Tap chi Y Duoc hoc - Trdng Bai hoc Y Dwoc Hué - Tap 9, s6 6+7, thdng 12/2019

Két qua bué'c dau nghién ctru néng do galectin-3 & bénh nhan suy tim
Bui Thi Thanh Hién*?, Hoang Anh Tién?, Pinh Hiéu Nhén*
(1) Nghién ctru sinh Trirdng Pai hoc Y Duroc, Bai hoc HUé;
(2) Khoa Tim mach, Bénh vién Trung Vwrong, thanh phé H6 Chi Minh
(3) B6 mén Néi, Trwong Pai hoc Y Durorc, Bai hoc Hué
(4) B6 mén Néi Téng qudt, Pai hoc Y Dwoc, thanh phé HS Chi Minh
Tém tat
Pat van dé: Suy tim dang 13 bénh dich vdi ty 1é mac bénh toan cau ting, véi s6 [an nhap vién do suy tim
gia tang, va |a nguyén nhan gay tang ty |8 tlr vong, gdnh nang chi phi cho xa héi. Hién nay, du d3 cé nhiéu tién
bo trong chan doan va diéu tri suy tim, nhwng suy tim van ton tai nhu mat van dé nan giai, d3 va dang duoc
sw quan tdm cha cdc nha 1am sang, cac nha nghién ctru cling nhu tir cdng déng. Galectin-3 d3 va dang duoc
xem xét nhu |a moét ddu &n sinh hoc quan trong can thiét dé cung cip thdng tin tién lwgng manh mé, giup
ching ta phan tang nguy co cho bé&nh nhan suy tim cé thé diéu trj thich ng tich cuc hon cho nhitng ngudi
duoc dy dodn cé nguy co cao hon. Muc tiéu: Khdo sat ndng dd galectin-3 huyét thanh & bénh nhan suy tim
nhép vién, tim mai lién quan giita ndng dd galectin-3 v&i cédc bénh di kém, cac diu an sinh hoc khac, bénh
canh 1am sang va di&n bién bénh. Phwong phap nghién ctru: mo ta cit ngang c6 theo ddi. K&t qua: 58 bénh
nhan dwoc nhan vao nghién ctru véi chan doan Iam sang suy tim theo Khuyé&n cdo vé chin dodn va diéu tri
suy tim cap tinh va man tinh ctia H6i Tim Chau Au (2016) va dwoc dénh gid mirc d6 ndng theo phan loai cta
Hoi Tim Hoa Ky (NYHA). Néng d6 galectin-3 huyét thanh ting cao IGc méi vao vién (trung binh 30,9 ng/ml) va
trwdc khi xuat vién (trung binh 24,6 ng/ml), d3c biét ting cao & nhdm bénh nhan cé bién cd tim mach chung
trong thoi gian ndm vién. C6 twong quan quan thuan, yéu giita néng d6 BNP va nong do Galectin-3 ltc nhap
vién. K&t luan: Nong do galectin-3 huyét thanh & bé&nh nhan suy tim trung binh thoi diém méi nhap vién ting
cao hon so vai thoi diém tredc xuat vién, va tang cao hon nhiéu so vdi mirc tham chiéu cla bd kit ma nha san
xuat dua ra. Néng d6 galectin-3 & nhdm c6 bién ¢6 tim mach chung tang kha cao. Mirc dd galectin-3 trong
huyét thanh c6 thé cé gid tri tién lvong két cuc & bénh nhan suy tim trong thoi gian ndm vién.
Tir khoda: Suy tim, galectin-3, NYHA

