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PAT VAN DPE

Suy tim dang tré thanh dai dich trén toan cau[1], vai ti 1& hién mic ngay cang
gia ting[2] va 12 bénh cé du hau x4u[3-5]. Phan tich téng hop caa James SL (2018)[6]
cdng bd trén The Lancet, c6 64,3 triéu bénh nhan suy tim trén toan cau. Nhitng bénh
nhan nay di dién véi nguy co tir vong cao hon ung thu tién liét tuyén va bang quang
& nam, ung thu va & nit [7]. Bac biét, nguy co tir vong gia ting rat manh khi dbi dién
Vi bién c6 suy tim cap, bénh nhan suy tim cap ting nguy co tir vong gap bén lan so
véi suy tim man (ti vong 4% & bénh nhan suy tim man so véi 16% & bénh nhan suy
tim cap)[8]. Theo s lidu tir cac nghién ciru s6 bo, ti 1é tir vong trong mot nam trén
bénh nhan suy tim cap tir 18% dén 28%[3-5]. Tai Viét Nam, ti I¢ tr vong & bénh nhan
suy tim cap cao hon so Vi ti I tir vong chung trén toan cau. Nghién ciu REPORT-
HF (2020)[9] Ia nghién ctru doan hé dau tién trén toan cau vé suy tim cip voi 18.102
bénh nhén, c6 20% bénh nhan tir vong trong vong mot nim sau Xuat vién, trong do ti
& tir vong tai Viét Nam la 25,8%. Ngoai két cuc ta vong, bénh nhan suy tim cap con
d6i dién véi nguy co tai nhap vién, c6 24%-26% bénh nhan tai nhap vién do suy tim
trong mot nam sau xuat vién[4,10].

Bénh nhan suy tim cip c6 hai cdng cu tién lwong chinh 1a dau 4n sinh hoc tim
va mo hinh tién luong. M6 hinh tién luong dugc xay dung tir cac yéu td tién luong
1am sang va can 1am sang nhu: tudi, gisi, huyét 4p tdm thu, natri huyét thanh, dai thao
duong, creatinin, phan d suy tim theo chitc nang cua Hoi Tim Mach New York
(NYHA), blood ure nitrogen (BUN), phan suat tbng mau that trai, hemoglobin, N-
terminal pro- B type natriuretic peptide (NT-proBNP)[11]. Trong cd&c mé hinh tién
lugng, md hinh AHEAD la mét trong nhitng md hinh ¢6 thé tng dung trén dan sé
Viét Nam, mé hinh nay d& st dung, duoc phat trién trén dan sé6 Chau Au va da duoc
ngoai Kiém trén dan sé Chau A[12,13]. D4u 4n sinh hoc tim ma dai dién 1a NT-
proBNP, duoc coi 1a ddu 4n sinh hoc chuan trong suy tim cip. Theo khuyén céo cua
Treong mén Tim Hoa Ky (2022)[14], NT-proBNP st dung tién lugng véi muc |

chang ca A. Tuy nhién, dau 4n sinh hoc nay bi anh hudng vai tudi, chirc ning than



va can nang[14]. Chinh vi vay, can phdi hop véi cac dau 4n sinh hoc khac dé gia ting
d6 chinh xac trong tién lwong trén bénh nhan suy tim cap.

Carbohydrate antigen 125 (CA125) 1a d4u 4n sinh hoc tiém ning tng dung trong
suy tim cap[15]. CA125 1a mét glycoprotein thudc gia dinh mucin va duoc biét nhu
mucin 16, Bast RC (1981)[16] phét hién va dat tén 1a khéng thé don dong thir 125
chéng lai t& bao ung thu budng triing. Hién tai, CA125 dang duoc sir dung trong
tién lwong va theo ddi diéu tri hoa tri trong ung thu budng trang[17]. Gan day, CA125
dugc nghién ciru trong suy tim, CA125 ting trong suy tim qua co ché viém va huyét
dong, ca hai co ché nay s& gay hoat hda té bao trung biéu md, giai phong CA125 tir
té bao trung biéu mo vao trong vong tuan hoan[15]. CA125 twong quan Vi dau hiéu
sung huyét va 12 yéu té tién lugng tir vong va tai nhap vién trén bénh nhan suy tim
cap[15]. So voi NT-proBNP, CA125 c6 khac biét, nhung nhitng khéc biét nay 1a su
bo trg véi NT-proBNP khi str dung nhu: (1) 1a dau an caa tim phai, (2) c6 thoi gian
ban huy kéo dai hon NT-proBNP, (3) c6 thé tién lwong tét trén bénh nhan 16n tudi,
suy than va phan suat tong mau bao t6n[18-20], (4) xét nghiém ludn san cé va chi phi
thap[15].

Nghién ctu vé CA125 trén bénh nhan suy tim cip xac dinh CA125 cao ting
bién cb trén bénh nhan suy tim cap tai Chau Au va Chau My[21-23]. Tai Chau A,
nghién ctru tai Han Quéc cua Yoon JY (2019)[24] ciing xac dinh méi lién quan nay.
Tai Viét Nam va Pong Nam A, chua c6 nghién citu vé CA125 trén bénh nhan suy
tim cap. Ngoai ra, Sasamoto N (2021)[25] nghién ctu trén 946 phu nit man kinh, tac
gia nhan thay nong d6 CA125 c6 su khac biét giira cac chung toc, nong do CA125
thip & chung toc da mau hon so véi da trang[25]. Chinh vi vay, ching tdi thuc hién
dé tai nghién ctru “Gia tri cia CA 125 trong tién doan tir vong va tai nhap vién ¢ bénh

nhan suy tim cip” véi cac muc tiéu sau:



MUC TIEU NGHIEN CUU

1. Xac dinh ndng do va céc yéu té lién quan voi CA125 & bénh nhan suy tim cap.

2. Panh gia CA125 va dong hoc cia CA125 trong tién doan tir vong va tai nhap vién
& bénh nhan suy tim cip trong 12 thang.

3. Phan tich gia tri cia CA125 két hop véi NT-proBNP va mé hinh AHEAD trong

tién doan tir vong va tai nhap vién & bénh nhan suy tim cap trong 12 thang.



CHUONG 1. TONG QUAN TAI LIEU

1.1. Suy tim cap
1.1.1. Pinh nghia va phan loai suy tim cip

Dinh nghia: theo huéng dan cua Hoi Tim Chau Au (2021)[26], suy tim cap la
bénh 1y dic trung bai tridu chimg co ning va/hoic thuc thé caa suy tim, tién trién
nhanh chong hozc dién tién mot cach tir tir, nhung khién nguoi bénh can hd tro y té
khan cap hoac can nhap vién diéu tri cap ctu.

Suy tim cap cd thé 1a bénh canh suy tim xuat hién lan dau (suy tim méi) hoac
do tién trién xau di cua suy tim man tinh (dot mat bu cip trén nén suy tim man). Suy
tim cap cd thé do ton thuong tim nguyén phat hoic yéu té thiic day bén ngoai. Ton
thuong tim nguyén phat (thiéu mau co tim, viém co tim hogc doc tinh 1én té bao co
tim), t6n thuong van tim cap, hoac chén ép tim cap. Yéu tb thuc day thuong xay ra
trén bénh nhan suy tim man nhu nhiém tring, ting huyét 4p khong kiém soét, roi loan
nhip hoac khong tuan tri[27].

C6 nhiéu cach phan loai suy tim cap. Gan day, huéng dan caa Hoi Tim Chau
Au (2021) phan loai thanh bdn kiéu hinh 1am sang chinh: (1) suy tim mat bi cap, (2)
phu phoi cap, (3) suy tim phai don doc va (4) soc tim. Cac kiéu hinh 1am sang nay
dwa vao triéu chizng sung huyét va/ hodc giam tudi méau va doi khi cac kiéu hinh nay
cd thé trung lap véi nhau. Phan loai ndy gitap tién luong va hudng dan diéu tri nhu
oxy liéu phép, thudc lgi tiéu, gidin mach, ting co bop co tim va co mach[26].

1.1.2. Dich t& hoc ciia suy tim cip
1.1.2.1. Véan dé suy tim hién nay

Suy tim 12 van dé strc khoe toan cau hién tai va trong twong lai. Nghién ctu dich
té tai Hoa Ky va Chau Au, ¢ 1 dén 9 trudng hop mai mac trén 1.000 ngudi — nam,
ti 1& nay 6n dinh tir 1970 dén 1990 va co khuynh huéng giam[28]. Tuong tu, nghién

ctru dich t& caa Conrad N (2018)[29] trén 4 triéu ngudi, tac gia nhan thay ti suit moi



méc cua suy tim gitra ndm 2002 va 2014 giam tir 3,6 xuéng 3,3 trén 1.000 ngudi —
nam, giam 7% bénh nhan suy tim (ti suat hiéu chinh: 0,93; KTC 95%: 0,91 dén 0,94).
Tuy nhién, s6 bénh nhan hién mac suy tim lai tiép tuc gia ting, theo thong ké cua
James SL (2018)[6], trén thé gioi c6 hon 64,3 triéu bénh nhan suy tim. Nguyén nhan
chinh 1a do tang tudi tho, ting dan sd trén toan thé gisi va hiéu qua diéu tri hién tai
gia tang ti 1& séng con sau chan doan suy tim[30].

