NGHIEN CUU LAM SANG

Gia tri tién luong cua acid uric véi ty 1é tir vong
cua bénh nhan suy tim cap

TOM TAT

Téng quan: Nong do acid uric (AU) huyét
thanh da dugc biét dén la mot yéu t6 tién luong
trong bénh ly suy tim. Tuy nhién gid trj tién lugng
ctia néng d6 AU cao va nhiing yéu t6 tic dong lam
ting acid uric trong suy tim cdp chua dugc biét ro.

Phuong phap: 200 bénh nhan suy tim cip phai
nhap vién dugc dua vao nghién ctiu. Cac bénh nhéan
nay sé dugc phén loai thanh 2 nhém: Nhém c6 néng
do AU huyét thanh thip (Nam < 7 mg/dL, nit < 6
mg/dL, n=55) vanhém c6 néng 46 AU huyét thanh
cao (Nam >7, nit >6, n=155) tly theo gia tri néng
d6 AU dugc dinh lugng trong vong 24h sau nhap
vién. Bénh nhan nghién ctiu dugc theo doi cho dén
6 thang sau xudt vién.

Két qua: Duong cong Kaplan — Meier cho thdy
ty 1¢ s6ng con 6 nhém AU thdp cao hon c6 y nghia
so v6i nhom AU cao. Phan tich héi quy Cox da
bién cho thdy néng d6 AU cao (HR: 1,135 95%CI
1,023 - 1,258) 1a mot yéu t6 tién lugng doc lap tu
vong trong vong 6 thing.

Két luan: Nong do AU la mot yéu t6 tién luong
doclap trén bénh nhan suy tim cdp phai nhap vién.

T khoa: Acid uric, suy tim cdp, tit vong.

DAT VAN DE

Suy tim ngay cang trd thanh mét van dé stic khoe
nghiém trong, véi ty 1é mic bénh ngay cang ting,
la ganh nang cho nganh y t&€ ndi riéng va xa hdi ndi
chung. Tai My, suy tim anh huéng dén gin 6,2 triéu
ngudi, [a bénh chinh & khoang 1 triéu ngusi va la
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bénh kém theo & khoang 2 triéu nguoi nhap vién
héng nim.! Uéc tinh cho dén niam 2030 c6 hon 8
triéu ngudi tai  Hoa Ky (ctt 33 ngudi thi 6 1 nguisi)
mic suy tim.* Khoang 1% dén 2% tdng ngin sich y
té tai ddy chi tra cho diéu tri suy tim.? Ty 1é t vong
ctia bénh nhan noi tra chiém t&i 4% dén 12% va ¢
thé ting lén t&i 20% dén 25% déi véi nhiing nhém
nguy cd cao.*

Chén dodn sém va diéu tri 6n dinh suy tim gop
phan gidm nhe ganh ning bénh tat, cai thién cudc
song ctia bénh nhén cang nhu gidm tai cho cho cic
co sG y t&.'° Cang ngay hiéu biét vé sinh bénh hoc
ctia suy tim da gitp ich to 16n trong diéu tri suy tim
dan dén cai thién tién lugng & nhiing bénh nhén nay.

Gitta thap nién S0 va dau thap nién 60 ctia thé ky
XX da xudt hién hang loat nhiing cong trinh nghién
ctiu danh gia méi tuong quan gitia acid uric véi cac
bién c¢6 tim mach nhu bénh mach vanh, suy tim cdp...
Su gia tang ctia néng do acid uric huyét thanh da dugc
chiing minh c6 lién quan dén ty 1¢ ti vong & bénh
nhan c6 bénh Iy dong mach vanh va tién lugng kém
&bénh nhén c6 suy tim." Nam 2009, nghién ctiu tién
clu ctia Alimonda va cong sy (CS)" da chi ra ring
nong do acid uric huyét thanh 13 yéu t6 tién lugng doc
lap tirvong do moi nguyén nhan & bénh nhén suy tim
cdp phai nhép vién. Trong khi d6, Okazaki va CS"
(2016) tién hanh nghién ctiu trén 889 bénh nhan
suy tim cdp cting dua ra két luin tuong tu.

