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NGHIEN CU'U VE TO HOP GEN VKORC1 VA CYP2C9 TREN BENH NHAN
HUYET KHOI TINH MACH NAO PIEU TRI WARFARIN

Nguyén Hai Linh?, Nguyén Vin Liéu!, Nguyén Thi Van Anh?

TOM TAT

Acenocumarol la thuGc chdng dong khang vitamin
K derng uong dugc sir dung kha pho bién. Thudc cd
hiéu qua chong dong cao, g|a thanh ré nhung gidi han
diéu tri hep va bi anh hu‘dng bdi cac yéu to nhu moi
trerng, di truyen Cac nghién clu trén thé gigi da chi
ra rang b|en liéu warfarin/ acenocumarol phu thudc
rat 16n vao da hinh gen VKORC1 va CYP2C9. Sy xuat
hién cla da hinh gen VKORC1 1639G>A CYP2C9*2
CYP2C9*3 |am tang tinh nhay cam vdi warfarln/
acenocumarol clia ca thé. Nghlen cru dugc thuc h|en
nhdm muc tiéu xac dinh méi lién quan gitta mot sd
yéu t6 Iam sang va da hinh gen VKORC1 —1639G>A,
CYP2C9*2, CYP2C9*3 va liéu acenocumarol can thiét
G bénh nhan huyet khai tinh mach ndo. Phuang phap:
Xac dinh ti 16 da hinh gen VKORC1 -1639G>A,
CYP2C9*2, CYP2C9*3 bang phucng phap real-time
PCR, tu’ do danh gia m0| Ilen guan glLra mot sO yeu to
ldm sang, can Iam sang va cac kiéu gen nay vdi liéu
acenocumarol can thiét. Két qua kiéu gen VKORC1 —
1639AA c6 tan s6 cao nhat chi€m ti 1& 78,1%; sau do
I3 kiu gen di hgp —1639GA la 21,9%. Trong da hinh
gen CYP2C9, ti 1& kiu gen dong hop ki€u dai
CYP2C9*1/*1 la 96 9% vaCYP2C9*1/*3 la 3, 1%.
Khéng phat hién kiéu gen VKORC1 —-1639GG va alen
CYP2C9*2. M&i I|en quan glLra yéu t6 lam sang, kleu
gen VKORC1 va CYP2C9vGi lieu acenocumarol can
thiét chua thay khac biét c6 y nghia thong ké do ¢&
mau con nhd va thdi gian nghién cru can kéo dai hon.

Tur khoa: Acenocumarol, da hinh gen VKORC1 —
1639G>A, CYP2C9*2, CYP2C9*3.

SUMMARY
INFLUENCE OF CLINICAL AND GENETIC
FACTORS ON ACENOCUMAROL STABLE
DOSE IN PATIENTS WITH CEREBRAL
VENOUS THROMBOSIS

1Truong Dai hoc Y Ha Noi

2Pai hoc Khoa hoc Tu’ nhién, Bai hoc Quéc gia Ha Noi
Chiu trach nhiém chinh: Nguyén Hai Linh