Ngoai d6i dién véi suy tim man, y té trén toan cau con ddi dién vai suy tim cap.
Bénh nhan suy tim man thuong xuyén nhap vién véi suy tim cap. Suy tim cap la ly
do nhap vién hang dau & bénh nhan trén 65 tu6i[26]. Hién tai, diéu tri trén bénh nhan
suy tim man da c6 nhiéu tién b, giam tir vong va tai nhap vién. Tuy nhién, chua co
bién phéap diéu tri ndo véi bang chirng giam tir vong va tai nhap vién trén bénh nhan
suy tim cap[26].
1.1.2.2. Két cuc trén bénh nhan suy tim cap
Tir vong ndi vién va sau xuit vién

Bénh nhan suy tim cap c6 tién luong xau. Tai Hoa Ky, nghién cau so bo
ADHERE (2010)[31] véi 135.667 bénh nhan suy tim cap tai 300 trung tdm tir nim
2001 dén 2006, nghién cuu nay xac dinh ti té tir vong noi tra 1a 5%, sau 30 ngay la
12,2%, va sau 1 nam la 38,3%. Tai Chau Au, Cleland JG (2003)[32] ciing thuc hién
nghién ctru s6 b dénh gia két cuc trén bénh nhan suy tim cap tai 115 trung tm & 24
qudc gia trong giai doan tir nam 2000 dén 2001 vai 11.327 bénh nhan suy tim cap
nhap vién, tac gia ghi nhan ti & tir vong ndi vién 1a 6,9% va tir vong sau xuat vién 3
thang 1a 13,5%. Tai Chau A, Reyes EB (2016)[33] thuc hién nghién cau tai chin quéc
gia Chau A giai doan tir nim 2009 dén 2015, tac gia xac dinh ti 18 tir vong noi tri 3%
dén 7% va ti Ié tir vong sau xuat vién 30 ngay 1én dén 17% (Indonesia). Tai Viét Nam,
theo s6 lidu tir nghién ciru toan cau vé suy tim cap REPORT-HF (2020)[9], tar vong
trong vong 1 nam sau xuét vién 1a 25,8%. Tai Mién Nam, nghién ctu cua Tran Phi
Long (2018)[34] trén 120 bénh nhan suy tim cap tai Bénh vién Cho Ray ¢4 ti I¢ tir
vong ndi vién la 9,2%, nghién ciu cia Pham Cong Hai (2016)[35] trén 329 bénh



nhan suy tim c4p thuc hién tai cing Bénh vién véi nghién ctu ching toi co ti 18 tir
vong noi vién la 10%.
Tai nhap vién

Bénh nhan suy tim ¢ ti ¢ tai nhap vién cao. Theo théng ké tai Hoa Ky va Chau
Au, ti 1¢ tai nhap vién sau 30 ngay la 20% dén 25%, khoang 50% bénh nhan tai nhap
vién mot lan trong nim dau sau khi duoc chan doan, c6 20% bénh nhan tai nhap vién
nhitng nam sau d6 va trén 80% tai nhap vién sau 5 nam. Bénh nhan suy tim tai nhap
vién thuong do nguyén nhan khdng do suy tim, nguyén nhan chinh Ia do bénh nhan
suy tim c6 nhiéu bénh ly phdi hop, ¢4 50% bénh nhan suy tim tai nhap vién do nguyén
nhan tim mach va chi 30% bénh nhan nhap vién do suy tim trong vong 30 ngay sau
suy tim cap[28]. Tai Chau A, theo nghién ciru cua Reyes EB (2016)[33], nhap vién
do suy tim chiém 2,2% (Pai Loan) va 19% (Thai Lan) tong s luot nhap vién, ti 18 tai
nhap vién sau 30 ngay l1a 3% dén 15% va sau 90 ngay la 17,6% (Singapore). Tai Viét
Nam, theo théng ké tai Vién Tim Ha Noi, nhap vién do suy tim chiém 15% tong s6
luot nhap vién va ti 1€ tai nhap vién sau 30 ngay la 7%[33].
1.1.3. Sinh ly bénh ciia suy tim cap

Vé mit kinh dién, suy tim cip 1a suy chtc ning bom cua tim, 1am giam tudi
méau md va gay sung huyét do giam dong mau trg vé tim. Trai qua nhiéu thap nién,
cac co ché sinh bénh hoc phic tap trén bénh nhan suy tim cap duoc dé ra, trong d6
co ché huyét dong dugc nhiéu dong thuan va 1a co ché sinh bénh hoc chinh trong suy
tim cAp[36]. Su thay d6i huyét dong xay ra nhiéu tuan trudc khi xuat hién bién cé suy
tim cap, su thay doi huyét dong duoc xac dinh bang ting ap luc d6 dy hé thong va
phdi, va hau qua gay ra sung huyét. Sung huyét ¢ hai co ché chinh: (1) sung huyét
do ting thé tich mau toan bo, nguyén nhan chinh la do tich tu dich trong khoang long
mach va ngoai vi; (2) ngoai sung huyét do qué tai dich, ting ap luc d6 day hé thong

trong suy tim con do co ché tai phan bé dich (Hinh 1.1)[37].



1.1.3.1. Sung huyét do qua tai dich

Suy giam chtc ning tim hoat héa cac con dudng than kinh va thé dich bao gom:
hé than kinh giao cam, hé renin angiotensin aldosterone, h¢ arginine vasopressin. Qua
trinh hoat hda nay giam cung cip oxy mé ngoai bién cua tim, giam bai tiét natri va
nuéc cua than. Hau qua cua tién trinh ndy sé& gay tang ap luc trong tinh mach, gay di
chuyén dich tir mao mach sang mé k& qua dinh luat Starling. Ngoai co ché trén, tich
tu dich trong suy tim c4p con théng qua mang luéi glycosaminoglycan trong mé k&
va dan luu cua hé bach huyét kém hiéu qua. Ngudi khoe, khi ¢ sy gia tang dich trong
mo k& s& dan luu qua hé bach huyét. Tuy nhién, bénh nhan suy tim, luu thong dich
trong hé bach huyét dat mac tdi da, dich khéng dan luu qua hé bach huyét ma tich tu
trong md k&. Bén canh d6, giam kha nang dan hoi ciia mang ludi glycosaminoglycan
trong md k&, do duy tri can bang duong, lam giam kha ning dém cua mang ludi
glycosaminoglycan va gay sung huyét mé k&[37,38].

Quaé tai dich khong thé giai thich toan bo sinh ly bénh sung huyét trén bénh nhan
suy tim cap. Pa s6 bénh nhan suy tim cap ¢ trong luong co thé gia ting khong nhiéu
(<1 kg) trudc khi nhap vién[39]. Chinh vi vay, bén canh co ché qué tai dich, bénh
nhan con c6 dong gdp quan trong cia co ché tai phan bd dich truéc khi xay ra bién
cb suy tim cap.
1.1.3.2. Sung huyét do tai phan bé dich

Tai phan b dich 1a nguyén nhan chinh gay ra sung huyét trén bénh nhan suy
tim c4p[40]. Phan Ién mau luu thong trong vong tuan hoan duoc du trit tai hé tinh
mach, mau du trir & ddy duoc chia thanh hai dang: thé tich mau hoat dong “stressed
volume™ va thé tich méau duy trit “unstressed volume”[41,42]. Thé tich mau du trix
(chiém 70% thé tich méau tinh mach), 1a lwong mau lap day khoang trong trong long
tinh mach & mic &p lyc van chuyén qua mang bang 0, thé tich mau nay chua trong
cac tinh mach tang (gan, da day rudt va lach) va cé kha ning di chuyén vao tuan hoan
khi can thiét[41,42]. Nguoc lai, thé tich mau hoat dong (chiém 30% thé tich mau tinh

mach) 1a lugng mau tir hé tinh mach vé tim, lugng mau tinh mach nay ¢6 anh huong



dén &p lyc tinh mach hé thong va diéu hoa ap luc d6 dy nhi phai. Hé than kinh giao
cam gitr vai trd chinh diéu hoa hai dang mau duy trir nay. Khi hé than kinh giao cam
hoat hoa, s& chuyén mau dang du trix trong tinh mach (ngudn mau chinh tir tinh mach
lach) vao vong tuan hoan, qué trinh dich chuyén nay 1am ting cip tinh ap lyc tinh
mach trung tam va gay dau hiéu sung huyét. Vi vay, co ché sung huyét trén bénh nhan

suy tim do rdi loan truong lyc mach méu cip tinh hon 1a do qua tai thé tich dich[37].

T4i phan bd dich Qua tii dich

!

Mitc nén Co tinh mach
Thé tich mau toan phan khéng dbi Thé tich mdu toan phén ting
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usv SBY usv SBv B usv SBv Aptye
Tha tich mau toan phin (L) Thé tich miu toan phin (L) Thé tich mav toan phin (L)

Hinh 1.1 Sung huyét do tai phan bé dich va qua tai dich

UBV unstressed blood volume: thé tich mau du trix
SBV stressed blood volume: thé tich mau hoat dong.
“Nguon: Nunez J,2022”[37]



Tai phan b dich va qua tai dich ting tai 1én tim va gay ra triéu chting sung
huyét, nhung mirc d6 anh huang voi co ché nao sé thay doi theo bénh canh 1am sang.
Trong khi qua tai dich thudng xuat hién trén bénh nhan suy tim cip véi phan suat
tbng méu giam, tai phan bd dich 1a co ché sinh bénh hoc chinh véi suy tim cap phan
suit tbng méau bao tén. Tiép can theo hai co ché sung huyét nay, diéu tri suy tim dwgc
c& thé hoa, loi tiéu co thé str dung trén bénh nhan cé qué tai dich va gidn mach cd thé
phU hop hon véi bénh nhan c6 tai phan bé dich[40].

Hon nita, nghién cau thuc nghiém gan day nhan thay sung huyét con do céc con
duong sinh bénh hoc khac nhu: rdi loan churc nang ndi mo, hién tugng viém va stress
oxy héa [43].

