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Tém tat
Muc tiéu: Khao sat ndng d6 copeptin huyét thanh & bénh nhan nhdi mau co tim (NMCT) cap. Tim hiéu
gid tri chdn doan cua copeptin & b&nh nhan NMCT cip. P6i twong nghién ciru: 156 d6i twgng trén 18 tudi
tham gia nghién cru bao gdm 78 bénh nhan nhap vién dugc chan dodn NMCT c&p (31 NMCT ST chénh lén,
47 NMCT khéng ST chénh |&n) va 78 ngudi khde manh lam nhém déi chirng. Phwong phap nghién ciru: mo
ta cit ngang co so sanh. K&t qua: (i) Nong do hs-Troponin | va copeptin & nhém NMCT cdp cao hon nhédm
chirng. Néng dd copeptin trung binh @ nhém NMCT ST chénh 1én 13 0,93 + 0,19 ng/ml cao hon nhém NMCT
khéng ST chénh lén a3 0,72 + 0,16 ng/ml va ca hai cing cao hon nhdm ching 0,52 + 0,14 ng/ml cé y nghia
théng ké (p< 0,001). (i) Piém c&t téi han clia copeptin huyét thanh trong chan dodn NMCT cap la 0,65 ng/ml
¢ dd nhay 70,51%, do dac hiéu 88,46%, AUC = 0.8891, KTC 95% 0,84 — 0,94, p < 0,001. K&t ludn: Copeptin
huyét thanh c6 d6 nhay va do dic hiéu cao trong chdn dodn NMCT cap.
Tir khéa: Copeptin, hs- Troponin I, nhdi madu co tim khéng ST chénh 1én, nh6i mdu co tim ST chénh Ién.
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Objective: To investigate the effectiveness of serum copeptin in the diagnosis of acute myocardial infarction.
Patients: A total of 156 cases were enrolled in the study. All were over 18 years of age, and consisted of 78
AMI (31 STEMI and 47 NSTEMI) and 78 healthy subjects (controls). Methods: This was a cross sectional study
with serum hs-Troponin | and copeptin were measured in each of the cases and were compared between the
three groups for statistical differences. Results: (i) The serum hs-Troponin | and copeptin levels in the AMI
group were found significantly higher than the control group. The mean serum copeptin of STEMI patients
(0.93 + 0.19 ng/mL) was higher than NSTEMI patients (0.72 + 0.16 ng/mL); both were significantly elevated
in compare with control group (0.52 + 0.14 ng/ml); p < 0.001. (ii) The serum copeptin with a cut-off value
of > 0.65 ng/mL had 70.51% sensitivity and 88.46% specificity (AUC 0.8891, 95% Cl 0.84 — 0.94, p < 0.001).
Conclusion: Serum copeptin had a high sensitivity and specificity in AMI diagnosis.

Key words: Copeptin, hs- Troponin I, Non-ST-segment elevation myocardial infarction, ST-Elevation
myocardial infarction.

1. DAT VAN BE

Nhdi mau co tim (NMCT) cap |a moét trong nhitng
nguyén nhan nhap vién va gy tlr vong hang dau &
trén thé gidi. Tai Hoa Ky, theo sé liéu thdng ké ndm
2018 vé bénh tim va dot quy, ty 1é mac méi NMCT
cap hang nam la 605000 trwdng hop va 205000
truong hop NMCT téi phat [6]. Tai Chau Au, cr mbi
6 nam gidi va mdi 7 nit gidi lai cd mdt ngudi tlr vong
do NMCT. Nam 2010, tai Anh, ty |& t&r vong do NMCT
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trén 100000 dan 14 39,2% & nam va 17,7% & nix [19].
S8 bénh nhan NMCT tai Viét Nam ¢ xu hudng gia
tang ngay cang nhanh chdng; sb liéu cong bd cla
Vién tim mach Viét Nam cho thay ty |1& nhap vién vi
NMCT cap tang tir 2% vao ndm 2001 |én dén 7% vao
ndm 2007 trén téng s6 bénh nhan nhap vién diéu tri
noi tru [2].

