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Pé khang di truyén CYP2C19 trong diéu tri bénh mach vanh:

van dé can quan tim trong ca thé hda diéu tri

BS.CKI. Nguyén Dirc Chinh

Bénh vién da khoa Qudc té S.1.S Can Tho




Khang tiéu cau kép (aspirin + P2Y12i) c6 vai tré quan trong trong
du phong tim mach & bénh nhan bénh mach vanh

Ticagrelor
STATIN Prasugrel

Clopidogrel

ACEi/ ARB Ngan ngira

hinh thanh huyét khoi
khi nit vo
ASPIRIN mang xo virads

\

Ngan ngua
bién co tai phats-5

R-BLOCKER

1. Kaplan ZS, Jackson SP. Hematology am Soc Hematol Educ Program 2011; 51-61. 2. Fuentes E et al. Platelets 2013; 24: 255-262. 3. Kovanen P, Pentikdinen MO. Heart Metab
2007; 36: 9—14. 4. Steg G et al. Eur Heart J 2012; 33: 2569-2619. 5. Roffi M et al. Eur Heart J 2015; epub ahead of print.



Clopidogrel
(tién chat)
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Hap thu & ruét
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DPac diém chuyén héa cla clopidogrel

Ester hoa . p 3 :
\ Clopidogrel la tién thudéc can dugc chuyén
— héa qua CYP2C19
Dang khéng hoat hoa (85%
lwgng Clopidogrel)
Céc alen mat chirc nang (LOF) ciia CYP2C19

CYP2C19

b el - Giam kha nang hoat déng cia CYP2C19

Dang hoat héa
(15% luwong Clopidogrel)

« M4t kha nang hoat héa clopidogrel
« Giam hiéu qua clopidogrel dw phong cac bién cb
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Simon T. et al, N Engl J Med 2009; Desta Z. Clin Pharmacokinet 2002;41:913-58; Wallentin, L. Eur
Heart J. 30(16),pp. 1964-77



Ngudi bénh mang kiéu hinh chuyén héa trung gian/cham (50%-60% & nguei
chiu A) s& giam dap irng vdi clopidogrel va cé nguy co ting bién cé tim mach

Genotype Phenotype Prevalence % Clopidogrel Implication

T s df t - - ~ Vé LIPS
e CAU  Asian IR tomator ncrssd vt Chuyén hoa siéu nhanh
('17/:17) / 0_04 response (o ciopiaogre
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o (X f AA CAU Asian : Normal or increased antiplatelet Chuyén héa nhanh
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Absezfn‘;g;:";t:st:’ui::i‘:zased ‘ AA CAU Asian N Normal antiplatelet response to
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https://doi.org/10.2147/PGPM.S231475
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Pa hinh gen CYP2C19 c6 anh huwédng I&n dén dap irng Dwoc déng hoc va Dwo'c

lwec hoc ctia thuéc

A Pharmacokinetic Response

Clopidogrel, 300 mg

Clopidogrel, 600 mg

Clopidogrel, 75 mg
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Pa hinh gen CYP2C19 va dap wng

duwoc déng hoc, duwoc lwe hoc sau

khi st dung liéu nap va liéu duy tri
clopidogrel & ngw&i tinh nguyén

khoe manh

Mega JL, Close SL, Wiviott SD, et al. Cytochrome
p-450 polymorphisms and response to
clopidogrel. N Engl J Med. 2009;360(4):354-362.
doi:10.1056/NEJM0a0809171



Cac nghién ctru cho thay: >50% nguwoi bénh Viét Nam
c6 dot bién gen chuyén héa CYP2C19

Kiéu hinh Kém
. Binh thwong Trung gian ) Trung gian + Kém
chuyén héa [dot bién 2 allele]

. (%) [d6t bién 1 allele] (%) (%)
[Kiéu gen] (%)

Hoang Q. Hoa'

Pao V. Pon’ 41.3 45.6 13.1
Tran Hoa' 40 48.2 11.8
Vi Thi Thom? 44.4 40.7 14.5
st T Ty MeuE 40.7 48.4 10.9
Nguy&n Hai Ha4 45.83 41.67 10.42
Vi Ngoc Trung® 39.49 44.62 13.84