Abstract
Galectin-3 in patients wih heart failure: Preliminary result in Vietnamese patients
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Background: Heart failure (HF) is a global pandemic affecting people worldwide, increasing in prevalence,
hospitalization, economic burden and also a major cause of mortality. Despite the significant advances in
diagnosis and treatment, heart failure is still major public health problem and has been drawn attention by
clinicians and researchers. Galectin-3 has been considered as an important biomarker in prognosis for heart
failure classification in higher risk patients to apply the intensive therapeutics. Objective: To examine serum
galectin-3 levels in patients with hospitalized heart failure, to find a correlation between galectin-3 levels
and comorbidities, other biomarkers, clinical conditions and disease progression. Methodology: A follow-up
cross-sectional study. Result: 58 patients were enrolled in the study with a clinical diagnosis of heart failure
according to 2016 ESC guideline for the diagnosis and treatment of acute and chronic heart failure and as-
sessed the severity of heart failure according to The New York Heart Association classification (NYHA). The
serum galectin-3 is increased at admission (average 30.9 ng/ml) and at discharge (average 24.6 ng/ml), par-
ticularly elevated in patients with cardiovascular events during hospitalization. There was a positive, weak
correlation between BNP and Galectin-3 level at admission. Conclusion: The average serum galectin-3 level
of patients with heart failure at admission is higher than before discharge and is much higher than the refer-
ence set of the manufacturer. Galectin-3 levels is elevated particularly in patients group with cardiovascular
events. Serum galectin-3 levels is associated with the prognostic outcomes in patients with heart failure
during hospitalization. Keywords: Heart failure (HF), Galectin-3, NYHA
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1. DAT VAN DE

Suy tim la mét van d@ rat quan trong trong cham
sdc strc khoé cdng doéng vi s& ngudi suy tim ngay
cang tdng. Cung vdi sy tién bod clay hoc, sy gia hda
dan s8, kha nang séng sét sau nhdi mau co tim cling
nhuv tdng huyét dp dwoc cai thién déng ké, ngoai
ra viéc diéu tri du phong dét tl&r hiéu qua hon, dan
dén nhiéu bénh nhan séng trong tinh trang suy gidm
chirc ndng that trdi man tinh. T4t ca nhitng nguyén
nhan trén gép phan lam cho ty 1é suy tim tang theo
thoi gian [1,2]. Vi vay, suy tim van ton tai nhu mot
van dé kho gidi quyét, van dang de doa |&n strc khoe
cdng déng, la mdt gdnh nang cho x3 hoi.

Tiép can chan dodn suy tim van con nhiéu phic
tap va thir thach bai vi biéu hién suy tim khéng déng
nhat cling nhu cac triéu chirng va dau hiéu khoéng
dac hiéu. Chan doan suy tim duwoc goi y bédi triéu
chirng khé thé khi gdng strc, khé thé phai ngdi va
kho thé kich phat vé dém, kham 1am sang cho thay
ap lyc tinh mach canh cao, ran 4m, tiéng ngua phi
T3 va pht ngoai vi. Tuy nhién, thuc t&€ ghi nhan ring
bi€u hién 1&m sang cla suy tim, thdm chi k&t hop
vdi X-quang phdi, dién tdm d6 va cac xét nghiém
thudng quy van thuong xuyén bd sét chan doan. Dé
cdi thién tién lvgng va gidm ty & nhap vién ciing
nhu ti [& t&r vong cla suy tim, bac sT phai chan doan
s&m, nhan biét duoc bénh nhan cé nguy co cao va
diéu trj theo chién lwgc phu hop véi phac do diéu tri
suy tim. BNP va NT-proBNP d3 duwoc s&t dung va cai
thién trong chin doan, nhung viéc phan ting nguy
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co bénh nhan suy tim cda BNP va NT-proBNP con
han ché. Va viéc nghién clru, tim ra va phat trién cac
yéu t& gilip tién lugng chinh xac hon 13 rat can thiét

Galectin-3 |a mot trong nhitng diu &n sinh hoc
da va dang duoc cac nha nghién clru Iam sang quan
tam trong viéc st dung |13 d4u 4n sinh hoc dé phan
tang bénh nhan suy tim, cling nhu tién lwvong bénh
[3]. Chung t6i lam nghién ctru khao sat nong do
galectin-3 & bénh suy tim, nham tim mot dau an sinh
hoc giup phan tang, tién lugng suy tim trong thuc
té& [Am sang, va phdi hop vdi cac diu an sinh hoc da
duoc thiét 1ap trwdec day nhu BNP va NT-proBNP.

