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Khio sat dic diém dd ngung tip tiéu ciu va dé Khang
clopidogrel ¢ bénh nhan dwogc can thiép dong mach vanh
qua duong ong thong

Investigating the features of platelet aggregation and clopidogrel
resistance in patients undergone percutaneous coronary intervention

Ta Anh Hoang*, Nguyén Duy Toan*, *Bénh vién Quan y 103,
Trwong Pinh Cam** **Bénh vien Quany 175
Tom tat

Muc tiéu: Khao sat dac diém dd ngung tap ti€u cau va ti I&é khang thuéc clopidogrel & bénh nhan
dugc dat stent ddong mach vanh qua dudng éng théng. Béi tuong va phuong phdp: Nghién cliu mo ta cat
ngang véi 171 bénh nhan dugc diéu tri can thiép dat stent ddng mach vanh thanh céng c6 diéu tri véi
clopidogrel tai Bénh vién Quan y 103 va Bénh vién Quan y 175 tU thang 9/2021 dén thang 12/2022.
D6 ngung tap tiéu cau dugc xac dinh bang phuong phap do dé truyén quang vai chat kich tap dac hiéu
ADP. Khang clopidogrel dugc xac dinh khi d& ngung tap ti€u cau t6i da > 50%. Két quad: Do tudi trung
binh clia nam gidi (59,91 + 11,11) thap hon ni giGi (68,21 + 9,3) vGi p<0,05. Pd ngung tap ti€u cau &
nhom hat thudc 1a cao hon nhém khong hat thudce (51,48 + 15,07% so véi 44,11 + 15,09%, p<0,05).
Nhém cé néng d6 NT-proBNP > 300pg/ml c6 dd ngung tap tiéu cau cao hon nhém c6 néng do
NT-proBNP < 300pg/ml (50,54 + 15,89% so vé&i 43,7 + 14,45%, p<0,05). D6 ngung tap tiéu cau tuong
quan thuan muc d6 yéu véi BMI (r = 0,24) va téng chiéu dai stent (r = 0,15) vGi p<0,05. Ti 1& khang
clopidgrel 13 43,68%. G nhém bénh nhan c6 BMI > 23kg/m? hut thudc 14, nong dd NT-proBNP
> 300pg/ml thi ti 1é khang clopidogrel cao han so véi nhém con lai v6i p<0,05. Két ludn: D6 ngung tap
ti€u cau & nhom bénh nhan cé hut thudc 14, nong dd NT-proBNP > 300pg/ml cao hon so véi nhém con
lai, dong thai tuong quan thuan muc d6 yéu véi BMI va sé lugng stent dugc can thiép. Ti 1é khang
clopidogrel 13 43,68%. & nhém bénh nhan cé hit thuéce 1d hodc BMI > 23kg/m? hodc c6 ndng dod
NT-proBNP = 300pg/ml thi ti 1&é khang clopidogrel cao han so véi cdc nhdém con lai véi p<0,05.

Turkhéa: D6 ngung tap ti€u cau, khang clopidogrel, can thiép déng mach vanh qua dudng éng théng.

Summary

Objective: To study the features of platelet aggregation and the rate of clopidogrel resistance in
patients undergone percutaneous coronary intervention. Subject and method: A cross-sectional
descriptive study with 171 patients who were successfully stenting and treated with clopidogrel at 103
Military Hospital and 175 Military Hospital from 9/2021 to 12/2022. Platelet aggregation was determined
by light transmission aggregometry with specific stimulant agent ADP. Clopidogrel resistance was
determined when the maximal platelet aggregation was > 50%. Result: The average age of men
(59.91 + 11.11) was lower than that of women (68.21 + 9.3) with p<0.05. The rate of female patients with
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diabetes (39.53%) was higher than that of men (22.65%) with p<0.05. Platelet aggregation in the
smoking patient group was higher than the non-smoking group (51.48 = 15.07% vs 44.11 £ 15.09%,
p<0.05), at the same time in the patient group with NT-proBNP level = 300pg/ml had higher platelet
aggregation than the group with NT-proBNP level < 300pg/ml (50.54 + 15.89% vs. 43.7 = 14.45%,
p<0.05). Platelet aggregation showed a weak positive correlation with BMI (r = 0.24) and total stent
length (r = 0.15) with p<0.05. The clopidgrel resistance rate was 43.68%. In the group of patients who
smoked or had BMI > 23kg/m? or had NT-proBNP levels > 300pg/ml, the clopidogrel resistance rate was
higher than the other group with p<0.05. Conclusion: Platelet aggregation in the group of patients who
smoked or had NT-proBNP levels > 300pg/ml was higher than the other groups, and correlated
positively with BMI and the number of stents treated. The clopidogrel resistance rate was 43.68%. In the
group of patients who had BMI > 23kg/m? or smoked or had NT-proBNP levels > 300pg/ml, the rate of