Email: linhnh95@gmail.com

Ngay nhan bai: 2.4.2021

Ngay phan bién khoa hoc: 21.5.2021

Ngay duyét bai: 3.6.2021

Acenocumarol, a widely-prescribed oral vitamin K
antagonist drug, is a highly effective, low-cost
anticoagulant, but with the narrow therapeutic index
and large dose response variations. These variations
are markedly influenced by genetic and non-genetic
factors. Recently, studies have shown that
acenocumarol doses are effected by genetic
polymorphisms of VKORC1 and CYP2C9, enzymes
being responsible for warfarin metabolism. Our study
was conducted to determine the relationship between
clinical characteristics and polymorphisms of VKORC1
-1639G>A, CYP2C9*2, CYP2C9*3 with acenocumarol
dose requirements. Method: Genotyping was
performed to identify VKORC1 —-1639G>A, CYP2C9
polymorphisms using real-time PCR and sequencing.
Evaluation of these genotypes in relation to
acenocumarol dose requirements. Result: VKORC1 -
1639AA was the most common genotype of VKORC1
allele among the study samples with a rate of 78.1%,
followed by VKORC1 —1639GA at a rate of 21.9%. In
CYP2C9 variant, 96.9% and 3.1% of subjects carried
CYP2C9*1/*1 and CYP2C9*1/*3, respectively. No
detection of VKORC1 —1639GG and CYP2C9*2 allele.
In addition, no statistically significant differences were
found between clinical features, VKORC1, CYP2C9
polymorphism and acenocumarol stable dose in
patients with cerebral venous thrombosis.

Keywords: acenocumarol, VKORC1 and CYP2C9
polymorphism, acenocumarol dose.

I. DAT VAN PE

Acenocumarol la thudc chéng déng khang
vitamin K dudng udng dugc st dung kha phd
bién véi vu diém nhu hiéu qua chdng déng cao,
gia thanh ré. Tuy nhién, thudc lai ¢ nhugc diém
la giGi han diéu tri hep, bi anh hudng bdi cac yéu
td nhu moi truGng, di truyén nén phai thudng
xuyén theo ddi cac chi s6 dong mau nhu INR.
Trén thuc t€ Iam sang, co khi can thdi gian kéo
dai hang tuan dén hang thang sau khi khdi tri
mdi do dudc liu 6n dinh va cd su’ khac biét 16n
vé liéu &n dinh gilta cac ca thél. M6t s6 nghién
cltu trén thé gigi da chirng minh sy anh hudng
cla cac yéu t6 lam sang va di truyén nhu da
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hinh gen VKORC1 va CYP2C9 |én hiéu qua chdéng
dong cda acenocumarol/warfarin?,3.

Gen VKORC1 mé hod cho ti€u phan C1 cua
enzyme vitamin K epoxide reductase (VKOR), la
enzyme dich cla acenocumarol chiu trach nhiém
chuyén hod vitamin K dang oxy hoa thanh dang
khir c6 hoat tinh, tham gia vao qua trinh déng
mau. Su xudt hién da hinh VKORC1 —-1639G>A
s€ lam giam hoat dong clia enzyme nay, do do
lam tang hiéu qua chéng déng va cam giam liéu
acenocumarol thdp han binh thudng dé dat hiéu
qua diéu tri.

Gen CYP2C9 ma hoa enzyme CYP2C9 la mot
enzyme thudc hé cytochrome P450, dong vai tro
quan trong trong chuyén hod acenocumarol.
CYP2C9 ¢ tinh da hinh cao, trong dé da hinh
CYP2C9*2 lam thay d&i acid amin Arg144Cys,
CYP2C9*3 lam thay ddi acid amin Ile359Leu, da
dugc xac dinh 13 nguyén nhén gdy giam chuyén
hoa acenocumarol®.

Hién nay, y hoc ca thé hod trong liéu phap
diéu tri dang trd thanh méi quan tam I8n d6i véi
cac bac si nhdm dua ra liéu diéu trj t6i uu cho
moi ca thé dua trén déc diém di truyén cta bénh
nhan, mang lai hiéu qua diéu tri, dat dich diéu tri
nhanh nhat, han ché cac bién ching. Vi vay,
nghién clru nay dudgc thuc hién nham muc tiéu
xac dinh maGi lién quan gilta mot s6 yéu to lam
sang va da hinh gen VKORC1 -1639G>A,
CYP2C9*2, CYP2C9*3 va liéu acenocumarol can
thiét & bénh nhan huyét khdi tinh mach nao.

Il. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

1. Déi tu'gng. GOm 32 bénh nhan dudc chan
dodn huyét khoi tinh mach nao diéu tri thubc
ch6ng doéng khang vitamin K acenocumarol (tén
biét dugc: Sintrom 4mg).