D&u 4n sinh hoc déng vai trd quan trong trong
héi chirng vanh cap, trong dé troponin tim duoc
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khuyén cdo s& dung nhu 13 xét nghiém dau tay dé
chan dodn NMCT cap [17]. Troponin thé hé mdi véi
d6 nhay cao (hs-Troponin T hodc hs-Troponin I) la
ddu an sinh hoc cé gia tri chan doan va tién lvong da
duoc cdng nhan, duwoc sir dung rdng rii trong thuc
hanh 1am sang hién nay [2]. Bén canh d6 nhiéu chat
chi diém sinh hoc md&i da va dang dugc nghién clru
trong chan doan s&m NMCT cap [20]. M6t trong s6
do 1a Copeptin, peptid cé 39 acid amin, cé ngudn
g6c than kinh ndi tiét, 1a phan doan cubi C cla tién
chat arginine vasopressin (proAVP), dwoc phdng
thich cung vasopressin trong sudt qua trinh chuyén
hoa cla tién chat. Copeptin cé tinh 8n dinh, dé& dang
do duoc trong huyét thanh va 13 chat dai dién dé
danh gid nong do vasopressin [3], [11]. Cac nghién
clru gan day cho thay ndng do copeptin & bénh nhan
NMCT c4p ting cao trong giai doan sém [16]; cung
vdi troponin, cé thé loai trir sém chan doan NMCT
cép, vai gia tri du bdo 4m tlr 97% dén 100% & nhitng
bénh nhan dau ngwc nhap vién tai phong cap clru
[7], [9]. Vi vay, ching t6i tién hanh nghién ciru dé tai:
“Gia tri chan dodn cla copeptin huyét thanh trong
NMCT cap” véi 2 muc tiéu:

1. Khdo sat ndng doé copeptin huyét thanh & bénh
nhdn NMCT cép

2. Tim hiéu gid tri chén dodn cla copeptin huyét
thanh & bénh nhdn NMCT cép.

2. pOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Ddi tvong nghién ciru

Bay muoi tdm bénh nhan nhap vién dugc chan
dodn NMCT c3p theo dinh nghia toan ciu lan th

3. KET QUA NGHIEN cU'U

4 [17] va 78 bénh nhan khdée manh di khdm sic
khoée tai Bénh vién tim TAm Dlrc. BEnh nhan nhap
vién vi NMCT duoc chia lam 2 nhém nhd, nhém 1:
NMCT cap khdng ST chénh |1&n, nhdm 2: NMCT cap
ST chénh |én.

Tiéu chuan loai trir: Suy than niang (Do loc
cau than < 30 ml/phut), dét quy cap, khéng déng y
tham gia nghién ctru.

2.2. Phurong phap nghién ctru

- M6 ta c3t ngang cé so sanh

- Ghi nhan cdc thong s6 co ban: tudi, gidi, ngay
gi®& vao vién, nghé nghiép, cac yéu t6 nguy co...;
kham lam sang.

- Lam cac thdm do chan doan: dién tdm do, siéu
am tim, chup mach vanh.

- Xét nghiém huyét hoc, sinh hda co ban.

- Xét nghiém Copeptin huyét thanh (EIA, Phoe-
nix Pharmaceuticals Inc., Burlingame, CA, USA) va
hs-Tnl (Architect STAT, Abbott Diagnostic) [an 1 tai
thoi diém nhap vién; hs-Tnl an 2 tai thoi diém 3 gio
sau nhap vién.

2.3. Xtr ly s6 liéu

- S&r dung phan mém théng ké SPSS 22.0

- Cac bién s8 roi dugc phan tich bing phép kiém
Chi binh phuong va Fisher’s exact test; cac bién s8
lien tuc cé phan phdi chuin duoc phan tich bang
phép kiém T-test; cac bién s& lién tuc c6 phan phéi
khong chudn duoc phan tich bing phép kiém Mann-
Whitney U; cdc kiém dinh cé y nghiia théng ké khi tri
s6 p < 0,05; kiEm dinh gia tri cac xét nghiém bang
dién tich dwdi dwong cong AUC clia dudng biéu dién
ROC.