clopidogrel resistance was higher than in the other groups with p<0.05.
Keywords: Platelet aggregation, clopidogrel resistance, percutaneous coronary intervention.

1.Patvan dé

Bénh dong mach vanh (BMV) dang c6 xu huéng
gia tang va tré héa tai Viét Nam. Mdc du, da c6 nhing
phét trién cta ki thuat can thiép PMV qua dudng 6ng
thong nhung ti 1é ti vong (TV) chung con cao. Sy phéi
hop gilta aspirin v6i 1 thubc Uc ché thu thé P2Y12 sau
can thiép dat stent DMV la diéu tri nén. Trong do,
clopidogrel van la su lua chon mang tinh phé bién va
phtu hgp véi diéu kién ctia Viét Nam. Tuy vay, viéc st
dung clopidogrel van con xay ra cac bién c6 tim mach
(BCTM) I6n nhu tac hodc tai hep mach vanh sau dat
stent, d6t quy ndo, suy tim, t& vong do tinh trang
khang thudc nay. Trén cac doi tugng bénh nhan (BN)
chau A, tinh trang khang clopidgrel rat thudng gap
VGi ti 1& tir 17,2% dén 81,6% [1]. Do do, viéc danh gia
dap Ung ngung tap tiéu cdu (NTTC) cha thudc
clopidogrel & cac BN sau can thiép dat stent DMV cé y
nghia vé cling quan trong, tir d6 c6é phac dé diéu tri
hap li la rat can thiét. Bén canh do6, do d6 NTTC bang
phuong phap truyén quang dugc xem nhu “tiéu
chudn vang” dé danh gid tinh trang khang
clopidogrel. Vi vay, ching t6i tién hanh nghién ctu
nay nham muc tiéu: Khdo sdt ddc diém dé NTTC véi ADP
va ti 1é khdng thudc clopidogrel & ngudi bénh dugc can
thiép dat stent DMV qua dudng éng théng.

2. Pdi tugng va phuong phap
2.1.Déi tuong

171 BN bénh DMV dugc can thiép dat stent
DMV thanh cong va c6 diéu tri véi clopidogrel tai

Bénh vién Quan y 103 va Bénh vién Quan y 175 tu
thang 9/2021 dén thang 12/2022.

Tiéu chudn Iua chon

BN > 18 tudi.

BN dugc chan doan hoi chiing ddng mach vanh
cdp (HCBMVCQ) theo dua theo Tiéu chuan doéng
thudn toan cau lan th IV (2018) [2].

BN dugc chan doan hoi chiing ddng mach vanh
man (HCDMVM) theo huéng dan Hoéi Tim mach
chau Au (ESC 2019) [3].

Tat ca BN trong nghién cttu dugc chup va can
thiép DMV dua theo hudng dan cta Hoi Tim mach
chau Au (ECS 2021) [4].

BN tuan thi st dung thuéc clopidogrel lién tuc > 7
ngay (75mg/ngay) va déng y tham gia nghién ctu.

Tiéu chudn loai tror

Di Uing véi clopidogrel.

S dung cac thudc tc ché thu thé P2Y12 khac
clopidogrel (ticagrelor hodc prasugrel) trong vong
7 ngay trudc thai diém nghién cuu.