Tiéu chuén lua chon: Bénh nhan dugc
chan doan huyét khdi tinh mach ndo, diéu tri
acenocumarol tir 18 tudi trd Ién, déng y tham
gia nghién ctru.

Tiéu chuén loai tri: Bénh nhan huyét khdi
tinh mach ndo diéu tri thuéc chéng déng dudng
udng khac, phu nit cd thai, bénh ly vé gan, than
doéng mac.

2. Phuong phap

- Thiét k& nghién clru: Nghién ciru mé ta cét
ngang két hgp theo ddi doc ngan han.

- Thai gian thuc hién: TU thang 6/2020 dén
thang 6/2021.

- Dia diém: Khoa Than kinh — B&nh vién Bach
Mai va Phong Thi nghiém trong diém Cong nghé
Enzyme va Protein, Pai hoc Khoa hoc Tu nhién,
Pai hoc Qudc gia Ha NOi.
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- Cac bugc tién hanh:

¢ L4y mau: L3y 3ml mau tinh mach ngoai vi
cla bénh nhan tham gia nghién ciu cho vao 6ng
chira chat chéng dong EDTA, bdo quan & nhiét
do6 -20°C cho dén khi phan tich.

e Tach chiét DNA tir mau ngoai vi: sir dung
bd kit QIAamp DNA Mini Kit (Qiagen- Burc). Kiém
tra nong do va do tinh sach cia DNA tach chiét
bdng phudng phdp do quang, dua vao ti I&
A260mm/A280mm = 1,8-2,0.

« Xac dinh kiéu gen cua da hinh gen VKORC1
—-1639G>A, CYP2C9*2, CYP2C9*3 bang ki thuat
real-time PCR Tagman probe va gidi trinh tu’ gen
dé€ khadng dinh chdn dodn ki€éu gen.Dua trén
trinh tu genome cua VKORC1 (Ma NG_011564.1)
va CYP2C9 (Ma NG_008385.1) dugc khai thac tir
ngan hang cd s& di liéu cta Trung tdm Thong
tin Cong nghé Sinh hoc Qudc gia Hoa Ky
(National Center for Biotechnology Information -
NCBI), st dung pham mém primer 5 két hgp
c6ng cu IDT Biophysics, primer va probe dac
hiéu cho ki€u gen SNP rs9923231 (VKORC1 -
1639G>A), SNP rs1799853 (CYP2C9*2—430C>T)
va SNP rs1057910 (CYP2C9*3-1075A>C).Thanh
phan phan ng PCR: DW, TOPreal 2X Reaction
mix 2X, primer, probe.Chu trinh nhiét cia phan
(’ng PCR: 1 chu ki véi 95°C trong 10 phat dé
bién tinh ban dau, 45 chu ki ¢ 95°C trong 15
gidy, gan moi kéo dai chudi 6 60°C trong 30
gidy.Két qua real-time PCR dugc chung toi dem
ddi chiéu vdi phuong phap PCR két hgp véi giai
trinh tu gen.

San phdm PCR dugc dién di ki€ém tra trén gel
agarose 1,5% sau do tinh sach dé giai trinh tu
gen dich vu tai cong ty 1%t Base (Singapore). Cac
két qua trinh tu dugc phén tich trén phan mém
BioEdit, ApE dé xac dinh kiéu gen.

3. Xi&r ly so liéu. Phuaong phap théng ké,
kiém dinh Chi binh phuong va t-test trén phan
mém SPSS 20.0 dé danh gia ti 1& cac alen, kiéu
gen va méi lién quan giilta chiing vdi liéu 6n dinh
acenocumarol.

4. Pao dirc nghién ciru. Nghién cliu dugc
thong qua bdi HOi dong Pao dirc trudng Pai hoc
Y Ha Noi. Cac dbi tugng tham gia nghién clru
hoan toan tu nguyén va dugc giai thich day da
trudc khi tham gia nghién ctru. Cac thong tin lién
guan dugc dam bao bi mat.