Tai Viét Nam nghién ctiu vai tro AU huyét thanh
tién lugng t vong va tai nhap vién trong suy tim dic
biét la suy tim cdp chua dugc thyc hién. Day la mot
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xét nghiém sinh héa thudng quy, dé thyc hién nhung
chua dugc chu trong ddy du trong thyc hanh lam
sang. Do d¢ ching t6i tién hanh nghién ciu dé tai:
“Déanh gia méi lién quan gitta néng do acid uric véi
ty 1é ttr vong va tai nhdp vién ctia bénh nhan suy tim
cdp tai Vién Tim mach Viét Nam.” v6i 2 muc tiéu:

Tim hiéu dic diém l4m sang, cin lam sang cua
bénh nhan nhép vién vi suy tim cdp tai Vién Tim
mach Viét Nam.

Tim hiéu méi lién quan gitia néng d6 acid uric
huyét thanh khi nhép vién véi ty 1¢ ti vong va tai
nhdp vién trong vong 6 thing.

DOI TUONG VA PHUGNG PHAP NGHIEN CUU
Tiéu chuin Iya chon bénh nhén:

T4t ca cac bénh nhén dugc chin dodn suy tim cip
(theo ESC 2016)" nhap Vién Tim mach Viét Nam,
Bénh vién Bach Mai (chung t6i chon dugc 200
bénh nhén).

Dong y tham gia nghién ctu.

Tiéu chuin loai trir

Bénh nhan c6 bénh Iy giy ting AU huyét thanh
tlf trudc: Gut, bénh da u tay xuong, thi€u mau tan
mau, bénh bach cau (leucemia), ding hod chét diéu
tri ung thuhodc da ding cic thudc ha acid uric mau.

Bénh nhan khong déng y tham gia nghién citu.
Thiét ké nghién ciu

Nghién ctiu m6 ta, theo doi doc theo thai gian.
C6 mau va phuong phap chon mau

Day la phén tich s6ng con nén ¢& mau nghién
cttu dugc tinh theo cong thic:

C(h+1)?
T @)y

Vi mic y nghia a =0,05 va f =0,05 (Power =
0,95) > C=13,0.
Tl nghién ctu cta tic gia Okazaki®® vé vai tro

ctia AU huyét thanh trong tién lugng suy tim cép:
Ty 1¢ tit vong 6 nhom tang AU huyét thanh la p, =

19% va ty 1é ttt vong & nhém khong ting AU huyét
thanhlap =9%.

In(p,)

"= n(p,)

=1,45

Thay vao cong thtic trén, ¢6 mau tdi thiéu trong
nghién ctiu n = 224 bénh nhan.
Dia diém thyc hién nghién ctu

Vién Tim mach Viét Nam, Bénh vién Bach Mai.
Thoi gian

Nghién ctiu dugc tién hanh trén nhiing bénh
nhan théa man tiéu chuin lva chon bénh nhin caa
nghién ctiu trong thai gian tu thang 12/2018 dén
thdng 06/2020. Theo doi dén 6 thing sau xudt vién.
Thong ké xily s6 liéu

S6 liéu dugc xti Iy bang phan mém SPSS 25.0.
Mo ta cac dic diém dan s6 nghién ctu, véi cic
bién lién tuc c6 phan phdi chudn trinh bay dudi
dang trung binh + d¢ léch chudn, véi cac bién phan
loai trinh bay duéi dang tri s6 tuyét d6i (ty 1é phan
trdim): n (%). Bién lién tuc khong c6 phin phéi
chudn trinh bay duéi dang trung vi va gia trj ting v6i
25%va75%.