DPang diéu tri thuéc ch6ng dong dusng udng.

Da st dung cac thudc chéng viém giam dau
khong steroid (NSAIDs) trong vong 7 ngay trudc dé.

S dung thu6éc omeprazol trong diéu tri.

RGi loan nudc va dién giai nang.

Hemoglobin dudi 80g/l hoac trén 170g/I.

Tiéu cau duéi 100G/l hodc trén 450G/I.

45



JOURNAL OF 108 - CLINICAL MEDICINE AND PHARMACY  Vol.19 - N°2/2024

DOI: https://doi.org/10.52389/ydlIs.v19i2.2175

BN hodc gia dinh mac cac bénh ly r6i loan déng
cam mau.

Viém gan, xo gan, ung thu gan.

Muc loc cau than duédi 30ml/phat/1,73m? da
hoac dang loc mau chu ky.

2.2, Phuong phdp

Thiét ké nghién clu: M6 ta cat ngang.

Cac budc tién hanh nhu sau:

Lua chon nhitng BN bénh DMV dugc can thiép
dat stent DMV thanh cong va cé diéu tri vé&i thudc
clopidogel v&i duy tri liéu 75mg/ngay trong it nhat
7 ngay.

Do dé NTTC bang phuong phéap truyén quang
(LTA - Light Transmission Aggregometry) véi chat kich

tap dac hiéu ADP (Adenosine diphosphat) 5umol/I.
Xét nghiém dugc tién hanh theo quy trinh nhu nhau
tai Khoa huyét hoc - Bénh vién Quan y 103 va Khoa
Huyét hoc - Bénh vién Quan y 175. Thoi diém tién
hanh khi da s&r dung clopidogrel it nhat 7 ngay.

Tiéu chuan khang clopidogrel dugc xac dinh khi
d6o NTTC t6i da (MPA - Maximal Platelet
Aggregation) > 50% [5].

Tiéu chuan hat thudc 14: BN dang hut thudc 14 hoac
da tiing hut thudc 1a véi bat ki loai thudc 14 nao [6].

XU i s6 liéu: Bang phan mém SPSS 26.0. Gia tri
p<0,05 dugc xem la cé y nghia thong ké.

Pao duc nghién ctu: Nghién clu da dugc thong
qua hoi déng Y duc Bénh vién Quan y 175 va Bénh
vién Quany 103.

3.Két qua
Bang 1. Pac diém chung ctia nhém bénh nhan nghién ciu
Pac diém Gigi nam (n =128) Giginir (n =43) P
Tuéi 59,91 £ 11,11 68,21 £9,3 <0,05
BMI, kg/m? 23,19+ 2,54 2291+33 >0,05
Tang huyét ap, n (%) 97 (75,78%) 37 (86,05%) >0,05
Ddi thdo duong, n (%) 29 (22,66%) 17 (39,53%) <0,05
R&i loan lipid mau, n (%) 94 (73,44%) 34 (79,07%) >0,05
HCBMVC, n (%) 116 (90,63%) 36 (83,72%) >0,05
HCDMVM, n (%) 12 (9,38%) 7 (16,28%) >0,05
LVEF, % 59,29+ 11,15 61,87 £9,53 >0,05
S8 nhanh DMV tén thuong 1,79+0,79 1,65+ 0,81 >0,05
S6 lugng stent dat 1,19+0,14 1,09 £ 0,29 >0,05
Téng chiéu dai stent, mm 33,99+ 15,36 30,84 +12,23 >0,05
Pudng kinh stent, mm 3,09+£043 2,98 £0,48 >0,05

(LVEF: Phdn sudt téng mdu that trdi; UCMC: Uc ché men chuyén; UCTT: Uc ché thu thé; MRA: Loi tiéu khdng
aldosteron; PPI: Thudc tic ché bom proton).

Nhdn xét: D6 tudi trung binh clia nam gigi (59,91 + 11,11) thap hon ni giéi (68,21 + 9,3) vé6i p<0,05. Ti &
BN nir gi¢i mac dai thao dudng (39,5%) cao hon so vai nam gidi (22,7%) véi p<0,05.