Ill. KET QUA NGHIEN CUU

1. Pic diém chung cida nhém nghién
clru. Ti 1€ nam gidi trong nhém nghién ctu la
43,8%); nit gidi 1a 56,2%.Tudi trung binh cla
nhdm nghién cu 1a 40,72 + 14,75 tudi. Bénh
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nhan cé dd tudi thap nhat |a 18 tudi, cao nhat 81
tudi. S6 liéu dugc trinh bay trong Bang 1.
Bang 1. Pic diém I3m sang cda nhom
nghién cuu (n=32)
Thong so n

Tilé %

loan tang dong nguyén phat; cé yéu t6 mang
thai, sau sinh, thudc tranh thai dudng udng)
khong cd y nghia thong ké. SO liéu dugc trinh
bay trong Bang 3.

Bang 3. Moi lién quan giita dsc diém I&m

Tudi <40 | 16 50 sang va liéu én dinh (n=16)
>40 | 16 50 A - Liéu Gia tri
Gigi Nam | 14 43,8 ,Thong so (mg/ngay) p
NI 18 56,2 Tudi <40 (n=10) | 1,67+ 0,46 | 0.445
ROi loan tang dong 6 16 50 >40 (n=6) | 1,83 + 0,26
nguyén phat Gidi Nam (n=7) | 1,63 £ 0,39 | 0,391
Khong| 16 50 NIr (n=9) | 1,81 +£0,40
YEu t6 nhiém khuan Co 9 28,1 RGi loan
Khong| 23 71,9 tang dong | Cb (n=6) 1,93+ 0,46 | 0,125
Mang thai, sau dé hoac nguyén phat A
dung thudc tranh thai cé 8 44 4 Khong(n=10)| 1,61 + 0,32
dudng udng (trong nhom ! Yéu to
bénh nhan nit) mang thai,
Khong| 10 55,6 sau sinh, L
2. Pac diém di truyén cua nhém nghién |thudc tranh Co(n=3) | 1,950,358 | 0,298
ciru (n=32) thai gu’dng
Ti 1& ki€u gen dong hgp ddt bién VKORC1 — udng _
1639AA va di hgp —1639GA [an lugt 1a 78,1% va Khong(n=13)| 1,68 £ 0,35

21,9%. Tan so alen dot bién —1639A la 89,1%.
Ti 1& ki€u gen déng hdp ki€u dai CYP2C9*2-
430CC la 100%. Ti & kiéu gen dbng
hopCYP2C9*3-1075AA va di hgp —1075AC [an
lugt 1a 96,9% va 3,1%. Khong phat hién déng
hop ki€u dai VKORC1 -1639GG va alen
CYP2C9*2trong nhom bénh nhan nghién cru. S6
liéu dugc trinh bay trong Bang 2.

Bang 2. Pic diém di truyén cua nhom
nghién cuu (n=32)

Thong so n |[Tilé%
Kiéu gen GG 0 0
GA 7 21,9
VKORC1 AA 5 78.1
o CC 32 100
Kieu gen T 0 0
*
CYP2C9*2 T 0 0
Kiéu gen AA 31 96,9
AC 1 3,1
* ’
CYP2C9%*3 oC 0 0

3. Mai lién quan giira mo6t sé dic diém
Iam sang va liéu acenocumarol 8n dinh

Trong s6 32 bénh nhan nghién citu, cd 16
bénh nhan da xac dinh dudc liéu acenocumarol
on dinh (liéu &n dinh la liéu dung ma INR 2 [an
lién ti€p trong khoang muc tiéu 2,0-3,0 va liéu
thuSc thay déi khdng qua 20% trong 3 thang
lién ti€p°). Liéu acenocumarol 8n dinh trung binh
6 nhom nghién clru la 1,73+ 0,39 mg/ngay. Su
khac biét gilta liéu 6n dinh & cac nhom tudi (tur
40 tudi tré xudng va trén 40 tudi; gidi tinh; roi