1 Hoang Q. Hoa, Y hoc Tp. HCM, Tap 20 tr. 308; PBao V. Bén, Tap chi Dugc hoc, 57(8), tr 1 7: Trdn Hoa, DHYD Tp. HCM 2021

2. Méilién quan gitra do ngung tap tiéu céu véi kiéu gen CYP2C19*2, CYP2C19*3 va mot s6 yéu t6 khéac trén 54 bénh nhan dau that nguc khéng 6n dinh tai Vién Tim mach Viét Nam

3. Budc diu danh gid méi lién quan gitra da hinh gen CYP2C19 va dé ngung tap tiéu cdu trén bénh nhan nhdi mau co tim cap tai mot sé bénh vién & Ha Noi

4. NGHIEN CUU DA HINH KIEU GEN CYP2C19*2, *3 VA *17 TREN NGUO! VIET NAM MAC BENH BONG MACH VANH. Tap chi Céng nghé Sinh hoc 18(1): 41-48, 2020

5. NGHIEN CUU TAN SUAT BA HINH GEN CYP2C19 VA MOI LIEN QUAN VOI KET QUA BIEU TRI CHONG NGUNG TAP TIEU CAU O NGUOI BENH HOI CHUNG MACH VANH CAP
Vui Iong tham khédo Théng tin ké toa cdc thuéc dugc phé duyét tai Viét Nam khi st dung



3 Nghién ctru tai Viét Nam (982 BN): BN str dung Clopidogrel mang allen gidm chuyén héa
CYP2C19 c6 ty |é T vong va bién c6 tim mach cao hon BN khdng mang allen

Nghién ctru cia Tran Hoa nam 2021 Nghién ctru cia Vii Ngoc Trung nam Nghién ctru cua Hoang Quéc Hoa

nam 2016 trén 137 BN HCMVC

trén 650 BN c6 dat stent mach vanh 2021 trén 195 BN HCMVC
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Biéu dd 3.9. Xdc suiit xuit hi¢n cic bién ¢b tie mach trong nhém bénh

Thoi gian theo ddi (ngay) Thai gian xuit hién bién ¢ MACCE (ngay)

nhén c6 kiéu gen CYP2C19 lim gidm tic dung thude giira cic nhém diing o
x z Y Biéu dé 3: Tiin sudt xudt hién bién c6'tim mach sau 12 thing can thiép mach vanh.
thuoc chong ngung tip titu ciu.

IM/PM (Intermediate Metabolizer/ Poor Metabolizer): Chuyén héa trung gian/ Chuyén hod kém (Mang allele d6t bién)
NM (Normal Metabolizer): Chuyén héa binh thuwdng (Mang allele binh thuwdng)

1. Hoang Q. Hoa, Y hoc Tp. HCM, Tap 20, tr. 308; Bao V. Bén, Tap chi Dugc hoc, 57(8), tri1-7; Trén Hoa, DHYD Tp. HCM 2021
2. NGHIEN CUU BA HINH KIEU GEN CYP2C19*2, *3 VA *17 TREN NGU'O' VIET NAM MAC BENH BONG MACH VANH. Tap chi Céng nghé Sinh hoc 18(1): 41-48, 2020
3. NGHIEN CU'U TAN SUAT DA HINH GEN CYP2C19 VA MOI LIEN QUAN V31 KET QUA PIEU TRI CHONG NGUNG TAP TIEU CAU O NGU'Ol BENH HOI CHUNG MACH VANH CAP



Dot bién giam chuyén héa CYP2C19 anh huwéng t&i nhém bénh nhan nao?

Chung tdc c6 phai yéu t6 quyét dinh viéc dung khang KTTC?




Hién twong ma ai cling da tirng nghe dén 1 lan:
Nghich thwérng Pong A la gi?

“Mac du bénh nhan Dong A cé tan suat cao (¥65%) mang allens gay giam
hoat tinh cGa enzyme CYP2C19 so v&i bénh nhan da trdng nhuwng tan sut
bién c6d huyét khoi thap hon ngudi phwong Tay trong cac nghién ctru s6 bd”

Ngwoi Pong A (chd yéu Han Qudc, Nhat Ban) Nguwoi Vit Nam

Ty Ié mang allen giam hoat tinh CYP2C19 cao Ngwo'i Viet Nam mac du thudoc Pong
nhwng nguy co bién cé tim mach thap =2 st dung Nam A nhwng cé diém gidng nguwdi Nhat
Clopidogrel I3 d Ban, Han Qudc nén c6 thé ngoai suy

Dau 13 yéu td quyét dinh t&i anh hwéng cua
doét bién gidm chuyén héa CYP2C19?

