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TOM TAT
Datvdndé: Suytimcéplabénhcanh cdp tinh ndng, cé tién lwgng tirvong cao. MR-proANP la déu én
sinh hoc mdi, c6 thé du bdo két cuc cia bénh nhén trong giai doan ndm vién. Muc tiéu: Pdnh gid
néng dé cua MR-proANP (Mid regional pro-atrial natriuretic hormone) trong tién luwong ti¥ vong
néivién trén bénh nhén suy tim cp. D6i twong va phuong phdp nghién ciru: Thiét ké kiéu tién ciru.
C6 155 bénh nhén, chia thanh 2 nhém suy tim cdp tirvong va khéng tir vong. Két qud: Diém cdt cho
tién dodn tir vong ndi vién suy tim cdp cia MR-proANP la 392 pmol/L v&i dé nhay va dé ddc hiéu la
82%va 72% theo thirtw. Kétluén: MR-proANP la ddu én sinh hoc tét, cé khd ndng tién dodn tirvong

ndiviéntrénbénhnhénsuy tim cép.

Tirkhoéa: MR-proANP, tién lwong, suy tim cdp, dé nhay, dé ddc hiéu

1. DAT VAN BE

Suy tim cdp (Acute Heart Failure-AHF) I3 tinh
trang cé lién quan dén viéc kh&i phat nhanh
hodc xdu di cac triéu chirng va/hodc dau hiéu
suy tim, de doa tinh mang, thudng doi hoi
ngudi bénh phai thay déi lich cham séc hoic
phainhap vién dé danh giad va diéu tri khan cap
[1]. M3cdUcéd nhiéutién bd trong chdn doanva
diéu tri, nhwng tién lwong tlr vong van con cao
[2]. D liéu tir nghién ciru ADHERE [3, 4] dung
phuwong phap phan tich héi quy va phan loai dé
xac dinh yéu té du bdo tlr vong trong th&i gian
nam vién t&t nhat. Tuy nhién cac yéu té nay kha
phirc tap va it thuén loi khi s&r dung trén lam
sangtrongtrudnghop cap clru.

Hién nay, cé nhiéu nghién ctu tién cltru trén
thé& gidi d3 chi ra rang xét nghiém mot doan
gitta clatién hormone ANP (Mid-Regional Pro
ANP) c6 thé gitip du bdo kha nang xay ra bién
cdtirvongndiviéntrénbénhnhansuytimcéap
[5, 6]. MR-proANP c6 tinh 6n dinh cao va
twong quan chat ch& vdi bién cd tim mach.
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Nhuwng tai Viét Nam van chua cé nghién ctru
nhiéu vé ddu &n sinh hoc nay. Nhu vay, van dé
dat rala: tién lvgng tlr vong ndi vién cla suy
timcap nhwthénao? V&ingudngndéng dé MR-
proANP |3 bao nhiéu thi cé thé tién lvgng tir
vong ndivién?S6liéuthuthapliéucéd khacvai
cdcnudctrongkhuvycvatrénthégidi? Vivay,
nhom nghién ciru cda ching téi thuc hién
nghién clru nay dé gidi quyét nhirng nhu cau
cap thiét trén, cling nhu cung cdp cho bac st
ldm sang c6 thém céng cu dy bdo nguy co tl
vongsuytimcép.

2.MUCTIEUNGHIEN CU'U

Xac dinh diém cat, dd nhay, dd dac hiéu cla xét
nghiém MR-proANP trong tién lwgng tlr vong
ndiviéntrénbénhnhansuytimcap.

Xac dinh mo hinh tién luvong cé gid tri nhat
trongdubdonguy cotlrvongchobénhnhan.

3. pOI TUONG VA PHUONG PHAP NGHIEN CUU
Phuong nghap nghién clru kiéu tién ctru. Tt ca
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bénh nhan suy tim cdp nhap Khoa Tim mach
Bénh vién Cho Ray, tir thang 4 ndm 2016 dén
thang 10nam 2016, thdatiéuchudnnhan bénh.