Bang 2. Pac diém dé ngung tap tiéu cau

Z Kurtosis
0,172

Z Skewness
-0,312

X +SD
46,78 + 15,45

Min - Max
1,7-82,6

MPA (%)

Nhdn xét: Gia tri trung binh d6 NTTC trong nghién ctiu la 46,78 + 15,45%.

46



TAP CHI Y DUOC LAM SANG 108

Tap 19 - S6 2/2024

DOI: https://doi.org/10.52389/ydlIs.v19i2.2175

Bang 3. Méi lién quan giita d6 ngung tap ti€u cau véi mdt sé yéu té 1am sang, can 1am sang

Dic diém MPA (%) p
X <65 46,4+ 16,68
Tubi >0,05
>65 47,17 £ 14,15
Nam 46,07 £ 15,24
Gigi >0,05
N 48,88 + 16,05
, Co 46,9 + 15,47
Tang huyét ap >0,05
Khéng 46,35+ 15,56
co 46,35+ 13,53
Pai thdo dudng >0,05
Khéng 46,94 + 16,15
’ co 47,79 £ 1545
Réi loan lipid mau >0,05
Khéng 43,77 £ 15,23
' cé 51,48 £ 15,07
Hut thudc 1a <0,05
Khong 4411+ 15,09
) HCBMVC 46,92 + 15,82
Thé bénh >0,05
HCPMVM 45,64 +£ 12,31
<40 44,55+ 15,29
LVEF (%) > 40-50 46,44 + 17,66 >0,05
>50 46,94 + 15,22
<300 43,7 £ 14,45
NT-proBNP (pg/ml) <0,05
=300 50,54 + 15,89

Nhdn xét: D6 NTTC & nhom hat thuéc 1a cao han so véi nhom khéng hut thudc véi p<0,05. Nhom céd
nong d6 NT-proBNP > 300pg/ml c6 @6 NTTC cao hon nhém cé néng dé NT-proBNP < 300pg/ml véi p<0,05.

Bang 4. Tuong quan giita dd ngung tap tiéu cau véi mot sé yéu té lam sang, can 1am sang

Théng s6 r P
Tuéi 0,06 >0,05
BMI 0,24 <0,05
S8 lugng tiéu cau 0,12 >0,05
S6 nhanh DMV tén thuong 0,02 >0,05
S6 stent dat 0,07 >0,05
Pudng kinh stent 0,003 >0,05
Tong chiéu dai stent 0,15 <0,05

Nhdn xét: C6 méi tuong quan thuan muc do yéu gitta dd NTTC va BMI (r = 0,24) va téng chiéu dai stent

(r=0,15) v6i p<0,05.
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Ti 1§ khang clnpidngrel

I Ehéng khing clopiogrel
B Khing Clopidogrel

Biéu dé 1. Ty I& dé khang clopidogrel.

Nhan xét: Ti 1é khang clopidogrel trong nghién cdu la 43,68%.

Bang 5. Mai lién quan giita khang clopidogrel véi mét sé dac diém 1am sang va can lam sang

. aew Khang clopidogrel, Khong khang clopidogrel,
b
ac diém n (%) n (%) p
<65 38 (22,22) 49 (28,65)
Tudi >0,05
> 65 37 (21,64) 47 (27,49)
. Nam 55 (32,16) 73 (42,69)
Gigi . >0,05
NG 20(11,70) 23(13,45)
5 Y coé 59 (34,50) 75 (43,86)
Tang huyét ap - >0,05
Khéng 16 (9,36) 21(12,28)
o . cé 18(10,53) 28 (16,37)
bai thao dudng - >0,05
Khéng 57 (33,33) 68 (39,77)
L coé 61 (35,67) 67 (39,18)
Réi loan lipid mau N >0,05
Khéng 14 (8,19) 29 (16,96)
cé 44 (25,73) 41 (23,98)
BMI > 23 (kg/m?) - <0,05
Khéng 31(18,13) 55(32,16)
i . coé 41 (23,98) 21(12,28)
Hut thuoc 13 - <0,05
Khéng 34 (19,88) 75 (43,86)
<300 32(18,71) 62 (36,26)
NT-proBNP (pg/ml) <0,05
=300 43 (25,15) 34 (19,88)