Cac phuong phap thong ké 4p dung trong
nghién ctiu nhu sau: phép kiém T cho bién lién tuc
c6 phan phdi chudn, phép kiém Wilcoxon range
sum test (MannWhitney) cho bién lién tuc khong
c6 phén phoi chuén, phép kiém chi binh phuong
cho cac bién nhi gia.

- Buong biéu dién s6ng con bang phuong phap
Kaplan-Meier, kiém dinh logrank.

- Phan tich hoi quy Cox da bién: mé hinh nay
gitp xac dinh cac yéu t6 nguy co doc lap ctia tir vong
do moi nguyén nhan trong suy tim cp.

Gid tri p < 0,05 dugc chon la nguéng c6 y nghia
thong ké, phép kiém dinh 2 phia.

KET QUA NGHIEN CUU
Nong d6 AU trung binh cta toan bo d6i tugng
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nghién ctiu la 8,22 mg/dL; 72,5% bénh nhan c6 ndng
do AU ting (Nam >7 mg/dl, n@ >6 mg/dl). Méi
lién quan gitta n6ng do AU khi nhap vién véi cic dic
diém lam sang, c4n lam sang ctia bénh nhén suy tim
cdp dugc thé hién trong Bang 1. Nam gidi chiém 56%
toan bd bénh nghién citu véi tudi trung trung binh
1a 62,0915,67. Khong c6 su khdc biét vé gisi va tudi
gitia 2 nhém c6 néng d6 AU cao va thap. Nhip tim lac
nhap vién; ty 16 NYHA III, IV; ty 1é c6 phti va ran &m

& nhém c6 néng do AU tang déu cao hon c6 y nghia
so v6inhom cé nong do AU khéng ting. Chisé NT-
proBNP & nhém AU ting 12 650,1 (352,7 — 1320,5)
cao hon hin & nhém khong ting AU 12 408 (250 -
771,9), sukhéc biét c6 y nghia thong ké véi p=0,033.
Chi s6 creatinine huyét thanh & nhém c6 néng do
AU huyét thanh khong ting la 83,42 + 23,98 thédp
hon hin ¢ nhém cé néng do AU ting la 96,29 +
24,98; sy khac biét c6 y nghia thong ké véi p=0,001.

Bdng 1. Méi lién quan giita acid uric véi cdc ddc diém lam sang, cdn ldm sang

Dic diém Tang acid uric )
Khong (n=55) Co (n=145)

Tusi 63,0215,10 64,3915,76 0,682
Gi6i (% nam) 61,8 53,8 0,307
THA (%) 418 379 0,615
DTD (%) 14,5 14,5 0991
RLLPM (%) 69,1 745 0,443
BMI 25 (%) 109 69 0,385
HATT (mmHg) 121,5527,77 114,59 0,076
HATT (mmHg) 73,6413,68 702213,18 0,114
Nhip tim (chuky/phut) 90,96 +20,71 98,34 +22,34 0,026
NYHA IIL IV (%) 63,6 814 0,008
Phi (%) 21,8 36,6 0,047
Ran dm (%) 364 579 0,006
Gan'to (%) 200 331 0,070
Soctim (%) 73 117 0359
Ure (mmol/L) 6.90+2,03 7,97 £ 349 0,074
Creatinin (umol/L) 8342 +2398 96,29 +2498 0,001
CrCl (ml/p) 5$9,79+2120 $2,32+2085 0,022
Glucose (mmol/L) 727 £325 753+3,73 0,333
Natri (mmol/L) 138,25+4.21 138,40+ 4,45 0,956
Kali (mmol/L) 3,780,42 4030,57 0,004
NT proBNP (pmol/L) 4080 (250,00 - 771,90) 650,10 (352,70~ 1320,50) | 0,003
Troponin T (ng/L) 40 (19,50-224,30) 35,70 (23,08 - 77,06) 0,983
Cholesterol(mmol/L). 1,14 3971,07 0,745
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Triglycerid(mmol/ L). 1,64 1,03 1,51+0,78 0,857
HDL - C (mmol/L). 1,07 +046 1,04 +0,34 0,941
LDL- C (mmol/L). 2,220,87 2,26 0,777
Rung nhi (%) 32,7% 28,3% 0.350
Chtic nang tam thu that trai (%EF). 41,75+1395 39,78 £16,38 0.307