Tiéu chuan chan dodn: do bac si chuyén khoa
tim mach thyc hién. Chan doan suy tim cap
theo khuyé&n cdo clia hoi tim mach chau Au
2012 [1]. Triéu chirng co nang va thuc thé dién

Bang 1. Triéu chirng cla suy tim

hinhclasuytim(Bang1).

K&t hop vdi siéu &m tim: gidam phan suat téng
mautrénsiéu amtim (EF <50%) hodc phan suat
téng mau that trdi binh thuong (> 50%), khéng
gidn that trai va bénh tim cdu tric phu hop (phi
daithattrai, gidn nhitrai) va/hodcrdiloan chirc
nangtamtruong.

Triéu chirng co’ ndng dién hinh

Triéu chirng thuc thé dién hinh

- Khé thé.

- Khé thé phai ngbi.

- Khé thé kich phat vé dém.
- Gidm kha ndng gang strc.

- Mét moi, phuc hdi cham sau gang strc, phu mat ca chan.

- Ap lyc tinh mach 6 tang.
- Phan hdi gan tinh mach c6.
- Tiéng tim T3.

- Mdm tim léch.

- Am thé&itim.

Tiéu chuan loai tru:

Bénh tu mién (viem da khép dang thap, lupus
ban do hé thdng, ...), bénh ly khéi u (u lympho,
ung thu dai trang, ...), bénh gan mirc d6 nang
(viéemgan, xo' gan...).

Suy than ndng (Clearance cre < 30 mL/phut/1.73m?)
hodc nguyén nhan gay suy tim cap can phai diéu
triloc than, khdng khdo sat dwoc day du cac thong
s6 can cho nghién ctru, khéng déng y tham gia
nghién cru. Bénh nhan (BN) nhap vién do hoi
chirng vanh cdp bién chirng suy tim cap.

Biénsdthuthap:

Tubi: bién phan loai, trén va dudi 65.

Giditinh: bi€én phan loai nam/nir.

EF: phan suat tdng mau, do bac si tim mach
thuchién.

NYHA: m&rc do suy tim.

MR-proANP: bién lién tuc. Trong suy tim cép,
murcba do NYHA: I, I, IV.

Thuéc diéu tri: do béac si chuyén khoa thyc hién
theo khuyén cdocliaBo Y té.

Tlrvong: biénphanloai,baogbmca2danglatl
vongdaduocxacnhantrongviénvabénhnang
xin vé (nhip ty that roi rac, HA khéng do
duwoec...) khéng phai do diéu kién kinh té hodc
tinh trang gia dinh clda bénh nhéan. Trong
trwong hop bénh nhén tlr vong tai nha hoac co
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s&Y té khac, nguwdi nghién ctru lién hé vaithan
nhandéndmréthongtin.

Xét nghiém dinh lvgng néng dé6 MR-proANP
duoc thue hién tai Khoa Sinh hda Bénh vién
Cho Ray, trén hé thong may Thermo Kryptor,
thudcthlrchahangBrahms (Dirc).

Thoidiém1ay mau bénh pham: tatcdbénhnhan
suy tim cap théa man tiéu chudn chon mau
dwoc 18y mau (3 mL) dinh lwgng néng d6 MR-
proANP ngay tlrlicnhapvién.

B3ao qudn mau bénh phdm: tat cd mau xét
nghiém duoc thwc hién theo mot quy trinh
chuan. Sau khi 1ay mau dé 30 phut doi co cuc
madu, roi quay ly tdm 3,000 vong/phat x 10
phut, sau d6 tach 18y huyét thanh va lvu mau
trong td lanh, mau bé&nh phadm 6n dinh 7 ngay
khi bdo quan & nhiét do 2 - 8°C, 3 thang & nhiét
dd -20°C. Khi chay mau thi ly tdm lai sau khi r3
doéng, chirddéongmétlan.

