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TOM TAT

Dt vin dé: Nghién ciru budce dau danh gid gen CYP2C19 la gen ¢ cdc kiéu hinh dnh
hong d@én chuyén héa clopidogrel ¢ bénh nhdn phinh mach mdu néo c¢é dat stent chuyén dong.
Muc tiéu nghién civu: Xic dinh dic diém lam sang, tii phinh va sy da hinh gen CYP2CI19%2,
CYP2C19*3 & bénh nhén phinh mach mdu ndo cé ddt stent chuyén dong bang chup mach néo xéa
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nén tai Bénh vién Da khoa Quéc té S.1.S Can Tho. Déi ‘twgng va phwong phdp nghién ciru: Nghién
cleu mé ta cdt ' ngang trén 30 bénh nhan dat stent chuyén dong diéu tri phinh mach néo tai Bénh vién
Pa khoa Quéc té S.1.S Can Tho. Két qud: Ti 1é nam:niv trong nhém nghién cieu la 1:2. Trén 50%
bénh nhan dwoc phat hién do kham tam sodt (56,67%). Gan % bénh nhén cé tir 2 tii phinh tro lén
va vi tri tui phinh gap nhiéu nhat ¢ dong mach canh voi kich thudc chiéu rong trung binh la 6.08 +
2.48mm, kich thuée chiéu dai trung binh la 6,67 + 4,54 mm. Co dén 46,67% bénh nhan mang gen
CYP2C19 *2, CYP2C19*3 gdy giam chitc nang chuyén héa Clopidogrel. Trong dé kiéu hinh
CYP2C19*2 chiém ty I¢ cao nhdt 85,71%. Kiéu hinh dong hop tir CYP2C19 chiém 28,57%, con lai
la gen giam chirc ndang dang di hop tir. Két lugn: Ti 16 bénh nhin mang gen CYP2C19%2,
CYP2C19%*3 chiém ti Ié cao, trong dé kiéu allen di hop tir *2 gép nhiéu nhat.
Tir khéa: Phinh mach mau ndo, Stent chuyén dong, Clopidogrel, CYP2C]I9.
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Background: Preliminary study evaluates the CYP2C19 gene, which has phenotypes affecting

clopidogrel metabolism in patients with cerebral aneurysms with transgenic stents. Objectives:

Identify gene polymorphism CYP2C19*2, CYP2C19*3 in brain aneurysm patients used flow diversion

with stents by Digital subtraction angiography at S.1.S Can Tho International Hospital. Materials and

methods: Cross-sectional study on 30 brain aneurysm patients put stents for flow diversion by Digital

subtraction angiography at S.1.S Can Tho International Hospital. Results: 46.67% of patients with

gene CYP2C19*2, CYP2C19*3 have the reduced metabolic function of Clopidogrel. Among them, the

patients with gene CYP2C19*2 account for the most 85.71%. The phenotype homozygous CYP2C19

accounts for 28.57%, and the remaining is reduced functional heterozygous gene. Conclusion: The

percentage of patients carrying gene CYP2C19*2, CYP2C19*3 is high and the allele heterozygous

phenotype occurs the most among the patients. Screening for gene polymorphism CYP2C19*2,

CYP2C19*3 is important for Clopidogrel dose adjustment in brain aneurysm patients carrying gene
against Clopidogrel treated by stenting for flow diversion.

Keywords: Brain aneurysm, Flow diversion stent, Clopidogrel, CYP2C19.

I. PAT VAN PE

Phinh dong mach ndo 1a su gidn khu tri ngay diém yéu cta thanh mach méu xuat
hién & cac mach mau ndo. Trong gidi phiu tir thi nguoi ta nhan thiy phinh mach néo trong
dan s6 khoang 0,4-10% va tan suat phinh mach néo ting 1én sau 30 tudi. Hau hét cac truong
hop phinh dong mach nio déu & thé im ling khong triéu ching va chi ¢6 thé phét hién qua
céc phuong tién chan doan hinh anh hodc tir thiét. Bién ching dang so nhat ciia phinh dong
mach néo la v& phinh géy xuat huyét duéi mang nhén, xuét huyét trong nhu mé va tham chi
¢6 thé tir vong do cac bién ching cua ting ap luc ndi so [7]. Viéc can thiép ndi mach d6i
v6i nhitng ti phinh nay khong phai dé dang, rat kho dit coil don thuan vi cac vong coil nay
s€ nho ra long mach mau[5], [9].