Thromb Haemost 2021;121:422-432




Mang allen gidm chuyén héa CYP2C19 dnh huwdng rd rang nhat &
nhédm nguy co’ cao bao gém ACS va nhirng thang dau sau PCI CCS

ORIGINAL RESEARCH

CYP2C19 Genotype-Guided Antiplatelet Dir liéu tir 9 trung tadm PCl cé thé thuwc hién xét nghiém gen CYP2C19
Therapy After Percutaneous Coronary bao gom 3342 bénh nhan theo déi trong 12 thang sau PCI
Intervention in Diverse Clinical Settings
40.0% A Dén 56 Chung 40.0% 40.0% 7 c
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Nguy co’ bién cd tim mach nén quyét dinh anh

hwéng cia mang allen gidm chuyén héa CYP2C19

J Am Heart Assoc. 2022;11:e024159. DOI: 10.1161/JAHA.121.024159

LOF: Loss of Function: dwg'c dinh nghia 1a khdng cé chirc nidng hodc gidm chirc ning (ddt bién 1 allen hoic 2 allen)
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Nguy co’ biéen co tim mach né
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quyét dinh béi cac dic diem

lam sang trén tirng ngwoi bénh

https://doi.org/10.1016/j.jacasi.2025.04.010

FIGURE 5 Factors for High Ischemic Risk in East Asian CAD Patients
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Diabetes mellitus
requiring medication
Any multivessel CAD
Premature (<45 years) or
accelerated (new lesion
within a 2-year time) CAD
History of recurrent M|

Concomitant systemic
inflammatory disease

(0.0 human immunoded cency Vius. systesic
Kous erythematosus, chiosic arthiits)

&

CKD with eGFR
15~<60 mU/min/1.73 m?

Poly-vascular disease
(CAD plus PAD)

o

stents implanted
History of stent thrombosis

At least 3 on antiplatelet treatment

lesions treated Tolal stent
length > 60 mm

*Factors in the inner circle are added to predict ischemic risk in East Asians




CYP2C19 khong phai yéu té duy nhat lién quan dén dé khang

Clopidogrel can lwu y trén |am sang




Nghién ctru GRAVITAS: 7 yéu td |1dm sang lién quan dén tinh trang hoat tinh tiéu
ciu cao tai théi diém 30 ngay sau PCl & bénh nhan c6 dung Clopidogrel

Phan tich vé mai lién quan giira dac diém lam sang va tinh trang hoat tinh ti€u cau
cao khi str dung Clopidogrel tai th&i diém 30 ngay sau PCI
Phan tich don bién

[ or | 95% ClI p Value
Tudi> 75 2.82 1.70-4.67 <0.001
BMI > 30 kg/m2 1.61 1.18-2.20 0.006
Pai thao dudng 1.68 1.24-2.27 0.001
Bénh than man trung binh (CrCl 30- 2.06 1.36-3.12 0.001
60ml/min)
Bénh thdn man nang (CrCl <30ml/min) 3.43 1.42-8.26 0.006
CYP2C19*2 dot bién 1 allen 2.86 1.97-4.15 <0.001
CYP2C19*2 dot bién 2 allen 7.98 2.13-29.99 0.002

https://doi.org/10.1016/j.jcin.2020.01.226
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https://doi.org/10.1016/j.jcin.2020.01.226
https://doi.org/10.1016/j.jcin.2020.01.226

KDIGO va ESC déu nhan manh tinh trang lam giam hoat tinh cta
Clopidogrel (dé khang) & bn bénh than man hodc dai thao dwong

be outweighed by the substantial benefits. Clopidogrel is used
as an alternative to aspirin but CKD has been shown to be
associated with an increase in platelet reactivity and there is

resistance to clopidogrel in people with CKD, diabetes, and
CVD.*! The Clopidogrel for Reduction of Events During

ESC 2023: Bénh tim mach kem BT

Thus, DAPT, i.e. low-dose ASA with prasugrel or ticagrelor are pre-
ferred to DAPT with clopidogrel in patients with diabetes and ACS
(Supplementary data online, Table 512),3(”"]—312 unless the patient is
deemed at very high bleeding risk. Of note, patients with T2DM
have a reduced generation of the active metabolite of clopidogrel
compared with patients without diabetes (Supplementary data