Galectin-3 1a mdét phadn  tr galectin
type chimera ¢ trong Iluwgng phan tl
29-35 kDa. Galectin-3 & mot protein gin véi
B-galactose, tan dugc trong nudc va duoc tiét ra
bai cac dai thue bao bj kich hoat. Co ché hoat déng
chinh 13 gan két va kich hoat nguyén bao soi hinh
thanh collagen va md seo, din dén xo héa co tim
tién trién. Nhiéu nghién clru thyc nghiém da cho
thdy vai trd quan trong cla galectin-3 trong tai cau
truc co tim bi xo hda, déc 1dp vdi cac nguyén nhan
gay xo hda tim. Galectin-3 ting dang ké trong suy
tim man tinh (kh&i phéat cip tinh hodc khéng cap
tinh), doc lap vadi nguyén nhan gay bénh [4].

Galectin-3 c6 kha ndng gan két véi bé mat cac té
bao va chat nén ngoai bao polysacarit va anh huéng
dé&n mot loat cdc qud trinh sinh ly va bénh ly, bao gbm
ca qué trinh chét t&€ bao chuong trinh, d6 bam dinh,
di try, tdng sinh mach, va nhirng phan &ng viém.
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Hinh 1. Vai tro cla galectin-3 trong t& bao [5]: chét theo churong trinh, suw két dinh va di trd, tédng sinh mach
madu va viém. ABC, ATP-binding cassette; EGR-1: early growth response-1; PKC: protein kinase C; VCAM-1:
vascular cell adhesion molecule-1; VE-cad: vascular endothelial-cadherin; VM: vasculogenic mimicry.
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Trén thé& gidi c6 nhiéu nghién clru da cho thay
galectin-3 nhuw mét marker sinh hoc dang tin cay
trong suy tim. Tuy nhién, chi c6 mét s8 nghién ctru
c6 dir liéu gidi han co gia tri trong suy tim & nguoi.
C6 mét vai nghién ctru vé sinh Iy bénh vai trd cla
galectin-3 trong sy phat trién va tién trién cla suy
tim. Da s6 cac nghién clru vé cac bénh nhan suy tim
man tinh la nhitng nghién clru xem xét sy tuong
quan gilra cac yéu té nguy co khac vdi nguy co tlr
vong, tién trién cla bénh suy tim, sy tién trién cla
bénh tim mach hodc khd nang tai nhap vién cla
bénh nhan [6].

Cac nghién clru |1dAm sang d3 cho thay viéc xac
dinh dwoc murc galectin-3 s& cd ich trong rat nhiéu
bénh tim mach. Dé tai “ Khao sat ndng do6 Galectin-3
& bénh nhan suy tim” nham gitp ching t6i khdo sat
néng dé galectin-3 huyét thanh trén ddi twong bénh
nhan suy tim nhap vién, tim maéi lién quan gilta ndng
dé galectin-3 vdi bénh canh 1am sang va dién tién
bénh trong thoi gian ndm vién. Nham muc dich xac
dinh gid trj cha Galectin-3 vé viéc cung cip thong tin
tién lwong manh m&, giup chung ta phan tang nguy
co cho bénh nhan suy tim va bénh nhan tim mach
t&t hon va cd thé diéu tri thich &ng tich cwc hon cho
nhitrng nguoi dugc du dodn cé nguy co cao hon.

2.POI TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Thiét k& nghién ctru: Nghién ctru mo ta cat
ngang co theo doi.