Hau qua cta sung huyét gay suy da tang bao gom than, gan, ruot[40]. Bénh nhan
suy tim cap thuong xuyén c6 kém theo suy than va c6 anh huong 1an nhau giita hai
co quan ndy duoc biét dén nhu hoi ching tim than. Ton thuong than trén bénh nhan
suy tim qua hai co ché: (1) giam luu lugng tim 1am giam lwong mau dén nudi than va
(2) sung huyét tinh mach than gay thiéu mau nudi than[44]. Ngoai ra, suy tim cap
thudng xuyén lién quan dén suy gan va duoc biét dén nhu hoi chung gan tim. Suy
chirc nang gan mat thuong xay ra trén bénh nhan suy tim phai, bénh nhan suy tim
phai c6 sung huyét hé thdng, sung huyét tinh mach gan. Sung huyét gan gay giam
tudi mau md gan va gay viém gan. Cubi cling, bénh nhan suy tim cap thuong kém
theo sung huyét ruot. Pay chinh 1a nguyén nhan giam hap thu caa duong tiéu hoa va

lién quan dén hoi chiing suy kiét trén bénh nhan suy tim cap[45].
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1.1.4. Chén do4n suy tim cé"lp

Luu d8 chin doan suy tim cip mdi khdi phat
|

Bénh s, triéu chimg od nang/thuc thé
BN nghi suy tim cap

+ Dién tam d5
« Do oxy ngén tay
« Siéu am tim
= Cac xét nghiém ban dau®
+ Xquang nguc
« Siéu am phdi
« Céc khao sat dic biét khac®
Po peptides bai niéu
1 1 1
« BNP <100 pg/mL « BNP = 100 pg/mL
« NT-proBNP <300 pg/mL « NT-proBNP > 300 pg/mL¢
« MR-proANP <120 pg/mL « MR-proANP 2120 pg/mL
—» " Loai trif chdn doan ST cp Ch&n doan xac dinh ST cip <
Siéu am tim khao sat sdu hon

Luu dd 1.1 Chan do4n xac dinh suy tim cap. BN: bénh nhan, ST: suy tim.

(%) Xét nghiém ban dau bao gom troponin, creatinin mau, dién giai do, chirc ning
giap, chirc nang gan, D-dimer khi nghi ngo tac dong mach phoi va procalcitonin khi
nghi ngo nhiém tring, khi mau dong mach néu c6 suy hd hap va lactate mau néu cé
giam tudi mau co quan. (?) Khao sét dic biét khac gom: chup dong mach vanh néu
nghi ngo hoi chimg dong mach vanh cap, chup cét 16p vi tinh 16ng nguc ¢6 can quang
néu nghi dén tic dong mach phoi. (°) Gia tri chan doan suy tim cap caa NT-proBNP
khi >450 pg/mL néu <55 tudi; >900 pg/mL néu tir 55 dén 75 tudi; >1800 pg/mL néu
>75 tudi.

“Nguon: McDonagh T A, 2021[26]
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Chén doén suy tim c4p bat dau tir triéu chimg co ning va thyc thé (Luu d6 1.1).
Triéu chizng 1am sang cua suy tim cap thuong gap gom: kho tha, mét moi, an kém,
sut hozc ting can va tiéu it. Bénh nhan can duoc danh gia 14m sang theo diu hiéu
sung huyét va giam tudi méu: (1) céc triéu chiang sung huyét: kho tha khi nam, phu
phdi, phii ngoai bién, tinh mach canh néi, gan to, ¢ truéng va phan hdi gan tinh mach
canh dwong tinh; (2) giam tudi mau: thay doi tri giac, dau chi lanh va am, tut huyét
ap, thiéu niéu va giam chirc ning than. Can 1am sang hd tro nhu dién tim va siéu am
tim. X.quang nguc va siéu am phoi cé thé sir dung dé chan doan suy tim dic biét
trong truong hop peptide natri niéu khéng c6 san. Xét nghiém peptide natri niéu (BNP
hoac NT-proBNP hoic MR-proANP) nén dugc thuc hién néu chan doan suy tim
khong chic chin. Nong d6 peptide natri niéu binh thuong c6 thé loai trir chan doan.
Ngudng quyét dinh dé loai trir chan doan suy tim cap la: BNP <100 pg/mL, NT-
proBNP <300 pg/mL va MR-proANP <120 pg/mL[26,46].

1.1.5. Piéu tri suy tim cip

Theo khuyén céo ctia Hoi Tim Chau Au (2021)[26], diéu tri suy tim cip chia
thanh ba giai doan v&i cac muc tiéu va cach tiép can chuyén biét cho ting giai doan:
(1) trudc khi bénh nhan nhap vién, (2) diéu trj noi tra va (3) diéu tri khi xuat vién.
1.1.5.1. Piéu tri trwéc nhap vién

Bénh nhan suy tim cap can duoc diéu tri sém va chuyén nhanh dén bénh vién.
Bénh nhan can duoc van chuyén bang xe cap ctu va theo ddi bang dung cu khong
xam lan nhu may do nong do bdo hda oxy mau, huyét 4p, mach va nhip tho. Oxy lidu
phap duoc sir dung khi d6 bdo hoa oxy <90%, bénh nhan suy hd hap véi tan sb tha
>25 lan/ pht. Tiép can cap ctru va chuyén vién tré 12 yéu té tién luong xau véi bénh
nhan suy tim cap[26].
1.1.5.2. Piéu tri ndi tra

Bénh nhan suy tim cap nhap vién c¢6 bbn kiéu hinh 1am sang chinh: (1) suy tim

mét bu cap, (2) phu phéi cap, (3) suy that phai don doc, (4) chodng tim. Tat ca cac
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kiéu hinh nay biéu hién véi hai hoi ching 1am sang chinh 1a sung huyét va giam tué6i
mau. Trong d6, diéu tri sung huyét véi vai tro chinh cua loi tiéu duong tinh mach.
Diéu trj lgi tiéu

Loi tiéu dudng tinh mach 1a nén tang trong diéu tri sung huyét trén bénh nhan
suy tim cap, loi tiéu co tac dung ting bai tiét nuéc va mudi tai dng than. Trong cac
loai loi tiéu, loi tiéu quai thudng dugc sir dung do tac dung nhanh va hiéu qua. Tuy
nhién, liéu sir dung, st dung dudng tinh mach ngat quing hoac truyén lién tuc va
thoi gian st dung duong tinh mach con thiéu dir lieu[14,26]. Dya vao nghién ctu
quan sat, bat dau st dung loi tiéu quai bang dudng tinh mach, sir dung liéu thap, danh
gia dap ng va tang liéu néu bénh nhan khong dat muc tiéu diéu tri[47]. Sir dung
furosemide liéu khoi dau gap 1 dén 2 1an lidu st dung hang ngay bing duong udng
trede khi bénh nhan nhap vién, néu bénh nhan khéng st dung loi tiéu trudce, lidu khoi
dau tir 20 dén 40 mg.

Panh gia dap tng loi tiéu bang natri niéu sau 2 gid hoic do thé tich nuéc tiéu
mdi gid sau 6 gio. Bénh nhan dap tng loi tiéu khi natri niéu >50 dén 70 mEq/I sau 2
gio hoic thé tich nuéc tiéu >100 dén 150 ml/gio trong 6 gio; néu suy giam dap (ng
loi tiéu ting gap do6i liéu va danh gia tiép; néu bénh nhan chwa dat muyc tiéu diéu tri
cd thé phdi hop vai céc loai loi tiéu khac: thiazide, metolazone hoic acetazolamide.
Khi dat tinh trang dang thé tich, bénh nhan nén duoc chuyén sang loi tiéu duong
udng, str dung liéu thap nhat dé dat hiéu qua kiém soat sung huyét[26].
Piéu tri thudc gidn mach

Thudc giin mach c6 tac dung gidn dong mach va tinh mach 1am giam luong
méu vé tim, giam hau tai, ting thé tich mdi nhat bop caa tim va tir d6 1am giam triéu
chang. Vi vay, thudc gin mach sé& ¢ hiéu qua véi bénh nhan suy tim cap do tai phan
bd dich. Tuy nhién, hai thir nghiém 1am sang so sanh diéu tri thuong qui voi can thiép
sém va duy tri thudc gidn mach duong tinh mach da that bai[48,49]; trong thuc hanh

lam sang, thudc gidn mach cé thé can nhac khi bénh nhan suy tim cap do tai phan b
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dich va khi huyét ap tdm thu >110 mmHg, cd thé st dung liéu thip va tang liéu gilp
kiém soét huyét ap va triéu ching[26].
Diéu trj thudc ting co bop co tim va co mach

Thudc ting co bop co tim dwoc sir dung trén bénh nhan suy tim cap vai huyét
&p thap va giam cung luong tim, giGp duy tri tudi mau co quan. Tuy nhién, st dung
thudc nay can str dung liéu thap va ting dan. Thudc ting co bop co tim co thé gay
tang nhip tim, gay thiéu méu co tim va rdi loan nhip that. Ngoai thudc ting co bop co
tim, bénh nhan sbc tim can sir dung thuéc van mach, nham dam bao tudi mau mé.
Trong mot s6 trudng hop, ¢ thé sir dung thudc van mach va tang co bop co tim &
bénh nhan suy tim tién trien[26].
1.1.5.3. Piéu tri sau xuat vién

Bénh nhan suy tim cip sé gia tang bién ¢ sau xuat vién[50]. Vi vay, muc tiéu
diéu trj giai doan nay giam ti 1¢ tir vong va tai nhap vién. Trong d6, kiém soat sung
huyét mot cach téi vu 1a mét trong nhitng muc tiéu quan trong. Bénh nhan suy tim
cap duogc xuat vién khi sung huyét dugc kiém soat. Tuy nhién, danh gia sung huyét
dwa vao cong cu truyén thong 1a mot thach thire trong thuc hanh 1am sang[51]. Trong
d6, khong nhan dién dugc sung huyét, sung huyét ton luu 13 nguyén nhan tai nhap
vién va yéu té tién luong xau sau xuat vien[52].