Stent chuyén dong 14 mét loai stent thé hé méi, cac loai stent ndy c6 cac mic céo rat
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nho va tén cua no da thé hién co ché chirc nang cua no trong diéu tri thi phinh, do la tai tao
c4u trac cia mach mau va 1am giam hodc mat dong chay vao tai _phinh, bao ton dong chay
dong mach mang. Hi¢n nay stent chuyen dong la phuong phap diéu tri hiéu qua cao va ngay
cang duoc sir dung rong rai trong diéu tri tai phinh. Tat ca nhitng bénh nhan sau khi dat
stent chuyén dong déu duoc sir dung chéng két tap tiéu cau kép (clopidogrel va aspirin) theo
dung khuyén céo va phac dd nham dam bao sy thong thoang cua stent, nhung ty 16 huyét
khéi trong stent van 1a bién chimg hay gip nhét trong cac bién chimg. CYP2C19 déng vai
trd sdng con trong chuyén hoa clopidogrel [6]. Gen chiu trach nhiém tong hop CYP2C19
nam trén nhiém sic thé sé 10 doan 24 (10q24) va c6 35 kiéu da hinh duogc biét dén. Trong
do cac genotype CYP2C19*2 va CYP2C19*3 Ia 2 allen ma hoa cho enzyme CYP2C19
giam/mét chirc ning hay gap nhat, giy tinh trang Khang thudc Clopidogrel [6]. Trong cac
nghién ciru trong nude gan day deu ghi nhan c6 mai lién quan gitra da hinh gen CYP2C19
v6i mirc d6 chdng két tap tiéu cau.

Nghién ctru bude dau danh gia mdi lién quan gitra da hinh gen CYP2C19 va d
ngung tap tiéu cau trén bénh nhan nhdi mau co tim cap tai mot sd bénh vién & Ha Noi ghi
nhan do két tap tiéu cdu ciia nhoém gen tac dung chuyen hoéa binh thuong (23,27 + 11,557)
¢6 xu huéng thip hon so voi nhom gen tac dung chuyén héa giam, kém (27,79 + 13,517).
Mot nghién ctru khac nam 2018 cling ghi nhan nhém da hinh di hop tir CYP2C19 c6 d6
ngung tap tiéu cau cao hon c6 y nghia thong ké so voi nhom gen CYP2C19 binh thuong va
c6 mdi lién quan giita do két tap tiéu cau vdi tac dung duoc ly do kiéu gen quy dinh
(p=0 018) Véi alen *2, c6 su khac biét giita d6 két tap tleu cau véi cac kiéu gen (p=0,029).
Cu thé 13, kiéu gen di hop da hinh GA ¢6 d6 két tap tleu ciu cao hon so voi kiéu dai dong
hop GG (p=0,016). Tit stent 1a bién ching ning né vé mat kinh té 14n tién lugng sdng con
clia bénh nhan. Piéu nay c6 thé lién quan dén van dé c6 mang gen da hinh CYP2C19 lam
giam tac dung cta clopidogrel thé nén chung t6i thuc hién khao sat da hinh gen CYP2C19%2,
CYP2C19*3 ¢ bénh nhan phinh mach méu ndo diéu tri bang stent chuyén dong véi muc
tiéu: “Xac dinh dic diém 1am sang, tii phinh va su da hinh gen CYP2C19*2, CYP2C19*3
& bénh nhan phinh mach mau ndo c6 dit stent chuyén dong bang chup mach nio x6a nén
tai Bénh vién Pa khoa Quéc té S.I.S Can Tho.

I1. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. P6i twong nghién ciru

Bénh nhan duge chan doan phinh mach mau ndo va diéu tri can thi¢p dat stent chuyén
dong tai Bénh vién Pa khoa Quéc té S.I.S Can Tho tir thang 08/2020 dén thang 03/2021.

- Tiéu chuén chon miu: Bénh nhan duogc chan doan xac dinh phinh mach mau nao
bang DSA va diéu tri can thiép bang Stent chuyén dong.

- Tiéu chuin loai trir: Bénh nhan khong dong ¥ tham gia nghién ciru.

2.2. Phuwong phap nghién ctru

- Thiét ké nghién ciru: Mo ta cit ngang c6 phan tich.