2.2. Tiéu chuin nhan vao nghién ciru:

Bénh nhan nhap vién Bénh vién Trwng Vuong vdi
chan doén suy tim & moi mic do theo phan d6 suy
tim cta H6i Tim Hoa Ky (Phan d6 NYHA).

2.3. Tiéu chuidn khong nhan vao nghién ctru:

- Bénh nhan khéng déng y tham gia nghién clru.

- Bénh than man giai doan IV, V

- Bé&nh nhan bj cic bénh Iy ndng vé gan.

- Triglyceride huyét thanh > 3000 mg/dl.

- Bénh ac tinh

- C6 bénh ly hé théng nhu lupus hay xo cirng bi

2.4. Tiéu chuan chan dodan suy tim:

3. KET QUA NGHIEN cU'u.
3.1. Piac diém chung cta d6i twgng nghién ciru

Chan doan suy tim dua theo Khuyén cdo cla Hoi
Tim Chau Au 2016 [7].

2.5. Nong dd galectin-3 huyét thanh:

- Nguyén ly sinh hoc: ARCHITECT Galectin-3 la
xét nghiém mién dich vi hat hod phét quang (CMIA)
dé dinh lwvong galectin-3 trong huyét thanh va huyét
twong vdi quy trinh xét nghiém linh hoat, Chemi-
flex dé dinh lwgng galectin-3 trong huyét thanh va
twong ngudi co EDTA.

O budc modt, mau, va vi hat thuan tir phl khang
thé KS M3/38 khang galectin-3 duwoc két hop lai.
Galectin-3 hién dién trong mau gin vdi cac vi hat
phu anti-galectin-3. Sau khi rira, 87B5 anti-galectin-3
c6 danh dau acridinium dwoc cho vao & budc hai
dé tao hdn hop phan ing. Tiép theo mot qua trinh
rira sau d6, cho dung dich Pre-Trigger va Trigger vao
hdn hop phan &ng. K&t qua clia phan (ng héa phat
quang duoc tinh bing don vi anh sang tuwong duong
(RLU). Su twong quan truc tiép gitra lvong galectin-3
trong mau va RLU sé& duoc bo phan quang hoc trong
may ARCHITECT i System phat hién.

- Mdu:

Mau 3ml mau déng (serum) hodc chéng déng
EDTA (plasma). Néu mau gdi: tach huyét thanh, bao
quan lanh: 2 - 8 °C dugc 4 ngay.

e Do theo phuong phap: mién dich vi hat hod
phéat quang, may mién dich ty dong Architect Ab-
bott My, duoc thuc hién tai Bénh vién Trung Vuong
Thanh ph6é H6 Chi Minh.

o K&t qua:

<17 ng/ml
17 - 26,9 ng/ml
> 26,9 ng/ml

2.6. Tiéu chi danh gia:

Tiéu chi chinh: Ph6i hop céc bién ¢ tim mach
nhu suy tim xau di (triéu chirng md&i hay triéu chirng
xau di), r6i loan nhip that nghiém trong, héi chirng
mach vanh cp, thiéu mau ndo cip (bao gom dot
quy) va ttr vong do tim mach.

Tiéu chi phuy: T vong do moi nguyén nhan, thoi
gian dén khi xuat hién bién cé dau tién.

Bang 1. Gidi tinh va tudi

Gidi tinh S6 lwgng (n) Ty 1€ (%)
Nam 37 63,8
N¥ 21 36,2
Téng 58 100,0
Nhém tudi S6 lwgng (n) Ty |& (%)
<65 25 43,1
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65-80 20 34,5
>80 13 22,4
Téng 58 100,0
Tudi trung binh Tudi nhd nhat Tu8i 1&n nhat
69,2 35 93
Bang 2. Dic diém bénh ly