Ngoai kiém soat sung huyét trudc xuat vién, diéu tri thudc cai thién tién luong
sau Xuat vién dya vao phan suat tong mau that trai duoc khuyén cao manh[26]. Bénh
nhan suy tim phan suat tdng méau giam, ta tru trong diéu tri bao gébm: chen beta, tc
ché thu thé kép angiotensin/neprilysin, &c ché men chuyén hoic uc ché thu thé, loi
tiéu khang aldosteron, ¢ ché dong van chuyén natri-glucose 2 nén duoc tiép tuc,
khoi dong hoic tang lidu diéu tri. Diéu tri véi t try cai thién két cuc trén bénh nhan
suy tim cap[26]. Bénh nhan suy tim phan suat tdng mau giam nhe va bao ton, diéu tri
bénh phéi hop va str dung e ché dong van chuyén natri-glucose 2, thudc duy nhat c6

bang chang cai thién tién lugng trong phan nhom nay. Ngoai ra, diéu tri mot s6 thudc
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chuyén biét theo tirng nguyén nhan va phau thuat khi bénh nhan ¢ chi dinh can danh
gia trong sudt qua trinh nam vién[26,53].

Giai doan sau xuit vién som la giai doan quan trong dbi véi bénh nhan suy tim
cap. Bénh nhan suy tim cap c6 ti 1& tir vong va tai nhap vién cao trong giai doan
nay[54]. Bé cai thién két cuc trén bénh nhan suy tim cip, cac khuyén céo kién nghi
can sir dung thudc cai thién tién lugng ngay truéce khi xuat vién hoic sém sau xuat
vién[14,26]. Bén thir nghiém 1am sang gan day da cho thdy bang chang ung ho quan
diém nay. Nghién ctu EMPULSE[55] xac dinh bang chung vé khoi tri voi
empagliflozin trén bénh nhan nhap vién véi suy tim cap lién quan dén cai thién bién
cd gop tr vong hoic tai nhap vién, cai thién chat lugng cudc séng sau Xuat vién.
Nghién ctiru SOLOIST-WHF[56] la nghién ctiru mu doi trén bénh nhan dai thao duong
nhap vién véi suy tim nang, nghién ctu nhan thay sotagliflozin khoi dau ngay trudc
XUat vién va sém sau xuat vién cai thién tir vong do nguyén nhan tim mach, nhap vién
va nhap vién khan do suy tim trong subt 18 thang sau xuat vién. Nghién ctu
PIONEER-HF[57] nhan thay khai tri sacubitril/valsartan trén bénh nhan 6n dinh sau
diéu tri suy tim cip lién quan dén giam ndng do NT-proBNP va nguy co tir vong do
tim mach hoac tai nhap vién do suy tim so véi enalapril. Cudi cing, nghién ctu
STRONG-HF[58] la nghién ctru da trung tim nhan mé than thiy khoi dau sém va
tich cuc céc thudc nén tang diéu tri suy tim va 1én thang nhanh trong 2 ngay sau xuat
vién trén bénh nhan suy tim cap, véi két qua an toan va hiéu qua, giam nhap vién vi
suy tim va/ hoac tr vong do moi nguyén nhén trong 180 ngay.

1.2. Tién lwgng & bénh nhan suy tim cip

Bénh nhan suy tim cap ¢4 ti 1é tr vong va tai nhap vién cao, do d6 vai trod tién
lwong trén bénh nhan suy tim cip 1a v cing can thiét. Tién luong chinh xac gidp
bénh nhan, gia dinh va bac si quyét dinh chién lugc diéu tri va hd tro ké hoach theo
d6i mot cach hop ly. Nhiéu yéu t6 tién lwong tir vong va tai nhap vién duogc xac dinh
trén bénh nhan suy tim cap[11]. Tuy nhién, kha ning @ng dung trong thuc hanh 1am

sang con han ché va kha nang tién lugng chinh xac 1a mot thir thach[27]. Chinh vi
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vay, dé gia ting do chinh xac trong tién lwong can sir dung da cong cu. Dya vao bang
chtng va khuyén céo hién nay[26,59], hai céng cu dugc str dung trong tién lwong trén
bénh nhan suy tim cap: (1) du 4n sinh hoc tim, trong d6 peptide natri niéu duoc coi
la dau 4n sinh hoc chuan; (2) mé hinh tién lwgng, bao gém nhiéu yéu té tién luong
d3 duoc xac dinh trén bénh nhan suy tim cap.

1.2.1. D4u 4n sinh hoc tim

1.2.1.1. D4u 4n sinh hec ly twéng

Dau an sinh hoc “biomarker” duoc dinh nghia lan dau tién vao nam 1989: “Dau
an sinh hoc 1a mét chi s6 sinh hoc, duoc dinh lugng, sir dung dé chan doan va phan
tang nguy co bénh”’[60]. Nam 2001, Vién Sirc khoe Quéc gia Hoa Ky tai dinh nghia:
“DAu 4n sinh hoc 1a dau 4n bién ddi sinh hoc binh thuong, duoc do lwdng khach quan,
dau 4n danh gia tién trién cua bénh hoic danh gia dap ung diéu tri vai thudce va can
thiép”’[61]. Dau an sinh hoc theo dinh nghia ciia T6 chuc Y té Thé gigi (2001): “Mot
dau 4n sinh hoc 1a san pham cua chuyén hoa trong co thé, c6 thé do luong, dau an
nay cd thé tién doan bién c6 mai xuat hién hodc bénh mai mac’[62].

Morrow DA[63] dua ra ba tiéu chuan cho mét dau an sinh hoc tim duoc str
dung trong thuc hanh 1am sang: (1) cho két qua lap lai va chinh xéc, véi chi phi hop
ly va thyc hién trong thoi gian ngan; (2) phai cung cap thém thong tin ma Iam sang
khong danh gid dugc; (3) thong tin hd trg cho quyét dinh 1am sang. Nam 2018,
Januzzi JL[64] cap nhat nhitng tiéu chuan nay trong suy tim: (1) dau 4n duoc do
ludng chinh xéc; (2) d& dang thuc hién, cho két qua nhanh chéng, mic gia hop 1y, ¢6
gia tri tham chiéu, nhitng sai s6t xay ra trudc, trong va sau xét nghiém duoc kiém
soat; (3) dau 4n sinh hoc nay phai phan anh qua trinh sinh bénh hoc trén bénh nhan
suy tim; (4) phai cung cap thém thong tin, nhiing théng tin nay khdng thé danh gia
duoc bang khdm 1am sang hoic cac xét nghiém khac; (5) dwoc st dung trong chan

doan, phan tang nguy co hodc hudng dan diéu tri suy tim.
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Trong thyc hanh, rat it dau 4n sinh hoc thoa cac tiéu chuan trén. Tuy nhién, dau
an sinh hoc dwgc tng dung khi né phan anh co ché sinh bénh hoc & bénh nhan suy
tim, c6 thé sir dung trong chan doan, phan tang nguy co hoic theo ddi diéu tri.
1.2.1.2. Dau 4n sinh hoc lién quan sinh bénh hoc suy tim

Hién tai chua c6 hé thong phan loai dau an sinh hoc tim théng nhat. Dya vao
dic tinh cua dau an sinh hoc, Castiglione VV[65] phan loai dau 4n sinh hoc tim thanh
cac nhém (Hinh 1.2): (1) hoat héa than kinh thé dich: BNP, NT-proBNP, MR-
proANP, norepinephrine, endothelin; (2) phan ng viém: CRP, TNFa, interleukin,
CA125; (3) ton thuong co tim: troponin tim; (4) tai cau tric té bao co tim: ST2 hoa
tan, galectin-3; (5) oxy hda té bao: myeloperoxidase; (6) bénh phéi hop: réi loan huyét
hoc, chuyén hda-nai tiét, gan than. Mdi du an sinh hoc tim danh gia mot con duong
sinh bénh hoc & bénh nhan suy tim. Mot bénh nhan suy tim cé thé c6 nhiéu co ché
phdi hop 1am cho suy tim tro thanh bénh 1y da co quan va phirc tap.

Hién tuong viém cd thé 1a mot con dudng sinh bénh hoc quan trong trén bénh
nhan suy tim cap[66]. Hién tugng viém dugc phét hién & bénh nhan suy tim cap véi
su gia ting cac yéu td viem. C6 nhitng bang chiing cho thay hién twong viém trong
suy tim cap lam thay d6i khang lyc mach mau, tai phan b dich va sung huyét phai,
rbi loan chirc nang tdm truong va giam tudi mau hé théng[67,68]. Cac yéu té viém
trong suy tim bao gom CRP, interleukin, cytokin lién quan dén qué trinh tién trién
ctia bénh nhan suy tim. Cac yéu té nay 1a yéu té tién doan doc 1ap két cuc & bénh nhan

suy tim cap[68].
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Hinh 1.2 Bénh sinh chinh cia suy tim va cac dau 4n sinh hec tim

BNP brain natriuretic peptide, CA125 cancer antigen 125, CRP C-reactive
protein, FGF-23 fibroblast growth factor-23, GDF15 growth differentiation factor,
KIM-1 kidney injury molecule-1, MMP matrix metalloproteases, MR-proADM mid-
regional pro-adrenomedullin, MR-proANP mid-regional pro-atrial natriuretic
peptide, NAG N-acetyl-p-(D)-glucosaminidase, NGAL neutrophil gelatinase-
associated lipocalin, NT-proBNP N-terminal pro-B-type natriuretic peptide, PRA
plasma renin activity, ST2 suppression of tumorigenesis-2, TIMP tissue inhibitor of
metalloproteinase, TNF-a tumor necrosis factor alpha.