Dinh lvgng néng dd MR-proANP theo phuong
phdp TRACE (Time-Resolved Amplified
Cryptate Emission: Phat xa cla Cryptate duoc
khuéch dai va kéo dai theo thoi gian). Nguyén
ly: chuyén nang lvgng khdng phat xa tir chat
cho (Europium Cryptate) sang chat nhan
(XL665). Khica 2 chat nay cing gdn véi mot chat
phan tich (trong nghién ctu nay la chat MR-
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proANP) dé hinh thanh 1 phrc hop mién dich,
thi ndng lvgng chuyén tdi chat nhan, 1am kéo
dai thoi gian phat quang cla phic hgp nay,
phat ra & budc song 665 nm. Hé théng may
Thermo Kryptor chi do thanh phan nao cé thoi
gian phat quang kéo dai, khong do nhirng
thanh phan khac nén két qua s& chinh xac hon

cacphuongphapdothongthuong.

Xét nghiém MR-proANP duoc kiém tra tinh
chinh xac (d6 1ap lai) va xac thyc (d6 chéch) véi
2mircchirngbinhthudong (92.3 pmol/L) va mirc
chitrngcao (474 pmol/L).

K&t qua kiém tra do chinh xac (Bang 2): chay 15 [an.

Bang 2. K&t qua kiém tra d6 chinh xac cla xét nghiém

Mtrc chirng Trung binh Do léch chuan %CV Theo Brahms

92.3 pmol/L 90.8 1.8 2.18 <2.5%

474 pmol/L 471.1 7.45 1.58 <2.5%
Bang 3. K&t quad kiém tra dd xac thyc cla xét nghiém

Mtrc chirng Trung binh Do chéch DeV % Brahms

92.3 pmol/L 91.8 1.5 1.62 <2.5%

474 pmol/L 472.2 1.8 0.38 <2.5%

Két qud kiém tra do xdc thuwc (Bdng 3): mdi ngay chay 2 lén (sdng chiéu) trong 5 ngay.

K&t qua kiém tra d6 chinh xac va xac thuc déu
datviCVthaphonmicchahingdéra.

V@i muc dich khach quan cling nhu dam bao dé
tin cdy cta két qua xét nghiém, nhan vién Khoa
Sinh hoa sé thyc hién viéc chay mau va kiémtra
chatluvgngxétnghiém.

Phantichséliéu:

S6 lieu duoc nhap, phan tich b&di phdan mém

SPSS 16.0. Xadcdinh mirc nébng dd MR-proANP
trong dy bdo tlr vong ndi vién bang chi s8
Youden. Dung hoi qui Cox dé khao sat cac yéu
t6 anh hudng dén tién lvong qua phéan tich
don bién, da bién, xdy dung md hinh du béo
xay rabiéncd (tirvong) ndivién quaviéc phan
tich AIC (Akaike Information Criterion) trong
phanmémnR.

BN NHAP KHOA TIM MACH

CHAN DOAN SUY TIM CAP

LAY MAU XET NGHIEM MR-ProANP.
THEO DOI BENH NHAN BEN KHI XUAT VIEN

l

NHOM TU VONG

l

l

NHOM KHONG TU VONG

XAC DINH BIEM CAT, DO NHAY, DO DAC HIEU

Hinh 1. So d6 tién hanh nghién ctu
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4.KETQUANGHIEN CU'U
Trong khoang thai gian nghién cru, ching tbi
thu thdp dwgc 155 bénh nhan suy tim cap thoa
tiéu chuan chon mau, c6 11 bénh nhan tir vong
ndivién, chiémtylé7.1%.

Bang4.Nong dd MR-proANP &2 nhém BN

Néng do Nhém BN
MR- proANP | Tirvong | Con sdng
(pmol/L) (n=11) | (n=144) p
X+SD 764 + 649 | 296 + 255
Trung vi 614 242
Khodng tir phanvi 392.4-988.2 | 103-408.2 |<0.001

1.0

0.8 AUC = 083

KTC95% =0.721-0.931
0.6i-

0.44

Nhan xét: nébng @6 MR-proANP & nhém tirvong
caohonnhdm séng sét, céy nghiathéng ké.