THA: Tang huyét dp, DTD: Ddi thdo duong, RLLPM: Rdi loan lipid mdu, BMI: Chi s6 khéi co thé, HATT: Huyét dp
tam thu, HATIr: Huyét dp tam truong, CrCl: D¢ thanh thai creatinin. HDL — C: High density lipoprotein cholesterol:
Lipoprotein trong ligng phén ti cao, LDL — C (Low density lipoprotein cholesterol ): Lipoprotein trong ligng phén tis thip.

Duong cong Kaplan Meier 6 biéu d6 1. So sanh ti vong do moi nguyén nhan gitia nhém suy tim cép c6
ting AU huyét thanh véi suy tim cdp khong tang AU huyét thanh qua 6 thang theo doéi ta thdy sy khac biét
c6 ¥ nghia théng ké (p=0,022). Phan tich héi quy Cox da bién chitng minh ting néng d6 AU 1a mot yéu té
tién lugng doc lap tir vong trong 6 thang theo d6i (HR: 1,16; Khoang tin cay 95%: 1,001 - 1,345) (Bang 3).
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Log rank p = 0,022

Khéng ting acid uric huyét thanh

Thang

S8 lugng

Tang acid uric huyét thanh

Khéng ting acid uric huyét thanh

145 130 126
55 54 52

125 123 118 118
52 52 52 52

Biéu do 1. Duong cong song con Kaplan-Meier 6 nhom suy tim cdp tang AU

Bdng 2. Phan tich hoi quy Cox don bién giiia ti 1én tii vong trong 6 thdng theo doi vdi cdc chi s6 ldm sang, cdn ldm sang

Biénsé HR (KTC95%) P

Tuéi (ting méi 1 tudi) 1,024 (0,997 - 1,051) 0,078
Gi6i (nam) 1,025 (0498 -2,111) 0,946
THA 1,206 (0,586 —2,483) 0611
DTDb 3,14 (1,469-6,712) 0,003
RLMM 0,566 (0,095 —3,386) 0,533
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TS suy tim 1,089 (0,51 -2,327) 0,826
HATT lic nhap vién (tingméi ImmHg) 0,977 (0,959 - 0,995) 0,012
Nhip tim (ting méi 1 nhip/phut) 1,01 (0,995 - 1,025) 0,199
NYHAIV 3,100 (1,514 —6,346) 0,002
CrCl (tangméi 1 ml/phut) 0,975 (0,955 -0,996) 0,020
Creatinin (ting méi 1 umol /L) 1,023 (1,011 —1,035) <0,001
Ure (mmol/L) 1,163 (1,078 —1,255) <0,001
NT-proBNP (tinh theo log NT-proBNP) 3,953 (1,611-9,703) 0,003
Troponin T 1(1-1) <0,001
Acid uric (ting méi 1 mg/dL) 1,277 (1,156 - 1,41) <0,001
Natri (ting méi 1 mmol/L) 0,936 (0,869 —1,009) 0,083
Kali (tingméi 1 mmol/L) 1,705 (0,916 - 3,174) 0,093
EF (tangmai 1%) 0,978 (0,954 —1,003) 0,080

Bdng 3. Phan tich hoi quy Cox da bién gitia ti lén tii vong trong 6 thdng theo doi véi cdc chi s6 ldm sang, can ldm sang