“Nguon: Castiglione V, 2022”[65]
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Trong cac diu 4n sinh hoc tim, peptide natri niéu (BNP, NT-proBNP) thudng
dugc wng dung trong thyc hanh 1am sang va dugc coi 1a dau 4n sinh hoc chuan trong
cac thir nghiém 1am sang. Ca hai dau 4n nay c6 vai trd nhu nhau trong chan doan va
tién luong trén bénh nhan suy tim[26]. Tuy nhién, BNP anh huong boi thude Gc ché
thu thé kép angiotensin/neprilysin, nhém thudc nay lam ting BNP khi str dung[69].
Do dé, nén st dung NT-proBNP trén bénh nhan suy tim c6 s dung nhém thuéc
nay[70].
1.2.1.3. Vai tro tién lwong cia NT-proBNP trong suy tim cap

NT-proBNP Ia dang bat hoat cia BNP. Dau 4n sinh hoc nay duoc giai phong tir
co tim ving tam that do ting ap lyc cang thanh tam that[71]. Theo khuyén céo cua
Truong mdn Tim Hoa Ky (2022)[14], NT-proBNP dugc khuyén céo muc | chang ct
A cho tién luong trén bénh nhan suy tim cap. Hién tai, chua c6 ddng thuan vé ngudng
quyét dinh tién luong trong suy tim cap. Nghién ciu cua Januzzi JL (2005)[72], day
la nghién cttu qudc té da trung tim tai Chau M¥ va Chau Au, trén 1.256 bénh nhan
kho tha nhap khoa cap ctu (trong d6 ¢ 720 bénh nhan suy tim cap), nghién ctiru xac
dinh NT-proBNP >5.180 pg/mL ting nguy co tr vong hon nim lan trong vong 76
ngay (OR: 5,2; KTC 95%: 2,2 d¢én 8,1; P < 0,001).

Trong thuc hanh, NT-proBNP ting trong mot s tinh hudng khéng lién quan
dén suy tim va tham chi khéng do tim (Bang 1.1)[26]. Chinh vi vay, trong nhitng tinh
hudng nay kha ning tién lugng cia dau an sinh hoc nay giam chinh xac. Do dé, can
phdi hop véi céc dau an sinh hoc khéac dé gia ting do chinh xac trong tién lwong[73].
Cac dau an sinh hoc duoc khuyén céo phdi phop véi NT-proBNP bao gém céc dau
an sinh hoc danh gi4 tén thuong co tim (troponin tim) véi mic khuyén céo | ching
ctr A; cac dau an khéac bao gom dau 4n viém, oxy hoa té bao, hoat hda than kinh thé

dich, tai cau tric té bao vai muc khuyén céo I1b ching cir A[74].
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Bang 1.1 Nguyén nhén ting peptide natri niéu

Dotim | Suy tim
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Chan thuong tim, sc dién
Thua thuat hoic phau thuat lién quan dén tim
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Khéng | Cao tuoi

dotim | Bot quy thiéu mau

Xuat huyét dudi nhén

Suy than, suy gan

Hoi chang can ung
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Nhiém triing nang (viém phdi, nhiém tring huyét)
Bong nang
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“Nguon: Hgi Tim Chau Au, 2021 7[26]
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1.2.2. Mo hinh tién luwgng
1.2.2.1. Sir dung mé hinh tién hrgng trén bgnh nhan suy tim cp

Mo hinh tién lwong 1a sy két hop céc bién tién lwong gitp du bao két cuc cua
bénh nhan theo nhém nguy co. Bi véi bénh nhan suy tim cap, hai két cuc quan tam
la tir vong va tai nhap vién do suy tim. Chinh vi vay, cac mé hinh tién lugng trong
suy tim duoc phét trién, kiém dinh dé du bao hai két cuc ndy. Qué trinh hinh thanh
md hinh bat dau tir dan sb phat trién mé hinh, tim ra nhiing yéu té ¢ kha ning tién
lugng dé xay dung mé hinh va sau d6 kiém dinh trong mot dan sé khac. Tuy nhién,
su da dang vé nguyén nhan, biéu hién kiéu hinh va hiéu qua diéu tri khac nhau theo
phan suat tbng mau that trai, nén sir dung mé hinh tién luong trén bénh nhan suy tim
[a mot thach thire trong thuc hanh. Theo phén tich gop tir 117 mo hinh tién lwong trén
bénh nhan suy tim, kha nang tién luong caa cdc mé hinh c6 @6 chinh xac ¢ mirc do
trung binh[75]. Theo khuyén céo cia Truong mén Tim Hoa Ky (2022)[14], cac md
hinh tién luong trén bénh nhan suy tim cip duoc khuyén céo véi muac Ila va chang
cu B.

Nhiéu mé hinh tién luong duoc khuyén cdo sir dung trén bénh nhan suy tim
cap[14] bao gom: Acute Decompensated Heart Failure National Registry
(ADHERE), the American Heart Association Get with the Guidelines Heart Failure
(GWTG-HF), Enhanced Feedback for Effective Cardiac Treatment (EFFECT-HF),
Evaluation Study of Congestive Heart Failure and Pulmonary Artery Catheterization
Effectiveness (ESCAPE). M&i mé hinh ¢6 uu diém va nhuge diém khéc nhau. Viéc
lya chon mé hinh nao trong thuc hanh 1am sang s& phu thudc vao céc bién tién lugng
trong md hinh, phuong phap thong ké sir dung dé phat trién md hinh, phan loai suy
tim theo phan suat tong mau that trai, thoi gian phat trién va kiém dinh mé hinh, va
cudi cung 1a mé hinh da duoc kiém dinh trén dan sb ching ta tng dung hay chua?
1.2.2.2. Mé hinh tién lwgng AHEAD

Trong cac md hinh tién lugng trén bénh nhan suy tim cap gan day, mo hinh

AHEAD la md hinh don gian va d& sir dung[12]. M6 hinh nay dugc cong bb vao nim



21

2016 va duoc phat trién tir dan s vai 5.846 bénh nhan suy tim cap. Dy 1a nghién
ctu tién ctru, da trung tAm tai Cong hda Czech. M hinh ¢6 5 bién sé tién lugng, moi
bién tién lwong twong dwong mot diém va nguy co tir vong do moi nguyén nhén ting
theo mdi diém sé. Céc bién sé ndy bao gém: rung nhi, thiéu méau (hemoglobin <130
g/l dbi v&i nam va <120 g/l véi nit, 16n tudi (tudi >70 niam), suy than (creatinin >130
umol/l) va dai thao duong. Céc bién tién lwong nay dé& ang dung trong thuc hanh 1am
sang va mo hinh nay tang kha nang phan dinh tir vong theo thoi gian (Area Under the
Curve (AUC) 0,63 tai 12 thang va 0,74 tai 90 thang). M6 hinh nay da duoc ngoai
kiém trén dan sé Chau A, Chen YJ (2017)[13] thuc hién nghién ctiru ngoai kiém mé
hinh AHEAD trén 2.143 bénh nhan suy tim cip tai Pai Loan, tic gia nhan thay gia
tang bién cd trén bénh nhan suy tim cap véi gia ting diém sé trong md hinh nay, nguy
co tir vong do moi nguyén nhan va tir vong do tim mach tiang 1,4 1an véi ting moi
diém sb trong mé hinh (HR: 1,38; KTC 95%: 1,30 dén 1,47 va HR: 1,37; KTC 95%:
1,25 dén 1,50, theo thu tu).

Tién lwong chinh xac 1a mot thach thire trén bénh nhan suy tim cap[75], nguyén
nhan chinh 1a do su da dang vé nguy@n nhan va kiéu hinh suy tim. Chinh vi vay can
phdi hop cac cong cu tién luong dé tang do chinh xéc. Trong céc céng cu do6, CA125
la mot dau an sinh hoc phan anh sung huyét trén bénh nhan suy tim cip va dang tro
thanh dau an tién luong tiém nang.

1.3. Tong quan vé CA125

CA125 la mét glycoprotein thudc gia dinh mucin va co6 tén khac la mucin 16.
Bast RC (1981)[16] la tac gia dau tién nghién ciu vé dau an nay va dat tén I1a khang
thé don dong thtr 125 chdng lai té bao ung thu budng tring. Ngay sau do, nim
1983 tac gia da nghién ctu diu 4n nay trong theo ddi ung thu budng trang va nhan
thay ting CA 125 lién quan dén tién trién cia ung thu budng trang[76]. Hién tai, dau
an nay duoc (ng dung trong theo ddi tai phat ung thu budng tring sau diéu tri[17].

Ngoai ung thu, CA125 duoc biét dén trong tim mach véi nghién ciru dau tién cua
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Nagele H (1999)[77], nhiéu nghién ciru sau d6 danh gia vai trd ctia ddu 4n nay &

nhitng phuong dién khac nhau trong suy tim[15].

Suy tim phai

A T vong
Dich mang phoi Phan ing viém _— ;
‘ - Nhap vién vi suy tim

Tuong quan 1am Tién hrong

sang
2 CAI125 .
‘ Phwong phip chuin

hoa

Bang bung

Phu mé ké

Thuin loi khis# Chi phi thap

dung
Hudng dan
@ ' St dung phé bién

Hinh 1.3 Bénh sinh, ing dung 1dm sang caa CA125 trong suy tim
“Nguon: Nunez J, 20217[15]

Tir két qua caa cac nghién ctu[21,78,79], Nunez J (2021)[15] trong mot bai bao
téng quan cong bé trén tap chi suy tim Chau Au, tac gia nhan dinh CA125 c6 tiém
nang (ng dung trong suy tim véi nhitng ly do sau: (1) CA125 ¢6 lién quan manh véi
sinh bénh hoc va triéu ching trén bénh nhan suy tim, (2) diu 4n nay c6 nhiéu thuan
loi khi sir dung: dang duoc st dung phé bién, xét nghiém duoc chuan héa va chi phi
thap, (3) c6 thé str dung trong tién lwong, va huéng dan diéu tri (Hinh 1.3)[15].
1.3.1. Cau tric CA125

CA125 1a protein van chuyén qua mang loai I, ¢4 22.000 acid amin, vdi trong
lugng phan tir cao 2,5 MDa. CA125 ¢c6 ba thanh phan chinh: vi tri khoi dau sao chép
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acid amin, sao chép acid amin, két thic qua trinh sao chép acid amin. Ca hai vj tri
khoi dau sao chép acid amin va qué trinh sao chép acid amin caa CA125 déu & ngoai
bao (Hinh 1.4) [15]. T4t ca cac mucin trong thanh phan sao chép acid amin c6 kha
nang tai 14p nhanh theo trinh tu acid amin va san xuat nhanh mucin. Vi tri két thic
qua trinh sao chép acid amin gdm 3 thanh phan: phan tir acid amin c6 tén SEA nam
theo chudi & ngoai bao bao gom céc acid amin (urchin spermprotein, enterokinase,
va agrin), viing van chuyén qua mang va dudi twong bao nam trong té bao. Mucin 16
cd thé duoc tao ra tai ngoai bao va di chuyén vao trong mau, qua trinh nay bét dau tai
vi tri dudi trong bao théng qua phan (ng ly giai acid amin. Mucin 16 dugc hinh thanh
chu yéu bai té bao trung biéu mé cua mang ngoai tim, mang phdi va mang bung[15].
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Hinh 1.4 C4u trac CA125

CA125 c6 ba thanh phan chinh (viing khai dau qué trinh sao chép (>12.000 acid
amin, glycosyl héa manh), thanh phan sao chép acid amin (tach phan tir SEA va sao
chép acid amin) va két thlic qué trinh sao chép acid amin).