Qua nghién c*u 78 bénh nhan vao vién véi chdn dodn NMCT cap dwoc chia lam 2 nhém: NMCT cap khong
ST chénh [&n (NMCT KSTCL) (n = 47, nhédm 1), NMCT c&p ST chénh l1én (NMCTSTCL) (n = 31, nhém 2) va 78
bénh nhan khée manh thudc nhém chirng. K&t qua nghién ctru cho thay:

3.1. Pic diém chung cla d8i twgng nghién ciru

Bang 1. Dic diém chung cla d&i twgng nghién ciru

Nhém chirng NMCT NMCT p
Pic diém chung KSTCL STCL
N=78 N=47 N=31 Ovs1 Ovs2 1vs2
(0) (1) (2)
N (Nam/nt, % nam) 33/45 (42,3) | 34/13(72,3) | 28/3(90,3) | <0,001 | <0,001 > 0,05
Tuéi (+ SD) 60,4 £9,7 64,2 +£13,9 64,2 +£13,4 > 0,05 > 0,05 > 0,05
Thaoi gian nhap vién - 43,7 £ 24,8 11,8+12,5 - - <0,001
< 12h - 8 (17,0) 22 (71,0) - - < 0,001
>12h - 39 (83,0) 9(29,0) - - < 0,001
BMI 22,90 £ 2,65 24,6 +£3,4 240+3,4 > 0,05 >0,05 > 0,05
HGt thudc 14 - 9(19,2) 10 (32,3) - - >0,05
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Tang huyét ap (%) - | 22 (71,0) 35 (74,5) | - - > 0,05
DTD type 2 - 11 (25,8) 8(23,4) - - >0,05
RGi loan lipid méu - 41(97,2) 29 (93,6) - - >0,05
Bénh mach vanh - 9(19,2) 4(12,9) - - > 0,05

(Chu thich: NMCTKSTCL: nhéi mau co tim khdng ST chénh [én; NMCTST CL: nhéi mau co tim ST chénh [én;
BMI: chi s6 khéi co thé; DTD: dai thdo duong)

Nhén xét: Nhém NMCT cap c6 ti 1& bénh nhan nam cao hon so v&i nhém chirng ( p < 0,001). Thoi gian
nhap vién ké tir lc cé triéu chirng & b&nh nhan NMCT ST chénh I&n thap hon cé y nghia so véi nhém bénh
nhan NMCT khong ST chénh Ién.

3.2. Nong do hs-Troponin I tai hai thei diém va Copeptin

Bang 2. Nong d6 cdc men sinh hoc trong nhém nghién ctru

Bénh (n=78) |

Chirng (n=78) |

| »

D4u an sinh hoc Tong (n = 156)

Hs-Tnl Ién 1
Trung binh 14137,04 £ 3872,80 1,63 £0,25 7069,44 +2011,89
Trung vi 937,7 1,0 8,4
25% - 75% 127,1-10733,8 0,7-1,6 1,0-937,7 <0.001
Min : Max 1,3 -183470,90 0-15,3 0-183470,9

Hs-Tnl lén 2
Trung binh 38076,19 £ 9076,19 - -
Trung vi 6715,5 - -
25% : 75% 532,2 -34929,70 - -
Min : Max 49,7 - 397007,20 - -

Copeptin
Trung binh 0,80+ 0,02 0,52 +0,02 0,65 + 0,02
Trung vi 0,78 0,56 0,66
25% :75% 0,64 -0,95 0,43-0,62 0,52-0,79 < 0,001
Min : Max 0,30-1,28 0,11-0,8 0,11-1,28

Nhén xét: Nong d6 cla hs-Troponin | tai 2 thdi diém va copeptin ca nhém bénh cao hon nhém chirng.

Sensitivity

=2
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sinh hoe (%) (%) P ma
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4L Copeptin 0.65 | 7051 §8.46 0.3591 | <0.001 | 0.34-0.94
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1-Specificity

Biéu d6 1. Pudng cong ROC clia Copeptin va hs-Tnl [an 1 trong chan doan NMCT cap
Nhan xét: Copeptin cé d6 nhay, d6 dic hiéu thap hon hs-Troponin | [an 1 trong chan dodn NMCT cap.
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Copeptin lic nhip vién

M hSm childrng

STCL

Khéng STCL

Biéu d6 2. So sdnh ndng d6 Copeptin gitta nhdm chirng, nhdm NMCT ST chénh |&n (STCL)
va NMCT khong ST chénh 1én (Khong STCL)
Bang 3. Gia tri copeptin trong chan doan phan biét NMCT khéng ST chénh 1&n va NMCT ST chénh Ién