4. Ti 1é ki€u gen VKORC1 —1639G>A,
CYP2C9*2, CYP2C9*3 va mdi lién quan véi
liéu acenocumarol 6n dinh

Bang 4. Ti Ié kiéu gen VKORCI -1639G>A,
CYP2C9*2, CYP2C9*3 va mdi lién quan vdi liéu
acenocumarol én dinh & nhdm nghién cdu (n=16)

Kiéu o Liéu Gia tri
gen | "(%) | (mg/ngay)| p
VKORCI —1639G>A
GG 0 (0%) 0 PGA-AA =
GA | 4(25%) | 1,89+ 0,61 | 0,363
AR | 12 (75%) | 1,68 % 0,31
CYP2C9
*1/*1 | 16(100%) | 1,73 £ 0,39
*1/%3 | 0 (0%) 0

Kiéu gen VKORC1 —-1639AAvan chiém da s6
trong nhdm 16 bénh nhéan, chiém ti 1& 75%, ki€u
gen —1639GAchiém ti Ié 25%. 16 bénh nhéan
déu c6 kiu gen ddéng hop kiéu dai
CYP2C9*1/*1. Khong thdy su khac biét vé liéu
dn dinh giira kiéu gen —1639AAva —1639GA.

5. Két qua xac dinh kiéu gen VKORC1 —
1639G>A va CYP2C9*2, CYP2C9*3 bang ki
thuat giai trinh tu gen. Doan gen ch(fa cac da
hinh  VKORC1 -1639G>A va CYP2C9*2,
CYP2C9*3 dugc khuéch dai bang cdp moi dic
hiéu. Sau khi kiém tra, san phdm PCR dugc tinh
sach va giai trinh tu, két qua dugc minh hoa &
Hinh 1 va Hinh 2.5an pham real-time PCR va giai
trinh tu' gen rd nét, cac dinh mau tudng Ung Vi
cac nucleotid rd rang, khong cé tin hiéu nhieu.
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Hinh 1. Hinh anh real-time PCR va gidi trinh tu’ gen cua da hinh gen VKORC1 —1639G>A
trong nghién cuu (kiéu gen GA va AA)
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'Hinh 2. Hinh 3nh real-time PCR vé giai trinh tu’ gen cda da hinh gen CYP2C9 trong nghién cuu
(kiéu gen CYP2C9*2 —430CC, CYP2C9*3 —1075AA, —1075AC)

Chu thich: Nhdm bénh nhan nghién cliu cla
ching t6i khéng ghi nhdn dugc kiéu gen
VKORC1 -1639GG va alen CYP2C9*2.

IV. BAN LUAN

Nghién clu dugc tién hanh trén 32 bénh
nhan dugc chdn doan huyét khdi tinh mach ndo
va diéu tri bang thudc chéng ddng khang vitamin
K acenocumarol. K&t qua cla chung toi cho thay
tudi trung binh cta nhdm nghién clu 1a 40,72 +
14,75 tudi (dao dong tir 18-81 tudi)., trong do
50% bénh nhan cé dd tudi tir 40 trd xudng va
50% bénh nhan trén 40 tudi. Ti 1€ nam gi6i
trong nhdm bénh nhan nghién cltu chi€m 43,8%
va nif giGi chiém 56,2%. Trong s6 18 bénh nhan
nir gidi, c6 8 bénh nhan (chiém 44,4%) dugc
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chan doan huyét khéi tinh mach ndo lién quan
dén mang thai, sau sinh va dung thudc tranh
thai duGng udng. Bénh nhan cé rdi loan tang
doéng nguyén phat (gidam protein C, giam protein
S, giam antithrombin III) chiém 50%, c6 yéu t6
nhiém khuén chiém 28,1% tong s6 ddi tugng
nghién c(ru.