Nhdn xét: Nhém

4. Ban luan

Ddic diém dé ngung tap tiéu cdu

BN c6 BMI > 23kg/m? hut
thudc 13, néng dé NT-proBNP > 300pg/m ti 1é khéng
clopidogrel cao han so v&i nhém con lai véi p<0,05.

NTTC doéng vai trd quan trong trong diéu tri sau
can thiép dat stent DMV do su lién quan chdt ché véi

48

cac BCTM & ngén han ciing nhu dai han. C6 nhiéu
phuang phap dé xac dinh d6 NTTC, tuy nhién trong
nghién cdu nay ching t6i si dung phuong phép
LTA. Bay dugc coi la “Tiéu chuan vang” dé danh gia
dd NTTC. Két qua do dd NTTC & cac BN duoc can
thiép DMV khi da st dung du it nhat 7 ngay trong
nghién clu cta ching téi tuang dong vai nghién
clu cla Hong-Zhe Zhang (2014) véi gia tri trung
binh NTTC la 44 + 18%; tuy nhién, cao hon cac
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nghién ctu ctia Dao Van Don (2020) va Tran Thi Hai
Ha (2017) vai két qua lan luot la 41,2 + 14,6% va
37,64 £ 16,04% [7], [8]. C6 su khac biét nay dé la do
su khac nhau déi tugng trong nghién ctu clia ching
t6i la cac BN dugc can thiép dat stent DPMV. Nghién
cu cla Bjorn Redfors (2019) cho thdy duong kinh
cla stent DMV c6 anh hudng t&i ddp ang NTTC [9].
Doéng thai, ching t6i nhan thdy do NTTC c6 méi
tuong quan thuan vai téng chiéu dai stent dugc can
thiép. Két qua phu hgp véi nghién ctu Tran Thi Hai
Ha (2017) cho thay d6 NTTC ting cao cé y nghia
théng ké & cac nhém BN c6 tén thuong 2 nhanh
DMV hodc can thiép 2 nhanh DMV [8]. Diéu nay cho
thay, déi véi cac BN dat stent dai viéc duy tri nghiém
ngat thudc chéng NTTC la rat quan trong.

Bén canh d6, @ NTTC & nhdm BN ¢6 hut thudc
la cao hon so vGi nhém khong hut thudc. Diéu nay
€6 thé dugc giai thich d6 la do trong khéi thuéc 14 co
chiia cac chat anh hudng dén hoat déng cla
enzyme CYP1A2 tham gia qua trinh chuyén hoa
clopidogrel thanh chat chuyén héa c6 hoat tinh.
CYP1A2 ddng vai tro 35,8% trong qua trinh oxy hoa
clopidogrel nén hut thuéc 1a c6 thé lam gidm hoat
déng chuyén hoa cac chat qua enzyme nay [1].
Dong thai, dd NTTC cé méi tuong quan thuan muc
dé yéu vai BMI. Diéu nay co6 thé dugc giai thich do
béo phi lam tang insulin, tang leptin la hai yéu t6
thuc day qua trinh oxy hoa lipid, kich thich cac yéu
t6 gay viém tu dé tang hoat hoa tiéu cau (TC) [7].
Nghién ctu ctia Dogan A (2016) cho thay leptin tang
cao & ngudi béo phi, ma TC lai ¢6 thu thé cla leptin
G bé mat. Do d6, tang leptin trong mau gay tang
NTTC qua chat trung gian ADP [10].