D4u 4n sinh hoc Gid tri PO nhay (%) | D6 dac hiéu (%) AUC p 95% Cl
Copeptin 0,88 64,52 82,98 0,8116 <0,001 0,71-0,91
Copeptin huyét thanh cé gia tri trong chin dodn phan biét thé 1am sang NMCT ldc nhap vién.
Bang 4. Lién quan giita ndng d6 copeptin theo thé 1am sang ctia NMCT cap
va thoi gian nhap vién ké tir khi ¢ triéu chirng
Thoi gian nhap vién NMCT K ST CL NMCT ST CL p
<12 gio 0,71+0,25 0,96+ 0,20 <0,05
>12 gio 0,72+0,14 0,87+0,13 <0,05

Néng dé copeptin & nhéi médu co tim ST chénh [én cao hon cé y nghia so NMCT khéng ST chénh [én (p <

0,05); & ca bénh nhan dén sém ho

3c dén mudn.

3.2. Twong quan giita ndng dd Copeptin véi mét s yéu td 1am sang va can l1am sang
Bang 5. Twong quan gitta ndbng dé Copeptin v&i mét s6 yéu té LS va CLS

Copeptin
r p
TuGi 0,2406 < 0,05
Gidi -0,3313 <0,001
Thoi gian nhap vién -0,5072 <0,001
BMI -0,1382 > 0,05
Hat thudc 14 0,0719 >0,05
Tang huyét ap 0,0375 > 0,05
Bénh DMV -0,1130 > 0,05
DTD type 2 0,1658 >0,05
RGi loan lipid mau 0,1366 > 0,05
hs-Tnl [an 1 0,3626 <0,001
hs-Tnl [an 2 0,3546 < 0,001

Cé su twong quan nghich gilta ndng d6 Copeptin vdi gidi tinh va thoi gian nhap vién ké tir luc cé triéu
chirng. C6 sy twong quan thuan mirc d6 vira gitta ndng d6 Copeptin véi hs-Tnl [an 1, hs-Tnl [an 2 (p < 0,001).
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4. BAN LUAN

4.1. Dac diém chung ctia nhém nghién ciru

Tubi |3 mét trong nhitng yé&u t6 nguy co va cling
13 yéu t6 tién lvgng trong NMCT cap. Trong nghién
clru clia chlng toi, tudi trung binh 12 64,2 + 13,6 tudi.
K&t qua cla ching toi tuvong tu véi cac tac gia trong
va ngoai nuwdc. Tudi trung binh trong nghién ctru cla
Pham Quang Tuan 1a 69,8 + 13,1 tudi, trong nghién
ctru cla Keller va cong su 13 64,2 + 11,3 tudi [1], [8].
Béo phi |a mdt van dé sirc khoe nghiém trong, véi
ty 1& mac ngay cang ting trén toan thé gidi [22] véi
m&i quan hé gitra BMI cao va NMCT da duoc bdo
cdo trwdc day [14],[15]. Trong nghién ctru cta chidng
t6i, nhitng bénh nhan trong nhém NMCT c4p cé BMI
cao hon nhém chirng (p > 0,05). Cac yéu t6 nguy co
tim mach (ddi thdo dudng, réi loan lipid mau, tang
huyét 4p, hut thudc I3, va tién s bénh mach vanh)
trong nhdm nghién ctru cda chdng t6i twong duong
nhau & nhém 1 va nhém 2.

Thoi gian nhap vién ké tir lGc ¢ triéu chirng cla
bénh nhan NMCT ST chénh |&n ngin hon dang ké so
v&i bénh nhan NMCT khong ST chénh 1én (11,8 gio
so vdi 43,7 gio; p<0,001); twong tu nhw nghién clru
cla David D. McManus va céng su (2011) [10].

4.2. Nong do Copeptin va hs-Troponin | trong
chan doan NMCT cap

Trong nghién ciru cda ching t6i, nong dd hs-
Tnl cla ca 2 1an xét nghiém & nhdm 2 déu cao hon
nhém 1 va nhém chirng. Hs-Tnl dugc 1am 2 [an, cach
nhau 3 gi®, d& lam tang kha nang chan doan NMCT
cap, nhat |3 va&i thé 1am sang NMCT khéng ST chénh
I&n. N6ng dé trung binh hs-Tnl @ nhdm NMCT cap
cao hon rat nhiéu va cd y nghta so vdi ndng dd hs-Tnl
cla nhém chirng 1,63 + 0,25 pg/ml (p < 0,001). K&t
qua nay cling phu hop vdi cic nghién clru cua tac
gid Tobias Reichlin vé vai tro cda hs-Troponin | trong
chan doan NMCT [4], [18].