Trong 16 bénh nhan da xac dinh dugc liéu
acenocumarol dn dinh, liéu trung binh clia nhdm
nay la 1,73 £ 0,39 mg/ngay. Bién liéu chong
déng co thé do cac yéu t6 1am sang va di truyén
anh hudng téi liéu én dinh gitta cac ching tdc.
Zhu, Caldwell déu chi ra yéu t6 da hinh gen
VKORC1 va CYP2C9 dong vai tro rdt I6n, trong
do6 két hop véi mot s6 yéu td 1dm sang cd thé
gidi thich dugc dén 56% bién liéu 6n dinh cla
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cac cd thé%3, Khi danh gid mdi lién quan gilia
tudi va liéu acenocumarol can thiét, Pop va cong
su nam 2013 cho két qua mdi tuong quan
nghich gilta tudi va liéu acenocumarol (r = —
0,339; p < 0,001), diéu nay cé thé ly gidi do
hoat dong cla hé thong enzyme cytochrome
P450 gidm dan theo tudi dan dén su giam
chuyén hod va dao thai thudc ra khdi co thé®.
Tac gia Pham Thi Thuy cling ghi nhan két qua
tugng tu vdi liéu acenocumarol can thiét § nhom
trén 50 tudi thdp hon cd y nghia so véi nhdm
bénh nhan dudi 50 tudi (1,61 + 0,58 mg/ngay
so vGi 1,89 * 0,68 mg/ngay)>.Tuy nhién &
nghién cru cta ching t6i chua tim thay mai lién
quan oy nghla thong ké glu’a liéu acenocumarol
on dinh véi cac yéu td tudi, gidi, yéu t& nhiém
khuan, mang thai/sau sinh/ dung thudc tranh
thai dl.rc‘fng udng hay r6i loan tdng déng nguyén
phat (do c@ mau chi 16 bénh nhan).

Bang phuaong phap real-time PCR va giai trinh
tu gen khdng dinh chan doan, ching t6i thu
dugc két qua: véi da hinh gen VKORC1 -
1639G>A, ki€u gen ddng hop dot bién (AA) va di
hap (GA) chiém ti 1€ [an lugt 1a 78,1% va 21,9%;
khdng ghi nhan dugc ki€u gen déng hop kiéu dai
(GG). Tan so alen dot bién A la 89,1% va alen G
la 10,9%. Két qua nay tuang dong vdi quan thé
chau A trong mét s6 nghién clru tir Nhat Ban,
Trung Qudbc, Malaysia, Indonesia v@i cac bénh
nhan dung thudc chéng doéng khang vitamin K,
cho thdy tan s6 ki€u gen VKORC1 —1639AA dao
dong tUr 66,5% dén 88%~’. Nhitng bénh nhan
mang kiéu gen dong hop dot bién AA, di hap GA
6 liu 8n dinh [an lugt la 1,68 £ 0,31mg/ngay;
1,89 + 0,61 mg/ngay; su khac biét vé liéu 6n
dinh gilta hai kiéu gen khéng cd y nghia théng
ké véi p>0,05.Cac nghién cltu thé gidi phan I6n
cho két qua két qua dong hgp dot bién AA co
liéu acenocumarol én dinh tdi thiéu. Thdm chi
VKORC1 -1639G>Ala alen chinh (chlem khoang

90%) G cong dong ngerl chau A va day c6 thé
la mét trong nhitng yéu t6 g|a| thich cho viéc
bénh nhan chau A hodc goc A can gidm liéu
warfarin so v6i quan thé dan cu khac do sy xuét
hién cua alen A lam gidm chuyén hoa
acenocumarol?.