Bénh ly S6 lwong (n) Ty 1€ (%)
Tang huyét ap 38 65,5
Dai thao dwong type 2 15 25,9
R&i loan lipid mau 6 10,3
Nh&i mau co tim cii 13 22,4
Bénh mach vanh 44 75,9
Bénh co tim dan 8 13,8
Bénh van tim 11 19,0
Rung nhi dap &ng that nhanh 1 1,7
Cuong giap 1 1,7
Phan do suy tim (NYHA) $6 lwgng (n) Ty 1& (%)
Dol 0 0,0
ol 6 10,3
Dol 46 79,4
Do v 6 10,3
Téng 57 100,0

Bang 3. N6ng do Galectin-3

Nong dd Galectin-3 lic nhap vién

S6 lvong (n)

Ty 1€ (%)

<17 ng/ml 5 8,6
17 - 26,9 ng/ml 20 34,5
> 26,9 ng/ml 33 56,9
Néng dé galectin-3 trung binh Luc nhap vién (ng/ml) Trwdc khi xuat vién (ng/ml)
30,9 24,6
Téng 58 100,0

Bang 4. Méi twong quan giira BNP va néng dé Galectin-3 khi nhap vién

Galectin-3
Ltc nhap vién Trwdc xuat vién
n rho p n rho ¢]
BNP Luc nhap vién 58 0,331 0,011 53 0,355 0,009
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Bang 5. Mai lién quan gitta ndng d6 Galectin-3 Iiic nhap vién va céc bién ¢ tim mach

Nong dd Galectin-3 liic nhap vién
n Trung Do léch Trung vi Gia tri Gia trilon
binh chuan EV1 | hhé nhat nhat P
Bién cdtim | Khong | 47 29,3 11,0 27,2 9,0 538 | 0030
mach chung cé 11 37,9 13,9 39,4 13,0 59,3 ’
Bang 6. M&i lién quan gilta ndng dd BNP Itic nh3p vién va cac bién ¢cé tim mach
Nong dd BNP lic nhap vién
n Trung Do léch Trung vi Gia tri Gia trilon p
binh chuin nhé nhat nhat
N Khong 53 2725.886 | 10188.9146 110.3 75000.0
Tw vong - 0,003
Co 5 3587.080 1133.2712 2188.5 5000.0
4. BAN LUAN bénh nhan suy tim 1a khdc nhau qua cac nghién ctru,

Di3c diém dan s6 nghién clru: 58 bénh nhan dwoc
nhan vao nghién ctru, ti 1& nam: ni¥ = 6:4, tudi trung
binh 69, tudi thadp nhat 13 35 va tudi cao nhat 13 93
tudi (bang 1). Piéu nay phu hgp véi tan suat cla suy
tim vi phan |&n bénh nhan suy tim thuwong 16n tudi,
Trong nghién clru Framingham (1971), trén 5269
ngudi & do tudi 0-63, ty 1& nay 1a 3%. Sau 34 ndm
theo ddi, nghién ctru cho thay ty |é ting theo tudi, ty
I& hién méac suy tim 1a 8, 23, 49, va 91% tuong ¢ng
cédc nhém tudi 50-59, 60-69, 70-79, va > 80 [8]. Trong
nghién clru ching t6i, bénh ly d6ng mac véi suy tim
chli yéu |a tdng huyét dp (65,5%) va bénh mach vanh
(75,9%), ngoai ra nhdi mau co tim cép, va dai thdo
duong typ 2 cling la bénh ly thudng gap (bang 2).
Két qua nay tuwong tu tac gid Dang Quang Toan [9]
phan I&n bénh nhan cé bénh d6ng méc la bénh ting
huyét &p 64,6%) va bénh mach vanh (73,5%) (). Biéu
nay cho thdy Tang huyét 4p va bénh mach vanh Ia
cdc nguyén nhan chi yé&u gy suy tim. Hau hét bénh
nhan nhap vién trong bénh canh suy tim ndng dé
1 (79,4%), chi c6 ty 1& nho suy tim d6 11 (10,3%) v&i
phan do6 suy tim theo HGi Tim Hoa Ky NYHA.