KDIGO: “Bénh than man cd lién quan dén tang hoat

tinh tiéu cau va cé tinh trang DE KHANG Clopidogrel

0 bénh nhan Bénh than man, dai thao duong va

bénh tim mach”

ESC 2023: “Can lru y, bénh nhan c6 dai thdo duong

typ 2 6 sw gidm san sinh chat chuyén hda c6 hoat

tinh cta Clopidogrel so v&i bénh nhan khong cé dai

thao duwong”

1. Kidney International Supplements (2013) 3, 3; doi:10.1038/kisup.2012.75
2. European Heart Journal, Volume 44, Issue 39, 14 October 2023, Pages 4043-4140



Nguy co’ bién c6 tim mach nén trén nguwoi Viét Nam nhu thé nao?




Tir 2025-2050, khu virc Bong Nam A dwo'c dy doén c6 ty Ié tir vong
tim mach rat cao, gap hon 10 lan cac nwé'c Dong A c6é thu nhip cao

Age-Standardised Mortality Rates

Age-Standardised Mortality Rates (per 100,000)
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Lancet Reg Health West Pac. 2024 Jul 10;49:101138.

A Ranking of Age-Standardised Mortality Rates Attributed to Cardiovascular
Risk Factors in 2050

4,
@,}‘%
o% K,
0%4 & Ty %‘% ‘%%
T Q"fs-- “% %, A
% % e % %
High systolic blood pressure 1 2 1 1 1 1
Dietary risks = 3 2 2 4 2
High fasting plasma glucose 3 1 4 4 2 3
High LDL cholesterol 4 5 3 3 5 5
High body-mass index 5 4 7 6 3 4
Air poliution 6 3 s 9 7 B
Tebacco 7 7 6 5 6 7
Kidney dysfunction a8 8 8 7 8 8
Other environmental risks | 9 1 10 11 9 9
Non-optimal temperature | 10 9 9 8 11 10
Low physical activity | 11 10 11 10 10 11

Cac yéu t6 nguy co hang dau & khu vuc Déng Nam

A bao gom THA, BTD, béo phi, bénh than man...

doi: 10.1016/j.lanwpc.2024.101138
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Doi voi Viet Nam, nguy co’ huyét khoi dén tir bénh dong
mac van con rat Ién

Ty 1& dat muc tiéu huyét ap <140/90 mmHg theo STEPS 2021 chi khoang 30%, d6i vJi

muc tiéu <130/80 mmHg tham chi con thap hon rat nhiéu’

Ty 1& dat muc tiéu HbA1C < 7.0 mmHg tai mot s6 bénh vién I&n tai Viét Nam dao ddng
tur 40-50% 23 4

Theo nghién ctru DA VINCI: Chi khoang 18% bénh nhan dat dwoc muc tiéu LDL-C < 1.4

mmol/L°>

Viét Nam thudc nhédm cac nudce st dung ruou bia, thudc 14 nhiéu nhat thé gidi

Diéu tra STEPS 2021 cua WHO

Thuec trang kiém soat duong huyét va mot sé yéu t6 lién quan trén bénh nhan dai thao dudng type 2 tai bénh vién noi tiét trung wong nam 2022. https://doi.Org/10.51298/vmj.V527i1.5704
Plos ONE 17(7): e0270901. https://d0i.Org/10.1371/journal.Pone.0270901

Ty 18 dat myc tiéu kiém soat duong huyét trén bénh nhan dai thao duong tip 2 tai phong kham noi tiét bénh vién da khoa hoan my ciru long . doi: 10.47122/vjde.2020.45.4

Eur J prev cardiol. 2021 sep 20;28(11):1279-1289. Doi: 10.1093/eurjpc/zwaa047
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https://doi.org/10.1371/journal.pone.0270901
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https://doi.org/10.1371/journal.pone.0270901
https://doi.org/10.1371/journal.pone.0270901