- Co mAu va phwong phap chon miu: Chon tat ca bénh nhan du tiéu chuin chon
mau. C6 tong 30 bénh nhan thoa tiéu chudn chon mau va tham gia trong nghién ctru.

- Noi dung nghién ciru: Tit ca bénh nhan tham gia vao nghién ctru déu dugc can
thiép diéu tri bang stent chuyén dong, dong thoi 1dy mau mau tién hanh xét nghiém da hinh
gen CYP2C19 bang phuong phéap Real time PCR. Cac dit lidu vé tudi, gidi, triéu chimg 1am
sang; s6 lugng tai phinh, duong kinh cta ti phinh, vi tri tai phinh; kiéu hinh gen CYP2C19
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dugc ghi nhan qua héi bénh va ho so bénh an. , ‘ . ‘
- Xir ly s0 liéu: Dir li¢u thu thap dugc phan tich thong ké bang phan mém SPSS 20.0.

I11. KET QUA NGHIEN CUU

3.1. Pic diém 1am sang va tai phinh cia bénh nhin phinh mach mau nio diéu tri

bang stent chuyén dong

Bang 1. Phan bo tudi va gidi cia bénh nhan phinh mach méu nao

Gidi N %
Nam 10 33,33
Nit 20 66,67
Tong 30 100
Tudi trung binh 56,57 + 9,32
Nho nhat 34
Lén nhat 72

Nhan xét: Tudi trung binh ctia bénh nhan 1 56,57+9,32 tudi va ti 16 nam:nir 14 1:2.

Bang 2. Phan b triéu chtng 1am sang cta bénh nhan phinh mach mau nio

Tri€u chirng 1am sang n %
Tinh co 17 56,67
Pau dau 7 23,33
Chén ép day than kinh so 1 3,33
Chong mit 5 16,67
Tong 100

Bang 3. Phan bd s6 lugng thi phinh ctia bénh nhan phinh mach mau nio

Nhén xét: Hon 50% bénh nhan dugc chan doan phinh mach méu néo 14 do tinh co.

S6 lwong tii phinh n %
1 23 76,67
>2 7 23,33

Tong 30 100

Nhan xét: Khoang '3 bénh nhan c6 da tai phinh mach méu nao.

Béng 4. Dic diém kich thudc i phinh ctia bénh nhan phinh mach mau néo

Pic diém Trung binh Lén nhat Nhé nhat
Puong kinh ngang (mm) 6,08 + 2,48 2 16
Puong kinh doc (mm) 6,67 + 4,54 2 20

Bang 5. Phan bd vi tri tii phinh ctia bénh nhan phinh mach mau nio

Nhan xét: TGi phinh c6 dudng kinh ngang 16n nhét 13 16 mm va dudng kinh doc 16n nhét 13 20mm.

Vi tri n %
Dong mach canh trong 20 66,67
Pong mach ndo khac 10 33,33

Tong 100

Nhan xét: Vi tri tGi phinh & dong mach canh trong chiém ty 18 cao nhat (66,67%).
3.2. Pic diém da hinh gen CYP2C19
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Bang 6. Phan b6 kiéu gen CYP2C19 ctia bénh nhan phinh mach mau nio

Pic diém n %
Binh thuong 16 53,33
Gen lam giam tac dung cua Clopidogrel 14 46,67
Tong 100

Nhén xét: Khoang 50% d,éi tuong nghién ctru c6 mang gen giam chirc nang chuyén
hoa cua enzym CYP2C19 dan dén tinh trang khang Clopidogrel.
Bang 7. Phén bd kiéu gen CYP2C19 ctia bénh nhan phinh mach mau nio

Kiéu gen CYP2C19 N %
CYP2C19 *1*1 16 53,33
CYP2C19 *1*2 8 26,67
CYP2C19 *1*3 2 6,67
CYP2C19 *2*2 4 13,33

Tong 100

~ Nhan xét: Kiéu hinh CYP2C19*2 ¢6 ty 1é cao nhat trong nhom gen giam chtrc ning
chuyén hoa cua enzym CYP2C19 (12/14 truong hop mang da hinh).