Trong nghién ctru cla chdng t6i, gid tri nong do
copeptin huyét thanh trong chidn doan NMCT cap
la 0,65 ng/ml véi d6 nhay la 70,51%, d6 dac hiéu
la 88,46% (AUC = 0,8891, p < 0,001). Theo Pilar
Calmarza va céng su (2016), nghién ctru 82 bénh
nhan nhap vién véi dau nguwc nghi ngo HCVC, gia tri
copeptin lic nhap vién cé y nghia trong viéc chan
dodan phéan biét HCVC khong ST chénh 1én va khong
HCVC, cling nhu gitra HCVC va BN dau that nguc 6n
dinh (AUC = 0,713, 95% Cl 0,592-0,834, p = 0,001)

[5]. Theo nghién ciru cia Mehmet Oguzhan Ay va
cong sy (2017), ndng d6 copeptin trong chan doan
NMCT cap véi diém cét 13 2,47 ng/ml c6 d6 nhay
70,37%, do dac hiéu la 64,81% (AUC= 0,623, p =
0,029) va copeptin c6 thé k&t hop vdi troponin dé
loai trir chdn doan NMCT [4]. Nong dd copeptin &
nhém NMCT cdp cao hon nhém chirng (p < 0,001),
va néng do6 copeptin & NMCT ST chénh |én cao hon
nhém NMCT khéng ST chénh [én (p <0,001), phu hgp
v@i nghién clru cda Reichlin va céng su [12]. Theo
Johan Thelin va cong sy (2013), nghién ctru trén 478
BN, k&t hop hs-Troponin véi copeptin lam tang cé
y nghia d6 nhay trong chadn doan hdi chirtng vanh
cap hon so vdi xét nghiém troponin I3p lai [an 2 [7].
Mét s6 nghién cliru khac cling cho thay chién lugc
dau an kép - két hop gilta copeptin va hs-Troponin
c6 kha nang loai trir chdn dodn NMCT cap [8], [13],
[21]. Tuy nhién, khéng nén st dung copeptin nhu
mot dau an sinh hoc don ddc dé chan dodan NMCT.

Gia tri ndbng d6 copeptin huyét thanh 0,88 ng/ml
c6 do nhay la 64,52%, do dac hiéu la 82,98% (AUC=
0,8116, p < 0,001) dé chin dodn phan biét giita
NMCT ST chénh I1én va NMCT khong ST chénh Ién.

Noéng dd copeptin & bénh nhan nam cao hon
bénh nhan nit (r = - 0,33, p < 0,001), twong tu nhu
nghién ctru cha Karin Wildi va cdng su (2015) [21].
Bénh nhan nhap vién s&m cb ndng d6 copeptin
huyét thanh cao hon (r = - 0,5072, p < 0,001); phu
hop véi déng hoc va twong tu véi két qua nghién
clru vé copeptin cla Reichlin va céng sw (2009) [12].
Noéng d6 copeptin trong nghién ciru tuwong quan
thudn murc d6 vira véi ndng dd hs-Tnl [an 1 va 2 (r=
0,36 var=0,35, p<0,001); gibng v&i nghién clru cla
M.O. Ay va cong su (2017) [4].

5. KET LUAN

Néng dé cac dau an sinh hoc nhu hs-Troponin |
va copeptin & nhém bénh nhan méc nhodi mau co
tim c4p cao hon nhém chirng. Néng dé copeptin &
nhédm bénh nhan nhdi mau co tim ST chénh [én cao
hon cé y nghia so v&i nhdm NMCT khong ST chénh
Ién va ca hai cung cao hon cd y nghia so védi nhém
chirng (p < 0,001). Copeptin huyét thanh |a dau an
sinh hoc c6 d6 nhay va dé dic hiéu cao trong chan
dodn NMCT cép (gid tri ngudng > 0,65 pg/ml cé do
nhay 70,51%, d6 dac hiéu 88,46%, AUC= 0,8891, p
<0,001).
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