Ca thé hda khang két tap tiéu cau trén bénh nhan

Viét Nam nhu thé nao




Ticagrelor 1a thudc KKTTC thé hé méi v&i hoat tinh san c6 khong bi anh hwéng béi

tinh trang CYP2C19 nhwv ddi vé&i Clopidogrel

@ chst o hoat tinh
. Chat chuyén héa trung gian

0 Tién thuéc
Oxi hoa
phu thudc CYP
5 (] CYP3A4/5
Ticagrelor CYP2B6 ()
e — Thity phan CYP2C19 \
e \ ) boi esterase
Prasugrel |7 @
Clopidogrel » @
\\ J/ Oxi hoéa Oxi héa
T phu thudc CYP phu thudc CYP
CYP1A2 CYP2C19
Dang Tién thuoc CYP2B6 CYP3A4/5
CYP2C19 CYP2B6

Figure adapted from Schémig A (2009). CYP, cytochrome P450.
Schémig A. N EnglJ Med 2009;361:1108-1111.
*Adapted from Gurbel PA, et al. Circulation. 2009;120:2577-2585.

Gan két



ACC va VNHA 2025: DAPT 12 thang v&i Ticagrelor la diéu tri mac

MNhap vién |

1 tudn | |

1 thang | |

3 thang

6 thang | .

9 thang | -

12 thiang

dinh cho bénh nhan HCMVC

HCMVC )

Chién lwoc mac J J Nguy co’ chay mau J

- w =% * -
dinh Cac chién lwoe giam chay mau sau PCI cao sau PCI*

Ngueng aspirin sau 1-4

Ngung aspirin sau 1-3
thang PCI

Mau sac tucng (Png v&i mirc khuyén céo trong phan “PHAN LOAI CAC MU’'C KHUYEN CAO”
*Nguy co xuat huyét cao theo ARC-HBR

**DAPT voi Ticagrelor 60mg hoac Prasugrel Smg hoac Clopidogrel 75mg.

Khuyén cdo cla Hai Tim mach hoc Viét Nam vé quan ly HCMVC 2025

O Viét Nam, ticagrelor 90mg dung ddng thdi véi ASA, duoc chi dinh & phong ngira cac bién c6 huyét khéi do xo vita ddng mach & bénh nhan bj HCMVC.
C6 thé can nhac ngung dung Aspirn sau 3 thang & nhitng bénh nhan HCMVC duoc PCI ¢é ting nguy co xuat huyét



ACC va VNHA 2025: Khi c6 ban khoan nguy co chay mau, ap
dung don tri Ticagrelor sau DAPT 2 1 thang (Class 1A)

HCMVC )
. | | |
Chién lworc mac S . — Nguy cor chay mau
dinh J Cac chien lwore giam chay mau sau PCI J cao sau PCI* J
Nhap vién - - - — - - - - |
1tudn | - R T
Ngueng aspirin sau 1-4
tudn PCI

1thang | - N e e e e

Ngung aspirin sau 1-3
thang PCI
dthang | - B AR O - -
6 thang | - -
9 thang | - _
12 thang | _ . b _ y _

Mau sac twong &ng voi mirc Khuyen cao trong phan “PHAN LOAI CAC MU'C KHUYEN CAO”.
*Nguy co xuat huyét cao theo ARC-HBR

**DAPT v@&i Ticagrelor 60mg hoac Prasugrel Smg hoac Clopidogrel 7omg.

O Viét Nam, ticagrelor 90mg dung ddng thdi véi ASA, duoc chi dinh & phong ngira cac bién c6 huyét khéi do xo vita ddng mach & bénh nhan bj HCMVC.

Khuyén céo ctia Hi Tim mach hoc Viét Nam vé quan Iy HCMVC 2025 oo ‘ . e ‘4 St huyé
uyen cao cua Hot Tim mach hoc Viet Nam ve quan ly C6 thé can nhic ngwng dung Aspirn sau 3 thang & nhitng bénh nhan HCMVC dugc PCI ¢é ting nguy co xuat huyét



Nhap vién

1 tudn

1 thang

3 thang

6 thang

9 thang

12 thang

Mau sac twong (rng v&i mire khuyén céo trong phan “PHAN LOAI CAC MUC

VNHA 2025: Xudéng thang (giam liéu
Clopidogrel ttest gen CYP2C19/chirc nang tiéu cau) mirc llb