“Nguon: Nunez J, 2021”[15]



24

1.3.2. Sinh bénh hgc CA125 trong suy tim

CA125 la glycoprotein tao ra trén bé mit té bao trung biéu mé. Trong ung thu

budng trimg, CA125 ting do san xuat qua mirc cua té bao ung thu budng trang[17].

Co ché tang CA 125 trong suy tim chua duoc xac dinh rd. Tir nghién ciu thuc nghiém,

CA125 ting trong suy tim thong qua hai co ché chinh bao gom co ché huyét dong va

co ché viém: (1) co ché huyét dong xay ra do qua tai dich gy cing gidn mach méu

va mo quanh mach mau, tién trinh nay s& hoat héa té bao trung biéu mé va giai phong

CA125 tir bé mat cua cac té bao trung biéu mo, (2) viém la mot co ché khac gay ting

CA125, trong suy tim c6 hién tugng viém hé thdng va giai phong cac cytokin tién

viém, cac cytokin tién viém nay hoat hoa té bao trung biéu mo gay tang tiét CA125

(Hinh 1.5)[15].
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Hinh 1.5 Sinh bénh hoc CA125 trong suy tim.

“Nguon: Nunez J, 2021”[15]
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Theo Colombo PC (2014)[80], sung huyét tinh mach c6 thé gay hoat hoa té bao
noéi mé mach mau, hoat hda phan tng viém, gay suy gan va thiéu mau nudi ruot.
Thiéu mau nudi rudt 1am mét chirc nang hap thu va mat kha ning bao vé cua té bao
biéu md rudt. Chinh vi vay, vi khuan duong rudt co thé san sinh doc té va di chuyén
qua rudt vao vong tuan hoan. Hon nita, phan ang viém 1am ning thém tinh trang sung
huyét va hoat hda hé than kinh thé dich. Hién twong viém va sung huyét tuong tac
vé6i nhau tao thanh vong xoan bénh ly trong suy tim cap.

1.3.3. Nguyén nhan ting CA125

CA125 ting trong ung thu budng tring va dang duoc sir dung trong theo doi
dap tmg diéu tri ung thu budng tring[81]. Ngoai ra, CA125 ciing ting trong mot sd
ung thu khac nhu: ung thu bang quang, ung thu dau co, ung thu da day, ung thu gan,
ung thu phdi, bach ciu man dong tay, u lympho khéng Hodgkin, va ung thu bang
quang[82]. CA125 la diu 4n caa ung thu, tuy nhién, diu 4n nay ciing co thé ting
trong nhiing diéu kién sinh ly khac nhu: phu nir mang thai, ngay hanh kinh, xo gan,
viém ving chau, chan thuong phuc mac, bang bung va suy tim[83,84].

1.4. Tinh hinh nghién citu CA125 trong suy tim cap
1.4.1. Nghién ctru nwéc ngoai
1.4.1.1. CA125 la dau an sung huyét trén bénh nhan suy tim cap

Sung huyét la triéu chtng chinh trong chan doan va muc tiéu diéu tri trén bénh
nhan suy tim cap, nhung xac dinh sung huyét trong suy tim 14 mot thach thac[85].
Théach thirc nay 1a do triéu ching co ning, thuc thé, va X quang nguc trong chan doan
sung huyét co6 d6 nhay va do dic hiéu thap[85]. Chinh vi vay, can ¢ cong cu bo tro
cho danh gia sung huyét. Hién tai, ddu 4n sinh hoc chua dugc khuyén céo trong danh
gia sung huyét trén bénh nhan suy tim. Peptide natri niéu 1a dau an sinh hoc dang
duoc st dung thudng quy trong chan doan va tién luong. Tuy nhién, dau 4n nay khong
phai 12 dau an danh gia sung huyét t6t[86]. Nhiéu nghién ciru di xac dinh CA125

lién quan véi chi sé sung huyét, dau hiéu sung huyét 1am sang va sung huyét trén hinh
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anh hoc nhu tran dich mang phéi, gidn tinh mach chu dudi va sung huyét tinh mach
than[21,78,86,87].

Nunez J (2020)[21] nghién ciru trén 2.356 bénh nhan suy tim cip va suy tim
ngoai tr( nang. Trong nghién ctu nay, tac gia xac dinh cac yéu té dong gop vao su
thay d6i cia CA125 bao gom: NT-proBNP, chi sb sung huyét, tudi, tan sé tim, phoi
cd ran, huyét 4p tdm thu va gan to. Trong do, cac yéu td lién quan dén sung huyét
(NT-proBNP, chi sé sung huyét, natri huyét thanh, phoi c6 ran va gan to) dong gop
79,4% sy thay doi cia CA125. Trong phan tich cum (cluster analysis), CA125 chung
cum voi chi sb sung huyét, diu 4an sinh hoc sung huyét (NT-proBNP,
bioadremomedulline) va diu an viém (interleukin 6 va yéu té tang truong 15
(GDF15)).

Nghién ctru cia Minana G (2020)[78] trén 2.949 bénh nhan suy tim cap, nghién
ctru ndy xac dinh cac yéu to anh huong dén sy thay doi caa CA125 trén bénh nhan
suy tim cap. Tac gia xac dinh nam yéu té quan trong du bo sy thay d6i caa CA125
la tran dich mang phoi, ho van ba la nang, tudi, NT-proBNP va phil ngoai bién, theo
th tu. Trong do, cac yéu td lién quan dén sung huyét (tran dich mang phéi, ho van
ba 14 ning, NT-proBNP, phil ngoai bién, natri huyét thanh, pht phoi cap) dong gop
74,9% su thay d6i cua CA125.

Llacer P (2021)[86] nghién ciru trén 191 bénh nhén suy tim cép, tac gia so sanh
su lién quan cia CA125 va NT-proBNP véi ba dau hiéu sung huyét trén bénh nhan
suy tim bao gdm: phu ngoai bién, tran dich mang phéi va duong kinh tinh mach cha
dudi. Trong nghién ciru ndy, tac gia nhan thay CA 125 twong quan voi cac yéu té sung
huyét nhu sung huyét mé, tran dich mang phéi, gidn tinh mach chu dudi. Trong khi
do, NT-proBNP khong lién quan véi gian tinh mach cha duéi (P = 0,385).

CA125 ¢4 lién quan vai sung huyét tinh mach than trén bénh nhan suy tim cap.
Nunez-Marin G (2021)[87] nghién ctu trén 70 bénh nhéan suy tim cip. Tac gia xéac
dinh sung huyét tinh mach than qua siéu am doppler tinh mach than (véi phé don pha

hoac hai pha). Trong nghién ctru nay, tac gia phat hién taing CA 125 theo mirc d6 nang
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cua sung huyét tinh mach than. Ngoai ra, md hinh hdi quy logistic da bién di béo
sung huyét tinh mach than, CA125 Ia bién sé tién doan doc 1ap (OR:1,39; KTC 95%:
1,08 dén 1,77; P = 0,008) va la yéu t6 déng gop manh nhét sung huyét tinh mach than
véi hé sb xac dinh boi (R% 0,475). Do lién quan véi sung huyét, CA125 duoc xac
dinh 1a dau 4n sinh hoc str dung trong tién luwong trén bénh nhan suy tim cap.
1.4.1.2. CA125 phan ting nguy co tir vong va tai nhap vién trén bénh nhan suy
tim cap

CA125 lién quan tir vong va tai nhap vién trén bénh nhan suy tim cap

CA125 lién quan v&i tr vong trén bénh nhan suy tim cap. Nunez J (2007)[88]
thuc hién nghién ciu trén 529 bénh nhan nhap vién vi suy tim cap tai Tay Ban Nha.
CA125 duoc xét nghiém trong 48 + 12 gio sau khi nhap vién. Trong nghién ctu nay,
tac gia ghi nhan c6 66% bénh nhan vai CA125 >35 U/mL va 16,8% bénh nhan tur
vong trong 6 thang. Tac gia phan tich CA125 theo khoang t&r phan vi va nhan thay
nguy co tir vong trong vong 6 thang ting theo khoang tir phé&n vi thu hai, thir ba va
thix tu so v6i phan vi thi nhat (HR: 3,25; KTC 95%: 1,20 dén 8,79), (HR:4,91; KTC
95%: 1,88 dén 12,85) va (HR: 8,41; KTC 95%: 3,24 dén 21,79), theo thir ty. Ngoai
ra, nghién citu xac dinh ngudng tién luong tir vong caa CA125 theo bién sé lién tuc,
CA125 >60 U/mL ting nguy co tir vong trén bénh nhan suy tim cap.

CA125 lién quan véi tir vong va tai nhap vién trén bénh nhan suy tim cap. Tac
gia Li KHC (2018)[89] thuc hién phan tich gop gom 16 nghién ctru (15 nghién cau
doan hé va mot nghién ctru 1am sang ngau nhién) bao gom 8.401 bénh nhan suy tim
cap, nong d6 CA125 cao ting nguy co tir vong 44% so voi nhdm CA125 thap (HR:
1,44; KTC 95%: 1,21 dén 1,72; véi P < 0,001) va tang 51% nguy co tai nhap vién
do suy tim (HR: 1,51; KTC 95%: 1,11 dén 2,04; P < 0,01). Tac gia xac dinh CA125
cd lién quan voi diu hiéu sung huyét, nong do CA125 cao hon 54,8 U/mL (P <
0,0001) & bénh nhan tran dich mang phoi so véi nhém khoéng tran dich.