IV. BAN LUAN

Trong s6 30 bénh nhan c6 phinh mach mau nao dugc chi dinh can thiép bﬁ“mg stent
chuyén dong thi do tudi trung binh ctia bénh nhan 1a 56,5 + 79,32 tudi voi bénh nhan nho
nhét 12 34 tudi va 1én nhat 1a 72 tudi. Bén canh do, ti 16 nam:nit trong dan $6 nghién cuu la
1:2. Két qua nay kha twong dong véi cac nghién ciru trong va ngoai nudc, tai Viét Nam,
nam 2020, tac gia Tran Xuén Thuy va cong su ghi nhan do tudi trung binh & nhém bénh
nhan phinh mach néo 14 50,24 12,1 tudi, nit gidi chiém 71,4% [4]. Nhém tac gia Wardlaw
va White thuc hién nim 2020 ghi nhan tan suat phinh mach no ting 1én sau 30 tudi nhiéu
nhat 13 40-60 va ti 1& nit/nam =1,6/1 [10].

Trong s6 cac bénh nhan c6 triéu ching co nang thi nhom bénh nhan c6 triéu chimg
dau dau chiém ti 1& cao nhét (7/13 truong hop). Ket qud nay cling dugc ghi nhan trong y van
1a dau dau 1a tridu ching thudng gap nhat, xuit hién trong 97% céc trudong hop [7]. Nam
2013, tac gia Nguyen Minh Hién va cong su cting ghi nhan 100% bénh nhan phinh mach
mau ndo trong dan s6 nghi€n ctru ¢ triéu ching dau dau [1]. Bén canh d6 céc triéu ching
than kinh nhu chén ép than kinh so va chong mit ciing dugc ghi nhan trong nghién ciru nay.
Trong nghién ctru cta ching toi ¢ diém ndi bat 14 trong nhém bénh nhan ¢ phinh mach
nao dat stent chuyén dong tai Bénh vién Pa khoa Quéc té S.I.S Can Tho c6 trén 50% bénh
nhan dugc phat hién phinh mach mau do phat hién tinh co khi tim soat stic khoe. Co su
khéc biét nay 1a do tai Bénh vién c6 céc chuong trinh tam soat dot quy cho bénh nhan, va
ngudi dan 6 ¥ thirc tim soat trude khi co tridu chimg ngay mot cao.

Vé kich thudc cua tii phinh, tac gia Nguyén Minh Hién ghi nhan kich thudc chiéu
rong tai phinh trung binh 14 6,1+2,3mm [1]. Chiing t6i ciing ghi nhan dugc két qua tuong
ty voi kich thudc chiéu rong tai phinh trung binh 14 6.08+2.48mm. Va trong nghién ctru
clia chung t6i, chiing t6i khong ghi nhan trudng hop nao ¢ phinh mach khong 16 (>25mm),
didu nay c6 thé do dan sé nghién ctru ciia chiing t6i da phan 1a dugc phat hién phinh mach
mau ndo do tim sodt som trudc khi co triéu ching 1am sang. Khoang % bénh nhan trong
dan s6 nghién ctru ¢6 da ti phinh. V& vi tri cua phinh mach mau ndo, chiing t61 ghi nhan
66,67% phinh xuét hién & hé mach canh, theo y van va cac nghién ctru dugc thyc hi¢n trong
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va ngoai nudc ghi nhan vi tri thudng gip phinh mach mau nio nhat 13 & hé canh [4].