V@i da hinh gen CYP2C9, chuiing t6i khong ghi
nhan dudc su xudt hién ctia alen CYP2C9*2, co
1 bénh nhan cd kiéu gen CYP2C9*1/*3 (da hinh
gen CYP2C9*3 —1075A>Cc ki€u gen di hgp AC)
— chiém ti 1é rat thap chi 3,1%, trong khi & kiéu
gen dong hdp ki€u dai CYP2C9*1/*1 chiém da
sO vdi ti 1€ 96,9%. Tuy nhién trong qua trinh st
dung thudc chdng dong, vao thang th 2, bénh

nhan bi chan thuong so ndo gay tu mau dudi
mang cu’ng c6 chi dinh ph3u thuat mé giai ap 18y
mau tu nén viéc dung chong dong pha| dung lai
trong 6 thang. Dén nay bénh nhan van chua cé
chi dinh st dung lai thudc chéng déng dé xac
dinh liéu acenocumarol 8n dinh. Tan s6 alen
CYP2C9 c6 su khac biét gilra cac chung toc khac
nhau. Trong cong dong ngudi goc Au, hai alen
thudng gap nhat lién quan dén giam hoe_at dong
chuy&n hoa clia enzyme CYP2C9 la CYP2C9*2 —
430C>T va CYP2C9*3 -1075A>C. Alen *2
thudng gdp nhdt & cong déng da trdng (10-
20%), hiém hon la cong dong ngudi chau Phi.
Khuyén cdo tur Hiép hdi Gen dugc Warfarin doi
vGi bénh nhan mang it nhat mot alen CYP2C9*2
can giam liéu warfarin it nhat 17%, ca thé mang
it nhat mot alen CYP2C9*3 thi lai can giam liéu it
nhdt 37% so vdi liéu dung hang ngay trung binh
clia nhitng ca thé ddng hop alen *14.Cuc Quan ly
Thuc phdm va Dugc phdm (FDA) ndm 2017 da
mot [an nlra nhan manh tdm quan trong cla xét
nghiém dinh ki€u gen VKORC1 va CYP2C9 dé
udc tinh liéu thudéc chong dong khang vitamin K
ban dau va liéu 6n dinh trung binh.

_Han ché trong nghién ciru cua chung t6i la cB
mau con nho, thdi gian theo ddi ngan mot sO
bénh nhan chua xac dinh dudc liéu én dinh do
tuan tha tai kham con chua tot, bénh nhan kém
tuan thu diéu tri, anh erong cla dich Covid-19.
Do vay viéc phdi hgp yeu t6 lam sang, moi
trudng va di truyen dé xac dinh liéu chéng déng
tdi vu cho moi ca thé Ia rat can thiét, nhat la
trong diéu kién cta Viét Nam khi viéc tuan tha
tai kham va tiép can xét nghiém con han ché, dé
han ché bién chiing va dat dugc hiéu qua diéu
tri han.

V. KET LUAN

Nghién cltu d& xac dinh dudc ti 1& ki€u gen
VKORC1 —-1639G>A, CYP2C9*2, CYP2C9*3 ciing
nhu mai lién quan gilta cac yéu to lam sang, di
truyén trén 32 bénh nhan huyét khoi tinh mach
ndo, va mai lién quan vdi liéu acenocumarol trén
16 bénh nhan da xac dinh dudc liéu 8n dinh.
Kiéu gen VKORC1 —1639AA c6 tan sd cao nhét
chiém ti 1é 78,1%; sau dd la ki€u gen di hap -
1639GA la 21,9%; tan s6 alen dot bién A la
89,1%. Trong da hinh gen CYP2C9, ti Ié ki€u gen
dong hop kiBu dai CYP2C9*1/*1 1a 96,9% va
CYP2C9*1/*3 la 3,1%. Khéng phat hién ki€u gen
VKORC1 -1639GG va alen CYP2C9*2. MGi lién
quan giira yéu td 1dm sang, kiéu gen VKORC1 va
CYP2C9 Vi ligu acenocumarol on dinh chua c6
khac biét c6 y nghia thong ké do ¢G mau con
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nhd va thdi gian nghién clfu can kéo dai han, tuy
nhién budc dau ciing da xac dinh dudc ki€u gen
bang phuong phap real-time PCR, ti 1& ki€u gen
va tan s6 alen, va mdi lién quan c6 thé trén quén
thé ngudi Viét Nam.
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NGHIEN CUO’U KET QUA SANG LOC PHAN NHOM NGUY CO’ CAO
BENH LY TIEN SAN GIAT BANG THUAT TOAN FMF BAYES
TAI BENH VIEN QUOC TE THAI HOA

TOM TAT.