Bang 5. Mirc ndbng d6 MR-proANP trong chan
doantlrvongndivién

M(IE}\F:L(:;\LI;‘P Do nhay Do dic hiéu
392 82% 72%

MR-proANP & mirc 392 pmol/L cé thétién dodn
bénh nhén suy tim cép ti¥ vong trong qud trinh
ndm vién vdi dé nhay va d6 ddc hiéu lan lvot la
82%va72%.

0.2+

O.G' 1 L] 1
0.0 0.2 0.4 0.6

T

0.8 1.0

Hinh 2. Pudng cong ROC trong chan doén tl

vong ndivién

MR-proANP c6 gid tri tét trong tién dodn tw

vong suy tim cdp ndi vién, vdi dién tich dudi

dwong cong (AUC=0.83).

Bang 6. Cic yéu td anh hudng dén tlr vong clia bénh nhan

Phan ting cac yéu td (n = 155) HR KTC 95% Giatrip
Phan tich don bién
TuGi > 65 0.3 0.087 -1.02 0.054
MR-proANP >392 pmol/L 4.6 2.2-9.63 <0.001
EF <30% 2.47 1.15-5.33 0.002
NYHA IV 3.41 1.04 - 11.16 0.043
Phan tich da bién mé hinh 1
MR-proANP >392 pmol/L 6.45 1.29-32.02 0.02
Tudi > 65 3.64 0.69-2.63 0.05
Gigintr 0.57 0.68-2.33 0.41
Phan tich da bién mé hinh 2
MR-proANP >392 pmol/L 7.29 1.28 -41.52 0.03
Tudi > 65 3.83 1.02 -14.36 0.04
Gigi ntt 0.63 0.17-2.41 0.5
NYHA IV 3.48 0,16 - 78.19 0.43
EF <30% 0.28 0.03-3.14 0.31
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Phén tich da bién mé hinh 3
MR-proANP >392 pmol/L 10.52 1.96-56.41 0.006
Tudi > 65 4.24 1.09-16.47 0.04
Gidinlr 0.62 0.17-2.36 0.49
Thubc diéu tri 0.84 0.13-5.53 0.86
M0 hinh tién lwgng AIC
NYHA IV + EF < 30% + MR-proANP >392 pmol/L 176.75
EF < 30% + MR-proANP >392 pmol/L 174.91
MR-proANP >392 pmol/L 173.67

Dwa vao phédn mém théng ké, mé hinh tién lwong chi cé chira MR-proANP cao hon mirc 392 pmol/L
I mé hinh téi wu, vdi chi sé AIC thép nhét trong 3 mé hinh (AIC = 173.67).

5.BAN LUAN

Trong khoang thoi gian nghién ciru bao gém
theo ddi ching t6ic6 155 BN du tiéu chudn chon
mau. Ty suat tlr vong ndi vién 7.1% (11/155). Ty
suat nay cao hon trong céc nghién clru & chau
Au, MY (3.8%) [2, 7-11]. Nghién cru cla tac gia
Nguyén Tién Dc [12] trén 70 BN nhap vién,
nhan thdy cé 13 BN tlr vong, chiém ty |& 18.6%,
cao hon nghién ctru cia ching toi vi tac gia chi
lwa chon nhirng d8i twong khé thé do suy tim
duoc chan doan |a phu phdi cap. Day 1a mot
bénh ly cadp ctru ndi khoa thuong gap, co tién
lwong xau, ty 1é tirvong ndivién 1én tdi 20%.

