen TMEM67 thi
CVS tra két qua dong hop tur.

Ngoai ra, c6 1 trudng hop trude day vg/chong chua ghi
nhan bat thudng nhung két qua sinh thiét gai rau tra vé
thai nhi mang déng hgp t&r dot bién gen SUMF1.

Nhén xét: Trong ciru cla chung t6i, cé 40/56 trudng hgp
theo di ti€p (71%) va 16/56 trudng hgp (29%) dugce khuyén
nghi dinh chi thai ki.

4. BAN LUAN

4.1. Pac diém cua déi twong nghién ctiru

Nghién cliu dugc thuyc hién trén 56 thai phu dugc thuc
hién CVS tai Bénh vién Phu sadn Ha Noi c6 lién quan tdi
céc bat thudng vé gen. Dac diém chung clia cac ddi tugng
nghién cttu dugc thé hién & biéu dd 3.1 va biéu do 3.2.
87% céc thai phu & dé tudi 20-34, do tudi nay cé chat
luong tring cao, suic khoe t6t, gidm thiéu dugc ti & cac
dot bi€n mdi xuat hién. Theo bao cédo clia hiép héi Y hoc
Sinh san Hoa Ky, céc thai phu & dé tudi trén 35 c6 nguy
co sinh con mang b4t thuong di truyén cao hon do chét
lugng tring suy giam theo tudi [3]. Can tang cudng cac
bién phap truyén thdng gido duc cho phu nir vé kién thirc
cham séc sic khde sinh san nhu kham thai dinh ky, sang
loc dij tat thai nhi v&i cac phu nit & dd tudi nay.

Tudi thai dugc phan b chliyéu & tuén thai 12 va tuan thai
13 la chu yéu (déu chiém 23 truong hgp). Ngoai ra con co

4 trudng hop sinh thiét & tuan thai thr 11 va 6 truong hop
& tuan thai th&t 14. Theo nghién mot s6 nghién cltu, khéng
nén thuc hién sinh thiét gai rau (CVS) trude 10 do tang
nguy co bién ching va say thai cao hon so vdi sau thoi
diém tuan thr 10 [4,5]. DU vay, c6 thé tu van ky cho bénh
nhén khi thuc hién sinh thiét gai nhau trudc 10 tuén thai,
dac biét la nhirng trudng hgp phat hién co tién s bénh
don gen. Chi dinh CVS sau tuan 14 cling dugc can nhac
do bénh nhan cé thé doi choc hut dich 8i chan doan tir
tuén 16. Can tu van cho thai phu ca 2 phuong phap 4y
mau c6 thé lua chon La sinh thiét gai rau va choc hut dich
8i dé thai phu va gia dinh luwa chon.

C6 53/56 truong hgp dugc chi dinh CVS do vg/chong da
dugc phat hién mang bat thuong di truyén vé bénh ly
don gen. Chl y&u la mang gen bénh tan mau bam sinh
Thalassemia (47 truong hgp). Ngoai ra con c6 cac trudng
hop mangbatthuongve genkhac nhu: TAFAZZIN, TMEM67,
FGFR3, COL7A1, ATP7B, IGHMBP2. Bay la nhiing truong
hgp c6 nguy co cao sinh ra thai méac bénh néng do khéng
c6 bién phap diéu tri dac hiéu hodc gay thai luu trong tor
cung. B&i mo gai rau va thai phan chia tir mot hgp tl, co
chung nguén géc di truyén nén néu thai mang dot bién thi
c6 thé dung mau sinh thiét gai rau dé chan doan chinh xac.
Khi 2 vg chéng mang dét bién da dugc xac dinh thi c6 thé
ti€n hanh chi dinh va chan doan sém.

Ngoai ra c6 3 trudng hop phat hién bat thuong trén siéu
am du cap vg chong khong biéu hién bat thudng. Trong
thuc hanh cham séc trude sinh hién nay, vdi viéc c6 nhiéu
caitién lién tuc trong siéu 4m chén doéan hinh anh, nhirng
béac si c6 kinh nghiém c6 thé phat hién nhirng dac diém
bat thudng trén hinh anh siéu am. T d6 tranh bd sot
nhirng trudng hgp mang bat thuong di truyén.

4.2 Két qua

Dua theo bang 3.2 va 3.3, ddi vdi 56 thai phu da dugc phat
hién mang gen bénh ly, 16 trudng hgp da dugc khuyén céo
dinh chi thai nghén (2 truong hgp bénh ly di truyén trdi va
14 bénh ly di truyén lan).