Nghién ctru clia ching téi nhan thay & cac BN
¢ tang NT-proBNP > 300pg/ml cling ¢c6 moi lién
quan dén do NTTC. NT-proBNP phan anh tinh trang
tang ap luc tdc déng Ién thanh tim hoac thanh tim
bi gian, ma trong nghién clu cta chung t6i da
phan cac BN mac HCDMVC do dé thudng gap tinh
trang suy tim sau NMCT nén tinh trang tang chat
chi diém sinh hoc nay cling rat thudng gap. Trong
giai doan cap clia bénh DMV thi hién tuogng két
dinh va NTTC dién ra manh. Do d6 c6 thé dan dén
d0 NTTC cao han & cac BN c6 tang NT-proBNP.

Bdic diém khdng clopidogrel

Khang clopidogrel la tinh trang khéng dap Uing
day du khi st dung thuéc nay va o6 lién quan chat
ché dén cac BCTM nhu lam gia tang nguy co NMCT
tai phat, ty Ié TV sau HCDMVC va huyét khoi trong
stent. Ti 1&é khdng clopidogrel tuy thudc vao tung
chling téc, vung dia ly, phuong phap do cling nhu
ngudng xac dinh [1]. Ti 1é khédng clopidogrel trong
nghién ctu clia chung téi kha cao vaéi 43,86%, két
qud nay cao hon nghién ctu cua Bao Van Bon la
29,3% [3]. Tuy nhién, két qua nay kha tuong déng
vGi nghién ctru cla Park (2011) trén d6i tugng BN
Han Quoc vdi ti 1é khang clopidogrel 1a 46%; hay
nghién ctiu cia Amin (2017) & BN Malaysia thi ti 1é
nay la 38% [1].

Co6 nhiéu yéu t6 anh hudng dén tinh trang
khang clopidogrel nhu dac diém lam sang, tuong
tac thudc, té bao cliing nhu di truyén. Nghién cuu,
chung t6i nhan thdy tinh trang BMI > 23kg/m?* va
huat thuéc 14 cé lién quan dén khang clopidogrel va
dén tang d6 NTTC, tUr d6 dan dén hau qua sé lam
tang tinh trang khang clopidogrel. Két qua nay ciing
phu hgp véi nghién cdu ctia Dogan [1], [10]. Do d6,
G cac déi tugng BN nay nén dugc danh gia dé NTTC
dé tir d6 c6 thé dung thudc vai phac dé phu hop. Dé
tang hiéu qua diéu tri, viéc tu van BN bd thudc 14
cling nhu diéu chinh can nang la rat quan trong.

Nghién ctiu clia ching téi thay cé mai lién quan
gilta tdng nong do NT-proBNP véi tinh trang khang
clopidogrel. Két qué nay cling c6 thé dugc gidi thich
dua trén két qua c6 tang d6 NTTC & nhing BN nay,
tr d6 lam gia tang tinh trang khang thudc
clopidogrel. Tuy nhién, nghién ctu cta chung toi
chua nhan thay su khac biét 6 NTTC gilra cdc nhom
BN suy tim phan loai theo phan suat tong mau. Do
dé can cé nhiing nghién ctu sau hon dé cé thé lam
ro co ché ctia hién tugng nay.

Nhu vay, qua nghién ctu nay chidng t6i nhan
thay rang trong thuc hanh 1am sang nén xét nghiém
doé NTTC dé khao sat dap ung véi thudc clopidogrel,
dac biét & cac BN hat thudc 13, BMI = 23kg/m? hoac
c6 ndng d6 NT-proBNP > 300pg/ml.
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5. Két luan

Nghién cdu trén 171 BN bénh DMV dugc can
thiép dat stent c6 diéu tri vGi clopidogrel, két qua
cho thay:

D6 NTTC & nhédm BN 6 hat thudc 1a hodc co
nong d6 NT-proBNP > 300pg/ml thi cao hon so véi
nhom con lai, déng thai tuong quan thuan muc d6
yéu vGi BMI va s6 lugng stent dugc can thiép.

Ti lé khang clopidogrel 1a 43,68%. G nhém BN
c6 hut thudc 1a hodc BMI > 23kg/m? hodc c6 néng
do NT-proBNP = 300pg/ml cé ti Ié khang clopidogrel
cao hon so véi cdc nhém con lai.
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