Trong nghién ctru nay diém cat t6i wu clia MR-
proANP & mirc 392 pmol/L c6 thé du bdo tir
vong trong th&igian nam vién véi dd nhay va do
dac hiéu lan luvot 1a 82% va 72% (Bang 5); Dién
tich dudi dudng cong ROC 0.83 (95% Cl: 72.1 -
92.1) (Hinh 2). Mrc ndng dd nay cao hon so vdi
mot s6 nghién ciru khac nhuw Maisel AS [5] hay
Ravi V. Shah [6] vi trong nghién clru nay duwoc
tié€n hanh tai bénh vién tuyén cudinén phan Ién
bénh nhan nhap vién la nang, tr nhirng bénh
vién tuyén dudi chuyén 1én nén it nhiéu ciing
lam chondéng dd MR-proANP cao hon.

Ngoai ra, v&i muc tiéu tim hiéu thém céc yéu t6
lién quan dén t&r vong ndi vién, ching toi tién
hanh phan tich don bién va da bién bang phan
mém théng ké R. K&t qua phéan tich don bién
trong nghién ctru clia ching téi cho thay nguy co
t&r vong ndi vién khdng khac biét gitta nhom tudi
trén dwdi 65. Tuy nhién, khi ching t6i duwa vao

Journal of Science - Hong Bang International University

phan tich da bién thi nhitng déi twong trén 65
tudi cé nguy co t&r vong cao hon nhém con lai
(Bang 6). Trén thuc t&€, mac du tudi la mot yéu to
nguy co khong thay déi dwoc trong bénh ly tim
mach ndi chung, suy tim ndi riéng, nhwng day la
mot bi€n s6 nén tang quan trong nén van duoc
rat nhiéu tac giad dé cap dén. Do nhitng thay doi
vé chirc ndng, ciu tric hé tim mach theo tudi va
cac bénh nén nhu dai thdo duong, ting huyét
ap, xo vita mach cung véi viéc dung nhiéu cac
thuéc diéu tri cdc bénh man tinh gy ddc dén céc
co quan khac trong co thé d3 gép phan lam
ngudi cao tudi dé cé nguy co tlr vong hon so véi
ngudi tré tudi. Khi d3 cé tén thuong nhiéu co
quandotiacdung phucla quatrinh diéutrivalio
hda thi bénh nhan cao tudi khé héi phuc lai chire
nang nhu trudc, két qua 1a dé xay ra bién cd. Vi
vay, mdt minh tudi cao khéng gép phan dang ké
vao md hinh tién lwgng tlr vong ndi vién, tuy
nhién khi xét vé khia canh chung trong van dé
bénh tat thi tudi cao trén 65 lam cho bénh nhan
céd nguy cotlrvongdao dongtir3.83 dén4.24 lan
so v&i nhdm nho hon 65 tudi. Ngoaira, két qua &
Bang 6 cho thay rang xét nghiém MR-proANP la
yéu td tién lwong ddc 1ap manh nhat, véi HR dao
dong tir 6.45 - 10.52. K&t qua nay ciing tuwong tu
nhu két qua nghién clru clia cac tac gia khac trén
thé gidi. Tac gid Ravi V. Shah [6] khdo sat trén 180
ddi twgng suy tim cdp. Qua mé hinh phan tich da
bién gdbm tudi, néng dd MR-proANP, sir dung
thudc loi tiéu..., nhan thdy MR-proANP |3 yéu td
lién quan ddc lap véitlr vong cho BN.

Ngoai ra, nghién clru cia Waney L Miller [13]
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trén 187 BN nhap vién visuy tim cap tlr thang 06
nam 2001 dén thang 01 nam 2004, da sé la
NYHA 111, IV, theo ddi mdi 3 thang va lam lai xét
nghiém MR-proANP khi tai khdm, nhan thay
néng dé6 MR-proANP la yéu té nguy co déc lap
ddivaibién co tlr vong hay phaighép tim. Thém
vao dé, trong nghién ctru nay, tac gia con khao
sat rd sy thay déi clla ndng dé6 MR-proANP 1én
bién c8. Khindng d6 MR- proANP thay déiit hon
30% (nhung khéng trd vé tri sé binh thudng) thi
nguy co xay ra bién cd gip 5.79 lan. Tuy nhién,
nguy co nay cao hon nhiéu (10.07 Ian) khi sy
thay d6itang vuwot qud 30%.