V@i cac trudng hgp thai phu sinh thiét gai rau do tién
sif vg/chong mang dot bién don gen da phat hién ti
trudc cé khuyén céo dinh chi, cé 9 trudng hgp dong hop
a-thalassemia, 3 trudng hop di hop kép B-thalassemia va 1
truong hop déng hap gen TMEM67. Céc trudng hop ké trén
déu la cac bénh ly di truyén lan. Cac truong hop thai phu
sinh thiét gai rau do tién sirvg/chong mang dét bién don gen
da phat hién ttr trwdc nhung khéng co chi dinh dinh chi, 26
trudng hgp mang kiéu gen dj hgp tir (11 trudng hop mang
gen a-thalassemia, 14 truOng hgp mang gen B-thalassemia,
1 truong hgp mang gen ATP7B). Tuy nhién, cac trudng hgp
nay déu la gen di truyén l&n, nén cé thé chi dinh tiép tuc
theo doi thai ky. Ngoai ra con ghi nhan 14 truong hgp thai
khoéng mang gen bénh (13 trudng hgp cé tién sir vg/chéng
mang gen di truyén l&n va 1 trudng hop vo/chdng cé tién sur
mang gen di truyén tréi). Vi cac cép vo/chong da phat hién
bat thudng di truyén, cé thé giup biét trudc két qua dé dua
ra quyét dinh phu hgp tiép theo déi vdi thai ki. Déng thdi doi
V@i céc thai chi dinh theo déi, gitp céc bac si tiép tuc kiém
dinh két qua va theo déi san phu trong ca thai ky va sau sinh
dé kiém ching lai gia tri clia két qua nay.

g Crossrefd)) 99




P. T. H. Thuong et al. / Vietnam Journal of Community Medicine, Vol. 67, Special Issue 2, 196-200

Ngoai ra, c6 3 trudng hgp vg/chéng chua phat hién mang
gen bénh ly trudc day nhung cé phat hién bat thudng trén
siéu am, 2 truong hgp khiti€n hanh CVS xac dinh con mang
gen bénh di truyén tréi (1 truong hgp gen COL1A2 gay tao
xuong bat toan va 1 truong hgp di hgp gen SOST gay hoi
chirng Noonan). Viéc két qua CVS tra vé co6 di truyén troi
nhung b6 me khéng mang bénh chiing minh rang cé dét
bi€n mdi phat sinh trong qua trinh phat trién phéi. Truong
hop CVS cho két qua déng hgp SUMF1 (di truyén lan) da
dugc chi dinh lam xét nghiém gidi trinh ty Sanger xac dinh
dot bién gen nay trén 2 bé me cho thdy bé me la ngudi lanh
mang gen bénh. Viéc s dung siéu am giup sang loc dugc
céac thai nhi nguy cd cao mang bat thuong ditruyén, va dua
vao k&t qua CVS c6 thé xac dinh dudc chinh xac gen bénh
ma thai nhi méac phai. Ti dé gitp tranh bo sét va phat hién
dugc céc bat thudng gen & thai co thé xay ra.

16 trudng hgp duge hdi chan dé dinh chi thai bat thudng
s&m khi thuc hién CVS & tuan 11-14, sém hon 3-5 tuén so
véi choc hut dich 6i, gitp giam dugc nguy ca tai bién do
pha thaito cho thai phu va giai quyét van dé tam ly chg dgi
cho bénh nhan.

Trong nghién clru clia ching tdi du chua ghi nhan tai bién,
tuy nhién van c6 céc rui ro sau khi thyc hién thl thuat.
C6 thé xuat hién nhirng tai bién nhu chay mau, ri 6i, v&
8i, nhiém trung, say thai. Trong mét s8 bao céo, céc yéu
t6 lién quan lam tang nguy ca tai bién bao gom: sé lan &y
mau sinh thiét, kinh nghiém va ky nang clia ngudi thuc
hién [6,7]. Bén canh dé van cé thé k&t qua CVS tra ra thé
kham thi khong xac dinh dugc la khdm banh rau hay thai
c6 kham that hay khong. Da&i véi cac trudng hgp nay, cac
thai phu sé dugc tién hanh tu van choc hut 8i tir tuan tha
16 dé xac nhan lai két qua.

5. KET LUAN

Sinh thiét gai rau cho phép chan doan trudc sinh sém céc
bat thudng bénh ly don gen tir 11-14 tuan thai véi kha nang
phat hién cac doét bién lién quan t&i bénh ly don gen di
truy@n tréi va di truyén lan. C6 13/53 trudng hop sinh thiét
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gai rau do vg/chdng mang dét bi€n don gen la khong mang
gen bénh. Bén canh dé, phat hién 3 truong hgp thai mang
dot bién don gen (gen COL1A2, gen SOS1, gen SUMF1) du
b&/me chua phat hién tién s&f mang gen bénh. 16 truong
hop dugc dinh chithai bat thudng sém khi dugc sinh thiét
gai rau & tuan th 11-14 do mang kiéu gen bénh ly.
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