Tiép theo, Nunez J (2020)[21] xac dinh vai tro tién luong cia CA125 trong
nghién cuu The BIOlogy Study to TAilored Treatment in Chronic Heart Failure
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(BIOSTAT-CHF), nghién ctru trén 2.356 bénh nhan suy tim cip va suy tim ngoai trd
nang tir 69 bénh vién tai 11 qudc gia & Chau Au trong dan sb phat trién mé hinh, va
1.738 bénh nhan tir 6 bénh vién tai Scotland va Anh trong dan sé kiém dinh. Téc gia
nhan thdy CA125 lién quan véi tir vong va bién cb gop (tir vong hoac tai nhap vién
do suy tim) trong ca hai dan s nghién cau. Nguy co tir vong va tai nhap vién do suy
tim tang khi CA125 & khoang tir phan vi tha ba va thtr tu so véi khoang tir phéan vi
thir nhat. Ngoai ra, tac gia xac dinh nguy co tir vong do moi nguyén nhén ting 18%
mdi logCA125 (HR:1,18; KTC 95%: 1,09 dén 1,28; P < 0,001) va gia ting 15% nguy
co tir vong do moi nguyén nhan hoic nhap vién do suy tim méi logCA125 (HR:1,15;
KTC 95%: 1,09 dén 1,21, P < 0,001) trong dan s phét trién md hinh. Két qua twong
tu ciing duoc bao céo trong dan sé kiém dinh. Bac biét, nghién cau xé4c dinh gia ting
nguy co tir vong va tai nhap vién tuyén tinh véi nong do CA125 khi CA125 ting dén
200 U/mL. Trong nghién ctu nay, gia tri tién luong cua CA125 doc lap vai sung
huyét hé théng nang. Ngoai ra, Nunez J ciing nhan thady CA125 gia ting kha ning
phan dinh md hinh khi két hop véi mé hinh BIOSTAT-CHF véi tir vong do moi
nguyén nhan ((IDI: 0,008; KTC 95%: 0,001 dén 0,020; P = 0,010) va (cNRI: 0,137;
KTC 95%: 0,073 dén 0,184; P <0,001)) va tir vong hoic tai nhap vién do suy tim
((IDI: 0,009; KTC 95%: 0,003 dén 0,017; P < 0,010) va (cNRI: 0,104; KTC 95%:
0,061 dén 0,150; P = 0,003)).

CA125 lién quan véi tir vong ¢ bénh nhan 16n tuoi. Llacer P (2022)[19] nghién
ctru véi 359 bénh nhan suy tim cap trén 70 tudi. Nghién ciu nay theo dbi hai két cuc
tr vong va tai nhap vién. Trong 1 nam theo doi, c6 24,2% bénh nhan tur vong. Ti 1é
tr vong cua bénh nhan ting theo khoang tr phan vi caa CA125 tir phan vi tht that
dén thir tu (14,4%, 26,7%, 26,7% va 29,2%; P = 0,09, theo th ty). Trong phén tich
da bién, CA125 cao lién quan véi nguy co tir vong cao (P = 0,009) va c6 khuynh

huéng lién quan vai két cuc tai nhap vién (P = 0,089).
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Bang 1.2 Nghién citu CA125 trén bénh nhan suy tim cap

Tac gia | Thiétké C&miu | Ngudng | Biéncd Két cuc
nghién quyét
cuu dinh
NunezJ | Poan hé¢ | 529 35 T vong CA125 lién quan to
(2007)8! | tién ciru U/mL vong.
Li KHC | Phén 8.401 T vong, | CAL125 lién quan ti
(2018)[8%1 | tich gop | (16 tai nhap vong va tai nhap vién.
nghién vién
clru)
Nunez J | Poanhé | 2.356 Tk Twirvong, | CA125 lién quan tur
(2020)12 | tién ciru phan vi, | tai nhap vong va két cuc gop (tir
da trung lién tuc | vién vong va tai nhap vién).
tam CA125 lién quan thuan
vé6i chi s6 sung huyét.
Llacer P | Boan h¢ | 359 Lién T vong, | CA125 lién quan tir
(2022)119 | tién tuc tai nhap vong nhung khong lién
cuu, da vién quan tai nhan vién trén
trung bénh nhan cao tudi.
tam

Pong hoc CA125 lién quan tir vong va tai nhap vién trén bénh nhan suy tim cap

Nhiéu nghién ctru thé hién su thay d6i CA125 lién quan voéi két cuc trén bénh
nhan suy tim cap (Bang 1.3). Nunez J (2012)[90] nghién citu trén 293 bénh nhén suy
tim cap tai bénh vién thudc truong dai hoc tai Tay Ban Nha, CA125 duoc xét nghiém
tai thoi diém xuat vién va 31 ngay sau xuat vién. T4c gia chia bénh nhan thanh bén
nhom theo hai thoi diém nay, véi ngudng quyét dinh CA125 1a 35 U/mL.Trong md
hinh héi quy Cox, CA125 giam nhung khong binh thuong ting nguy co tir vong 2,4
lan (HR: 2,41; KTC 95%: 1,40 dén 4,17; P = 0,002 ), CA125 ting nhe gia ting nguy
co tir vong 2,3 lan (HR: 2,33; KTC 95%: 1,14 dén 5,39; P = 0,022 ) va CA125 ting
cao gia tang nguy co tir vong 3 lan (HR: 3,33; KTC 95%: 1,89 dén 5,88; P < 0,001).
Mt khac, tic gia nhan thay su thay d6i cua CA125 theo nhém (théng ké C: 0,792)
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c6 kha ning tién luong tét hon thay d6i CA125 theo gid tri twong ddi (thdng ké C:
0,776) va tuyét dbi (thng ké C: 0,765).
Bang 1.3 Pong hoc CA125 va két cuc 1am sang

Tac gia Thiét |C& | Thoi | Thoi Biéncd | Kétqua
ké mau | gian diém xét
nghién theo nghiém
clriu doi CAl125
Nunez J Poan | 293 | 18 Trudce Tt vong | Tang CA125 tang
(2012)[90] | hé thang | xuét vién nguy co tir vong.
Va tai Thay dbi theo phan
kham lan nhom tién lugng tur
dau. vong tot hon theo
gia tri tuyét ddi

hodc twong doi.

Minana Poan | 293 | 6thang | Trudc Tai nhap | Tang CA125 lién

EscrivaG | hé xudt vién | vién guan tang nguy co
(2012)[91] va tai tai nhap vién do suy
kham lan tim.
dau.
Nunez J Poan | 946 | 2,6 CA125 Tu vong | Tang CA125 tang
(2017)[22] | hé nam xét nguy co tir vong.
nghi¢m
ba lan

Lourenco | Poan | 262 | 1ndm | Tainhdp H Tuvong | Tang CA125 ting

P hé tién Vién va nguy co tu vong khi
(2022)[92] | ctru sau xuat bénh nhan nam vién
vién trén 10 ngay.

Tuong tu, tang CA125 lién quan vai tang nguy co tai nhap vién do suy tim.
Minana Escriva G (2012)[91] nghién ctu trén 293 bénh nhan suy tim cap véi 18,4%
bénh nhan tai nhap vién trong 6 thang, CA125 duoc xét nghiém hai 1an trong noi vién
va 31 ngay sau xuat vién. TAc gia nhan thy nguy co tai nhap vién gia ting theo su

gia tang cua CA125 tai hai lan xét nghiém. Nguy co tai nhap vién ting gap ba lan ¢
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bénh nhan ¢ CA125 >35 U/mL tai thoi diém xét nghiém 1an hai so véi CA125 <35
U/mL tai hai thoi diém nay (HR: 3,06; KTC 95%: 1,79 dén 5,23; P < 0,001).

Theo dbi dong hoc CA125 13 yéu t6 tién doan manh tir vong trén bénh nhan
suy tim cap. Nunez J (2017)[22] nghién ctru trén 946 bénh nhan suy tim cip tai bénh
vién thudc truong dai hoc tai Tay Ban Nha, nghién ctu x4c dinh néng do CA125 cao
& nhém tir vong hon so véi nhém con song (Biéu dd 1.1). Bénh nhan & nhdm con
séng c6 ndng do CA125 giam nhanh, muc giam ndy nhiéu nhat trong 1 thang dau tién
sau xuat vién. Nguoc lai, nhdm bénh nhan tir vong c6 nong d¢6 CA125 duy tri & mac
cao va khdng giam khi két thic nghién ciu. Trong nghién ciu nay, nong do NT-
proBNP lién quan thuan voi nguy co tir vong, nhung nguoc lai véi sy thay doi
CA125, sy khac biét nong do NT-proBNP giita nhém tir vong va séng sét khéng ro
nét va yéu theo thoi gian. Pac biét, su thay doi tir cao xubng thap hay tir thap 1én cao
cuia CA125 trong sudt qua trinh theo ddi c6 lién quan manh véi nguy co tir vong &

bénh nhan suy tim cap.
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Biéu dd 1.1 Phan tich séng con. Theo trung binh INCA125 (A) va trung binh In
(NT-proBNP) (B).

“Nguon: Nunez J, 20177°[22]
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Ngoai ra, giam CA125 lién quan vai tir vong khi bénh nhan nhap vién trén 10
ngay. Lourenco P (2022)[92] nghién ctru trén 262 bénh nhan suy tim cap tai mot bénh
vién thudc truong dai hoc & B6 Pao Nha, CA125 duoc xét nghiém hai lan tai thoi
diém nhap vién va sau xuat vién, c6 31,8% bénh nhan tir vong trong 1 nim. Tac gia
nhan thiy CA125 tai thoi diém nhap vién hoidc xuét vién co lién quan véi tir vong,
tang CA125 khi stir dung ngudng 35 U/mL va 60 U/mL hoac phéan tich CA125 nhu
bién sb lién tuc déu gia ting nguy co tir vong hon hai 1an. Giam CA125 tai thoi diém
XUAt vién so véi nhap vién, giam 68% nguy co tir vong khi bénh nhan c6 thoi gian
nam vién trén 10 ngay (HR: 0,32; KTC 95%: 0,11 dén 0,93; P = 0,04); tuy nhién,
giam CA125 khong ¢ ¥ nghia tién luong tir vong khi bénh nhan cé thoi gian nam
vién dudi 10 ngay (Biéu do 1.2).