HCMVC J

|
Chién lwoc mac
dinh

Cac chién lwoc giam chay mau sau PCI

Ngung aspirin sau 1-4
tuén PCI

Ngung aspirin sau 1-3
thang PCI

*Nguy co xuat huyét cao theo ARC-HBR

|**DAPT voi Ticagrelor 60mg hoac Prasugrel Smg hoac Clopidogrel 75mg.|

Khuyén cdo cla Héi Tim mach hoc Viét Nam vé quan ly HCMVC 2025

O bénh nhan HCMVC dwoc can thiép mach vanh
qua da, chién lwvoc xubng thang gidm d& manh liéu
phap khang két tap tiéu cau kép (chuyén tir ticagrelor

ho&c prasugrel liéu_chudn sang Iiég thap hon hoac
sang clopidogrel) sau 1 thang co thé hop ly dé giam
nguy co’ xuat huyét

Can nhac xét nghiém chirc nang tiéu ciu hodc xét
nghlem gen glam chirc nang CYP2C19, khi xuéng
thang vOi cIopldogreI hoac don tri v&i clopidogrel
trong khoang thoi gian 1-3 thang sau can thiép mach
vanh qua da.

P2Y12i manh, chuyén doi

O Viét Nam, ticagrelor 90mg ding ddng thoi véi ASA, dugc chi dinh & phong ngira cac bién c8 huyét khdi do xo vita dong mach & bénh

nhan bj HCMVC. Cé thé can nhac ngung dung Aspirn sau 3 thang & nhitng bénh nhan HCMVC duoc PCI cé ting nguy co xuat huyét



ESC 2024 vé Hdi chirng vanh man: Phac d6 KKTTC kép

In CCS patients with no indication for oral anticoagulation, DAPT consisting of aspirin 75—
100 mg and clopidogrel 75 mg daily for up to 6 months is recommended as the default I

antithrombotic strategy|after PCl-stenting. |

In CCS patients undergoingmh—thrombotic risk stentingJe.g. complex left main stem, 2-
stent bifurcation, suboptimal stenting result, prior stent thrombosis, previously known
W2C19 *2/*3 polymorphisms), prasugrel or ticagrelor (in addition to aspirin) may be
considered instead of clopidogrel, for the first month, and up to 3—6 months.

Ilb C

Khé'i tri va duy tri 6 thang DAPT v¢&i Clopidogrel hodc véi Ticagrelor/Prasugrel néu cé

nguy co huyét khdi cao hodc cé bang chirng dot bién giy giam chirc ning CYP2C19

European Heart Journal; 2024 - doi: - \ N . i a ) .,
10.1 093/eurheartj/ehae177) Vui long tham khao théng tin ké toa cuia cac thudc tai Vit Nam trudc khi stir dung



Két luan

Bénh nhan mang allen gidm chuyén hdéa CYP2C19 lam gidm nong dod thudc khi s&r dung Clopidogrel, do dé
tiém an nguy co gia tang bién ¢ tim mach

Tinh trang nay phu thudc vao nguy co nén ctia bénh nhan, nguy co cang cao, tan suat bién co tim mach
cang lén

Nguoi Viét Nam co nguy co bién cd tim mach cao hon cac nwdc thu nhdp cao nhw Han Quéc, Nhat Ban, vi
vay hién tuwong “nghich thuong Dong A” cé thé khong dung véi ngudi Viét Nam

Ticagrelor la thudc KKTTC thé hé mai, cé hoat tinh truc ti€p, khéng bi anh hwdng béi CYP2C19 hay cac yéu
t6 1am sang khac

Nhirng trwdng hop nguy co bién ¢d tim mach cao nhw HCMVC hodc HCMVM nguy co cao hodc cé bang
chirng mang allen gidm chuyén héa CYP2C19 can wu tién DAPT véi Ticagrelor

Trong mot s6 truong hop cé quan ngai nguy co xuat huyét, ap dung chién lwgc don tri Ticagrelor hodc
giam liéu sau DAPT chuén 1 thang dé gidm doéng thoi ca nguy co huyét khéi va xuat huyét cho ngudi bénh

& Viét Nam, ticagrelor 90mg diing ddng thdi véi ASA, duoc chi dinh & phong ngira cac bién c8 huyét khdi do xo vita dong mach & bénh nhan bj HCMVC. C6 thé can nhic ngung ding Aspirn sau 3 thang & nhitng bénh nhan HCMVC dugc PCI c6 ting nguy co xuét huyét
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