Bién s HR (KTC 95%) p

DTD 2,505 (1,071 - 5,860) 0,034
HATT ltc nhip vién (taing méi 1 mmHg) 0,982 (0,965 - 1,00) 0,056
CrCl (téng moi 1 ml/phut) 0,987 (0,963 - 1,011) 0,291
Creatinin (ting méi I pmol/L) 0,994 (0975 -1,014) 0,565
Ure (Tangméi 1 mmol/L) 1,030 (0,925 - 1,147) 0,592
NT-proBNP (tinh theo log NT-proBNP) 1,929 (0,701 —5,305) 0,203
Acid uric (tingmai 1 mg/dL) 1,16 (1,001 —1,345) 0,048

BAN LUAN

Mac du da c6 rat nhiéu nghién citu doan hé trén
bénh nhén suy tim'*'¢ nhung dén nay con rit it hiéu
biét vé nong do AU trén bénh nhén suy tim cdp. Hai
nghién ctiu s6 b Japanese Cardiac Registry of Heart
Failure in Cardiology (JCARE-CARD) va Chronic
Heart Failure Analysis and Registry in the Tohoku
District (CHART) cho thdy néng d6 AU la mot
yéu t tién lugng & bénh nhén suy tim.'® Tuy nhién,
nhiing nghién ctiu nay chi thyc hién trén nhiing
bénh nhan suy tim man tinh, loai trit nhiing bénh

nhan suy tim cip. Sinh bénh hoc cua suy tim cip

khéc véi suy tim man tinh, vi thé mdi lién quan gitia
nong dé acid uric cao ¢ mdi diéu kién 1a khac nhau.
Trong nghién ctiu ctia chung t6i, dudng cong
Kaplan-Meier cho thdy ti vong do moi nguyén
nhan hodc tai nhap vién qua theo déi 6 thang &
nhoém suy tim cdp ting acid uric huyét thanh cao
hon cé y nghia thong ké so véi nhom suy tim cip
khong tang acid uric huyét thanh (log rank p=0,022
véi bién ¢6 ti vong; va p=0,009 véi bién c8 gop).
Diéu nay tuong ty nghién ctiu ctia Palazzuoli va CS
(2016) véi thei gian theo d6i 6 thdng sau xudt vién
(log-rank p=0,009 véi bién c6 gop).”” Nghién cttu
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ctia Alimonda (2009) theo déi 2 nim ciing cho thay
khdc biét vé ti vong gitia 2 nhém c6 ting va khong
ting acid uric huyét thanh qua duong cong Kaplan
— Meier (log-rank p<0,001)". Trong nghién ctiu
ctia Pascual - Figal (2007) véi theo d6i 24 thdng sau
xudt vién, dudng cong Kaplan-Meier ciing cho thay
bién c6 ti vong hodc téi nhap vién ¢ nhém suy tim
cdp c6 tang acid uric huyét thanh cao hon nhém suy
tim cip khong ting acid uric huyét thanh (log-rank;
p=0,028 véi bién c6 tir vong, p=0,023 v6ibién c6 tai
nhap vién; p=0,004 véi bién c6 gop).'*

Qua phén tich don bién, nghién ctiu ching t6i
cho két qua c6 7 yéu t6 c6 y nghia tién lugng tu
vong suy tim cdp: (1) Déi thio dudng, (2) HATT
Idc nhap vién, (3) phan d6 NYHA 4, (4) muc loc
cdu than u6c doén, (S) nong do ure huyét thanh
lac nhap vién, (6) nong d6 NT-proBNP lic nhap
vién, (7) néng d6 AU huyét thanh véi p déu < 0,0S.
Phén tich hoi quy Cox don bién trong nghién ciu
theo déi doc 6 thang ctia Okazaki (2016) ciing cho
thdy c6 3 yéu t6 gidong véi nghién ctiu ctia ching toi
(HATT lac nhap vién, miic loc cdu than, néng do
acid uric huyét thanh) c6 gi4 tri tién lugng ti vong
do moinguyén nhén bén canh d6 nghién ctiu nay cé
5 yéu t6 khac véi nghién ctiu ctia ching téi la: tudi,
gi6i, nhip tim, nong d¢ bilirubin, néng d¢ natri.”
Nghién cdu ctia Huang (2016)" trén 1835 bénh
nhan suy tim cip vdi thoi gian theo doi trung binh
27,1 thang cho thdy: tuéi, ALDMPTI, hemoglobin,
miic loc ciu thin, néng d6 natri, NT-proBNP va
acid uric la nhiing yéu t6 tién lugng ti vong do moi
nguyén nhén c6 y nghia. Sau khi hiéu chinh theo
tudi, dai thdo duong, HATT luc nhép vién, phan do