Theo tim hi€u cla chung téi, trong nhirng ndm
gan day, tir nam 2009, mdt vai nghién ctru tién
lwong vé van dé suy tim cap nhap vién da bat
dau quan tdm dén peptide bainiéu, trong s6 do
ndi bat c6 nghién ciru MOCA va PROTECT [14 -
17]. Con riéng MR-proANP thi sau nghién ctru
cla tac gid Maisel va cs [5] chiddu sinh hoc nay
bat dau duoc nghién cru va cé nhirng két ludn
ban dau nhuw sau: cé vai tro trong tién luwgng tlr
vong ndi vién suy tim cap. Ngoai ra, xét nghiém
nay con khac phuc dugc mot vai khuyét diém
clia cac peptide bainatriniéu khdcnhu BNP, NT-
proBNP d&c biét trén nhitng déi twong gia, nir
gidi,bénhthanman micddnhe-trungbinh.

Nhu vay, qua phan tich mét vai nghién cru vé
mo hinh dy bdo nguy co xay ra bién cé tlr vong
suy tim cap, chung ta nhan thay rang ty 1é tl
vong ndi vién con & mirc cao. Co nhiéu yéu té
anh huwdng dén séng con cla bénh nhan. Tuy
nhién trong thuwc hanh Iam sang hang ngay,
ngudibacsican phaiphantang nguy cosaocho
c6 thé tién lvgng duwgc nhanh nhat, chinh xéac
nhat, dé cé thé duva ra nhirng hudng diéu tri
nham cai thién tién lwvgng cho bénh nhan [18 -
21].Vivay, mo hinh tién lvgng phailam sao cho
dé thyc hién, don gian nhwng cé thé phan anh
mét cach twong déi tinh trang bénh trén 1am
sang thi rat |a hitu ich. Trong nghién clru nay,
chingtéistr dung phuwong phap phantich chisé
AIC dé xac dinh mé hinh tién lvong t6t nhat,
nhan thay rang mé hinh ting néng do6 MR-
proANP >392 pmol/LIa mé hinhtdivutrongdy
bado kha nang tlr vong ndi vién trén bénh nhan
suytimcap (Bang6).

6.KETLUAN

MR-proANP la mét diu &n sinh hoc md&i trong
suy tim cap, c6 thé dw hau duoc kha ndng séng
con trén bénh nhan suy tim cip ndi trd, vai
ngudng 392 pmol/Lcédddnhay, ddéddchiéulan
lvgtla82%va72%.
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Mid-regional pro-atrial natriuretic peptide (MR-proANP):
New biomarker in prognosis survival for inpatients with

acute heart failure

Vu Hong Hai’, Nguyen Van Trung, Nguyen Chi Thanh, Le Phan Vi Na,
Nguyen Thi Bao Minh, Nguyen Ngoc Minh Thu, Than Thi Tuyet Trinh,
Huynh Quoc Tai, Tran Thanh Vinh and Ha Thi Thao Mai

ABSTRACT

Background: Acute Heart Failure (AHF) has high mortality. New cardiac biomarker, namely MR-
proANP can predict outcomes of inpatients suffer from AHF. Objectives: The aim of this study was to
assess the prognostic value of MR-proANP in patients with acute heart failure. Method: A cohort
study was carried on 155 patients, divided into two groups: survival and non survival patients.
Results: The cut-off point for prognosis of MR-proANP was 392 pmol/L with sensitivity and
specificity as 82% and 72%, respectively. Conclusion: MR-proANP was a useful novel biomarker for
prognosis survival inpatients with acute heart failure.

Keywords: MR-proANP, acute heart failure, prognosis, sensitivity, specificity

Received: 29/08/2021
Revised: 06/10/2021
Accepted for publication: 12/10/2021

ISSN: 2615 - 9686 Journal of Science - Hong Bang International University