Tat ca bénh nhéan trong nhém nghién ctru déu duoc diéu tri bang dat stent chuyén
dong, day 1a k¥ thuat twong dbi an toan, véi ti 16 tir vong va tan phé thip. Tuy nhién van c6
cac bién chimg nhu v& mudn (1%); v& trong lic lam thu thuét (1,9%) va huyét khéi trong
stent 4,9%. Tt ca nhirng bénh nhan dit stent chuyén dong déu dugc str dung chéng két tap
tiéu cau kép (clopidogrel va aspirin) theo dung khuyén céo va phac d6 nham dam bao sy
thong thoang cua stent, nhung ty 1€ huyét khéi trong stent van 1a blen ching hay gap nhét
trong cac bién chung. Clopidogrel 1a mét thienopyridine va 1a mot tién thudc khong c6 tac
dung. Dé c6 tac dung thude phai duoc hoat hoa sinh hoc théng qua cac hoat dong chuyén
hoa sau khi da hap thu ¢ da day — rudt. Chéat chuyén hoa sau khi dugc hinh thanh sé& ¢6 hiéu
qua trc ché receptor P2Y 12 khong thé phuc hoi. Uc ché tiéu cau dau tién rat nhanh nén rat
can liéu tai khi st dung clopidogrel. Tac dong dugc 1y cua thude s& kéo dai theo doi séng
cua tiéu cau bi tic dong [6]. Nhung chi c6 khoang 85-90% clopidogrel dwoc hap thu bi
chuyén héa thanh chit khong co tac dung duoc Iy. Chi mot phan nho lugng clopidogrel con
lai s& dugc oxy hoa bai cac enzym Cytochrome ¢ gan dé tao thanh cac dan xuat thiophene
(2-oxo-clopidogrel). 50% lugng 2-0xo-clopidogrel nay s& duoc phan cét boi cic esterases
thanh cac carboxyl khéng hoat dong. Phan 2-oxoclopidogrel con lai s& duoc chuyén héa
budc thir hai bang cach md vong thiophene dé tao thanh chat chuyén hoa thiol. Chinh chat
chuyén hoéa thiol nay tc ché khong hdi phuc receptor P2Y 12 qua lién két cong héa tri caa
nhom sulfhydryl ctia n6 [6]. C6 nhiéu enzym CYP P450 tac dong 1én viéc tao nén céac chat
c6 hoat tinh cta clopidogrel nhu: CYP2B6, CYP2C9, CYP3A4/5, CYP1A2 va CYP2CI9.
Trong d6 CYP2C19 déng vai trd sdng con trong chuyén hoa clopidogrel. Cac enzym con
lai chi tham gia mot phﬁn nho trong hoat dong nay [6]. Gen chiu trach nhiém téng hop
CYP2C19 nam trén nhiém sic thé sé 10 doan 24 (10q24) va c6 35 kiéu da hinh duoc biét
dén. Trong d6 cac genotype CYP2C19*2, CYP2C19*3 va CYP2C19*17 1a nhiing kiéu gen
tac dong lén chirc nang chuyén hoa cia enzyme CYP2C19. CYP2C19*2 va CYP2C19*3 13
2 allen ma hoa cho enzyme CYP2C19 giam/mét chirc ning hay gip nhat, gy tinh trang
khang thudc Clopidogrel. Trong nghién ctru ndy, chung t6i ghi nhdn 46.67% bénh nhan c6
mang gen giam chirc nang chuyén hoa ctia enzym CYP2C19 dan dén tinh trang khang
Clopidogrel. Piéu nay ciing di duoc ghi nhan twong tir trong nghién ctru cua Jessica L. Mega
cling cong sy khi nghién ctru vé kiéu gen CYP2C19 gay giam chtic nang cua clopidogrel &
ngudi Chau A [3], [8]. Khi phan tich vé kiéu hinh gen, ching t6i ghi nhan trong nhém gen
giam chirc nang thi kiéu hinh CYP2C19*2 chiém ti 1& cao nhat 12/14 truong hop, trong do
kiéu hinh CYP2C19 *1*2 chiém 8/12 truong hop. Ghi nhan nay ciing twong ty nhu két qua
nghién ctru cua tac gia Nguyen Thi Mai Ngoc thuc hién tai Bénh vién Bach Mai [2].

V. KET LUAN

Do tudi trung binh ¢ dan ) nghién ctru 1a 56,57 + 9,32. Ti 1€ nam:nit 1a 1:2. trén
50% bénh nhan duoc phat hién do kham tam soat (56,67%). Gan % bénh nhan c6 tir 2 tai
phinh tr¢ 1én va vi tri tai phinh gap nhiéu nhat & dong mach canh véi kich thudc chiéu rong
trung binh 12 6.08 + 2.48mm, kich thudc chiéu dai trung binh 14 6,67 + 4.54 mm, khdng
ghi nhan truong hop tai phinh khong 15. % bénh nhén (46.67%) mang cau hinh gen
CYP2C19*2, CYP2C19*3 gay tinh trang khang Clopidogrel. bénh nhan mang allen *2
chiém ti 1& cao nhét va kiéu hinh di hop chiém %, dong hop chlem Y5, Tat ca nhimg bénh
nhan dat stent chuyen dong déu co chi dinh chéng két tap tiéu cau kép 1au dai (clopidogrel
va aspirin). Thé nén viéc xét nghiém kiéu hinh gen CYP2C19 thudng qui trén cac dbi tugng
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nay 13 hét sirc can thiét dé bac si1am sang co co so dé thay ddi phac do diéu tri sau can thiép
phu hop nhat cho bénh nhan.
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