Pat van dé: Tién san giat (TSG) la mot rdi loan
da he thong gay anh hudng 2% - 5% thai ky, 1a bénh
ly cé nhleu blen chl.rng cho me va thai. Nhtrng anh
hudng nay c6 thé dugc thay d6i thong qua cac mo
hinh du bdo va diéu tri du’ phong bénh sém gilp cai
thién két cuc thai ky. Muc tiéu nghién ciru: Xac
dinh ty Ié nhém nguy cd cao TSG theo thuat toan FMF
Bayes cla cac thai phu den kham thai tai bénh vién
Quoc té Thai Hoa va cac yéu to lién quan. Phu’dng
phap nghlen clru: Nghlen clru cat ngang trén 230
thai phu cé tudi thai 11 tuan dén 13 tudn 6 ngay dén
kham thai tai bénh vién Qudc té€ Thai Hoa trong thai
gian thang 10/2020 dén thang 4/2021. Tat ca cac thai
phu déu dugc phong van, do huyet ap dong mach
trung binh, do Doppler dong mach tr cung trung b|nh
va két qua MoM PAPP-A. Dung thuat FMF Bayes de
tinh nguy co TSG vdi ngudng cat la 1/100. Két qua:
Ty 1€ nhdm nguy cd cao TSG cla cac thai phu dén
kham thai tai bénh vién Quoc té Thai Hoa la 11,6%.
Cac yéu t6 lién quan dén nhém nguy cc cao TSG co y
nghia thong ké nhu: Nhém thai phu c6 huyét ap tam
thu >128 mmHg (PR 7,4; KTC 95%: 1,6-34,2) va

1Bénh vién Québc té Thai Hoa

2Pai hoc Y Duoc TP.HCM

Chiu trach nhiém chinh: V3 Minh Tuan
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Ngay nhan bai: 5.4.2021
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nhom thai phu c6 huyét ap tam trugng > 79mmHg
(PR 8,5; KTC 95%: 2,6- 28,4). Két luan: Tam soat
nguy cd tién san giat thu‘dng quy bang thuat toan FMF
Bayes cho tat ca thai phu dén kham o] tu0| thai 11- 13
tuan 6 ngay, tir dé co6 ké hoach quan Iy va diéu tri dv
phong bang aspirine liéu thdp moi ngay sau tam ca
nguyét thir nhat.

Tu khoa: Tién san giat, Doppler dong mach tl
cung, huyét ap trung binh.

SUMMARY

THE PREVALENCE OF SCREEN POSITIVE
PRE-ECLAMPSIA AND ITS RISK FACTOR AT
THAI HOA HOSPITAL

Background: Pre-eclampsia is a multisystem
disorder affecting 2%-5% of pregnancies and is
associated with multiple maternal and fetal
complication. These effects an be altered through
predictive models and early disease prevention, will
improve pregnancy outcomes. Objective: to
investigate the prevalence and relative factors of
screen positive pre-eclampsia among pregnancies
from Thai Hoa Hospital. Methods: Cross-section
study of 230 pregnant women from 11 to 13 weeks 6
days of gestation who have antenatal care at Thai Hoa
hospital, Pong Thap from October 2020 to April 2021.
All pregnancies have measured value of mean arterial
pressure, mean uterine artery PI and. serum PAPP-A
was converted into MoM. Model-based estimates of
screening performance using Bayes’ theorem which
the cut off points is 1/100. Result: Survey of 230
samples has found that rate of screen positive pre-