N6ng dd galectin-3 trong nghién ctu cta ching
toi chia lam 3 murc: < 17 ng/ml (8,6%); 17-26,9 ng/
ml (34,5%); va > 26,9 ng/ml chiém ty 1& cao nhét
(56,9%). Nong dd galectin-3 huyét thanh trung binh
lic nhap vién & 58 bénh nhan suy tim nhap vién la
30,9 ng/ml, k&t qua nay tang so v&i mirc tham chiéu
cla bd kit ma nha san xuit dua ra (< 17ng/ml) va
cling twong dong va&i cac tac gia Nguyén Thi Thiy
Nga la 33, 01 ng/ml [10] va BPang Quang Toan 40,2
ng/ml [9]. Trén thé gidi, cdc nghién clru cla tac gid
Demissei B trong nghién ctru RELAX-AHF [3] la 36,3
ng/ml, ca Oscar Miré trong nghién ctru GALA |a 26
ng/ml [11]. Nhin chung, cidc néng dé galectin-3 &

tuy nhién nhirng gid tri nay déu ting cao so v&i murc
tham chiéu ca bo kit ma nha san xuat dua ra.

Khao st ching téi cho thay c6 méi tuvong quan
thuan, yéu gitra ndng d6 BNP va néng d6 Galectin-3
ldc nhap vién, r= 0,331 (p = 0,011) va trwdc lic xuat
vién, r=0,355 (p = 0,009) (bang 4). K&t qua nay cling
tuwong dong vdi nghién clru cta French Benjamin,
r = 0,37 [12]. Piéu nay cho thiy ndng d6 galectin-3
va BNP déu ting trong suy tim. Tuy nhién galectin-3
I3 dau an sinh hoc do su xo héa, bién d6i cau truc
chat nén ngoai bao va viém gay nén suy tim. Khac
v3i BNP 13 d4u an sinh hoc phan dnh suy tim qua co
ché& cdng dan thanh tim va qua hoat héa than kinh
va thé dich.

Nong do galectin-3 & nhdm cé bién ¢ tim mach
chung 13 37,9 ng/ml so v&i nhdm khdng cé bién cé
tim mach 1a 29,3 ng/ml cé y nghia théng ké (p =
0,03) (bang 5). K&t qua nay, cho thay kha ndng néng
do galectin-3 tang cang cao trong huyét thanh cé
thé cé gia trj tién lvong két cuc & bénh nhan suy tim
trong thoi gian ndm vién. Tuong tw nghién cttu cla
tac gia Franois Koukoui cho thdy mirc d6 Galectin-3
c6 vai trd tim nang trong viéc phat hién sém céac
thay d6i cau truc, chirc ndng co tim va phan tang
nguy co trong suy tim [13].

Ngoai ra, ndng dd BNP trung binh lic nhap vién
trong nghién clru ching toi la 3587.080 pg/ml &
nhédm bénh nhan t&r vong (5 trwdng hop) va & nhém
khéng t&r vong 13 2725,886 pg/ml (53 trudng hop),
c6 lién quan gitra BNP va bién c6 tir vong (p = 0,003).

5. KET LUAN

Nong dé galectin-3 huyét thanh & bénh nhan suy
tim trung binh thoi diém méi nhap vién ting cao
hon so vdi thoi diém trudc xuat vién, va ting cao
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hon nhiéu so vé&i mirc tham chiéu cta b kit ma nha
san xuat dua ra.

Néng d6 galectin-3 & nhém c6 bién ¢ tim mach
chung tang kha cao. Mirc do galectin-3 trong huyét

thanh cé thé co gid tri tién lvong két cuc & bénh
nhan suy tim trong thoi gian ndm vién. C6 mai
tuwong quan thuan, yéu giitta ndng dé BNP va ndng
d6 Galectin-3 Itc nhéap vién.
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