NYHA, miic loc ciu than, n6ng d6 NT-proBNDP...
ching t6i ghi nhdn ¢6 2 yéu t6 nguy co doc lap tién
dodn t& vong do moi nguyén nhan trong suy tim
cdp la ddi thdo dudng va nong do AU huyét thanh.
Két qua cta ching t6i cing tuong tu cic phan tich
gop trén thé gidi.

Danh gid vé tién dodn ti vong do moi nguyén
nhan va bién c6 gop (td vong do moi nguyén nhan
hoic tdi nhip vién) mot phan tich gop ctia Gang
Huang va CS (2019)* v6i 12 854 bénh nhan suy
tim c4p trong 10 nghién cttu cho két qua: Tang AU
huyét thanh lam ting nguy co ti vong trung va dai
hanvéi RR=1,43 (KTC95%: 1,31 -1,56),lam ting
nguy co két cuc t&t vong hodc tai nhip vién véi RR
= 1,68 (KTC 95%: 1,33 — 2,13). Vi méi miic ting
1mg/dL ndng d6 AU lam ting 11% nguy cd tti vong
do moi nguyén nhén va 12% nguy co tti vong hoac
tdi nhép vién. Phan tich du6i nhém véi suy tim cdp
trong phan tich gop caa He Huang (2014)*" dénh
gid mdi lién quan gitta nong do AU véi tién doan tu
vong do moi nguyén nhan suy tim cdp cho thdy ting
AU lam tang nguy co ti vong do moi nguyén nhan
v6i HR = 2,02 (KTC 95%: 1,48 - 2,77).

KET LUAN

O bénh nhan nhap vién vi suy tim cip, ting nong
d6 AU c6 lién quan dén tang nguy co ti vong hoic
tdi nhap vién qua theo doi 6 thang. AU la mot yéu t&
doc lap tién lugng ttr vong do moi nguyén nhan suy
tim cdp véi ty s6 nguy co HR = 1,160 (KTC 95%:
1,001 -1,345). Ung véi méi mic ting 1 mg/dL caa
AU huyét thanh, nguy co ti vong do moi nguyén

nhan ctia bénh nhan suy tim cdp tang 16%.

ABSTRACT

The prognostic impact of uric acid in patients with severely decompensated acute heart failure

Background: The serum level of uric acid (UA) is a well-known prognostic factor for heart failure (HF)

patients. However, the prognostic impact of hyperuricemia and the factors that induce hyperuricemia in

acute HF (AHF) patients are not well understood.
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Methods: Two hundred AHF patients were enrolled in this study. The patients were assigned into a low
UA group (UA <7.0 mg/dL in men and <6 mg/dL in women, n = 55) or a high UA group (UA >7.0 mg/
dL in men and >6 mg/dL in women, n = 145) according to their UA level on admission.

Results: A Kaplan—Meier curve showed that the survival rate of the low UA group was significantly
higher than that of the high UA group. A multivariate Cox regression model identified that a high UA level
(HR: 1,135 95%CI 1,023 - 1,258) was an independent predictor of 6-month mortality.

Conclusion: The serum UA level was an independent predictor in patients who were hospitalized
during an emergent situation for AHF.

Keywords: Acid uric, Acute heart failure, Mortality.
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