Thoi gian nam vien dwoi 10 ngay Thévi gian ndm vién trén 10 ngay
1.4 Cr
P=0.96 P=0.03
L
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5
= ;g
.-E 06+ .-E DE~
o ]
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i iy e Ll T I T
U3 g4l CAI25 khéng sidm @A i -0 Caladihénzsidm
CA125 zidm 1! CA123 gidm
02 r T T 0.2+ T r T
100 0 00 0 oo 200 20
MNgay Ngay

Biéu do 1.2 Biéu d6 phan tich séng con trén bénh nhan c6 CA125 giam va

khéng giam trong qua trinh nhap vién.

“Nguon: Lourenco P,2022[92]
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Két hgp CA125 va peptide natri niéu trong tién lweng bénh nhan suy tim cap

CA125 gia tang kha ning tién luong khi két hop véi peptide natri niéu (Bang
1.4). Nunez J (2010)[23] nghién ciru trén 1.111 bénh nhan suy tim cap tai mot bénh
vién thuoc trueong dai hoc ¢ Tay Ban Nha. CA125 va BNP duoc xét nghiém 72 £ 12
gio sau khi nhap vién. Trong nghién ctu nay, tac gia phan tich CA125 va BNP theo
bdn phan nhém véi ngudng quyét dinh CA125 (60 U/mL) va BNP (350 pg/mL) bao
gom: CA125 thap va BNP thap, CA125 thap va BNP cao, CA125 cao va BNP thap
va CA125 cao va BNP cao. So vai nhém tham chiéu CA125 thap va BNP thap, nguy
co tir vong do moi nguyén nhén trong 6 thang gia ting gap bén lan & nhém CA125
cao va BNP cao (aHR: 4,05; KTC 95%: 2,54 dén 6,45; P <0,001), tang 1,7 lan nhém
CA125 thap va BNP cao (aHR:1,71; KTC 95%: 1,00 dén 2,93; P = 0,050) va ting
gap 2,1 1an nhém CA125 cao va BNP thap (aHR: 2,1; KTC 95%: 1,30 dén 3,39; P =
0,002). Ngoai ra, phan tich CA125 theo bién sé lién tuc, nguy co tir vong trong 6
thang trén bénh nhan suy tim cip tang 1,5 1an khi ting mdi logCA125 (aHR: 1,54;
KTC 95%: 1,24 d¢én 1,91; P = 0,001). Khi thém CA125 vao md hinh lam sang va
BNP cai thi¢n kha nang phan dinh tir vong do moi nguyén nhan vai IDI = 10,4% (P
< 0,001).

Tuong ty, Yoon JY (2019)[24] nhan thay két hop CA125 voi NT-proBNP lién
quan dén két cuc tr vong va cai thién phan dinh tr vong trén bénh nhan suy tim cap.
Nghién ctu hdi ctu thyc hién tai Bénh vién Pai hoc quéc gia Kyungpook tai Han
Qudc. Nghién ciru trén 413 bénh nhan suy tim cip véi thoi gian theo dai trong 2
nam. Tac gia ghi nhan c6 26% bénh nhén tr vong. Trong nghién ctru nay, CA125 co
kha ning phan dinh tir vong véi AUC = 0,635 va ngudng quyét dinh CA125 = 54,5
U/mL c6 d6 nhay 61,8% va do dac hiéu 58,6%. Vi NT-proBNP, kha nang phan dinh
tr vong voi AUC = 0,666 va ngudng quyét dinh NT-proBNP = 5.269 pg/mL c6 d6
nhay 58,6% va d¢ dac hiéu 68,5%. Tac gia chia bénh nhan thanh bdn nhém theo
CA125 va NT-proBNP, trén duong biéu dién séng con Kaplan-Meier, nhém NT-
proBNP thap va CA125 thap c6 ti 1¢ séng con cao nhat (87,9%), nhém NT-proBNP
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thip va CA125 cao (76,1%), NT-proBNP cao va CA125 thap (64,7%) va ti 1 séng
con thap nhat & nhém c6 2 dau an sinh hoc cao (54,3%) véi khac biét co ¥ nghia thong
ké (P < 0,001). Két hop CA125 va NT-proBNP vao mé hinh tién lwong cai thién phan
dinh cia md hinh nay (NRI: 0,456, P < 0,001 va IDI: 0,025, P = 0,004).

Kha nang tién luong cia CA125 hon NT-proBNP trén bénh nhan ho van ba 1a
niang. Soler M (2020)[93] nghién ctru trén 2.961 bénh nhan suy tim cap tai bénh vién
thuoc truong dai hoc & Tay Ban Nha, ¢6 10,1% bénh nhan c¢6 ho van ba 14 nang. Theo
ddi trung vi 3,3 nam, c6 61,5% bénh nhan tir vong. Trong nghién ctru nay, tac gia xac
dinh NT-proBNP c6 lién quan tuyén tinh véi nguy co ttr vong trén bénh nhan cé ho
van ba |4 nang (HR:1,27; KTC 95%: 1,20 dén 1,35; P < 0,001), nhung khong lién
quan vai bénh nhan khéng hé van ba 14 nang (P = 0,308). Tuy nhién, CA125 c6 lién
quan Vi tir vong & tat ca cac phan nhém (HR: 1,12; KTC 95%: 1,07 dén 1,17; P <
0,001) va hiéu qua tién lugng cao hon & nhom bénh nhan cé ha van ba 14 nang (HR:
1,28: KTC 95%: 1,11 dén 1,47; P < 0,001).

Tuong ty, Kha nang tién luong cia CA125 hon NT-proBNP trén bénh nhéan suy
than. De la Espriella R (2022)[18] thuc hién nghién ctru trén 4.595 bénh nhan suy tim
cap tai Ty Ban Nha, NT-proBNP va CA125 dugc xét nghiém tai thoi diém nhap
vién. Sau thoi gian theo doi 1 nam, ¢ 16,3% bénh nhan tir vong do moi nguyén nhén
va 12,5% tir vong do nguyén nhan tim mach. Téac gia nhan thiy CA125 va NT-
proBNP lién quan véi tir vong do moi nguyén nhan va tir vong do tim mach. Tuy
nhién, khi phan tich dudi nhém theo chirc nang than, NT-proBNP c6 kha nang tién
luong tir vong khi chirc nang than binh thuong hoac giam nhe va kha nang tién lugng
giam khi do loc cau than wdc doan <45 mL/phut/1,73 m2. Nguoc lai, CA125 c6 kha

nang tién luong tot ¢ tat ca cac muc do6 loc cau than.
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Bang 1.4 Két hgp CA125 va peptide natri niéu trong tién lweng trén bénh nhan

suy tim cap

Tac gia Thiét | C& Ngudng quyét Bién | Kétcuc

ké mau | djnh CA125 cb
nghién
clru
NunezJ |Poan |1.111 | Chiathanh 4 T Két hop CA125 va
(2010)[23] | hé tién nhém,CA125 =60 | vong | BNP lién quan tbt
ctu U/mL va BNP = vai tr vong, CA125
350 pg/mL cai thién phan dinh
tr vong.
YoonJM | DPoan |413 Chia thanh 4 Tu Két hop CA125 va
(2019)[24] | hé hoi nhom,CA125 = vong | NT-proBNP lién
ctru 54,5 U/mL va NT- quan tbt véi tién
proBNP = 5.269 lugng tir vong,
pg/mL CA125 va NT-
proBNP cai thién
phén dinh tir vong.
Soler M Poan | 2.961 | Lién tuc Ta NT-ProBNP khong
(2020)[93] | hé tién vong | lién quan véi tir vong
cltru trén bénh nhan ho
van ba 14 nang.
CA125 lién quan tir
vong va tuong quan
manh véi bénh nhan
c6 ho van ba 14 ndng.
De la Poan | 4.595 | Lién tuc Tu NT-proBNP lién
Espriella | hé hoi vong | quan tuyén tinh véi
R clru tor vong nhung giam
(2022)[18] khi bénh nhan suy

than. CA125 lién
qguan vai tir vong
trong tat ca phan
nhom theo chirc nang
than.
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1.4.2. Nghién citu trong nwoéc

Tai Viét Nam, nghién ctru pilot cia Nguyen Ngoc Dang H [1] trén 80 bénh nhan
(c6 25 bénh nhan suy tim cap) tai Bénh vién Trung wong Hué. Nghién ctzu nhan thay
nong d6 CA125 cao hon trén bénh nhan suy tim cip so vai suy tim man (127,5 U/ml
so vai 15,8 U/ml, P <0,001, theo thir ty) va nhom chung (127,5 U/ml so véi 10,4
U/ml, P <0,001). Bénh nhan suy tim cip c6 CA125 gia ting sau 7 ngay diéu tri s&
tang nguy co tir vong nodi vién so véi nhém co CA125 giam (HR: 37,50, P=0,022)
va nong d6 CA125 lién quan tuyén tinh véi nguy co tir vong trén bénh nhan suy tim
cap. Miac di vay, nghién ctiu trén c6 ¢& mau nho va nghién ctu vai thoi gian ngan,
bénh nhan suy tim cap khong chi gia ting tr vong ndi vién ma céc bién cd sé gia ting
trong giai doan sau xuat vién. Chinh vi vay can ¢ nghién citu véi ¢ mau Ién hon va
thoi gian dai hon sau xuét vién.

Hién nay, diéu tri suy tim c6 nhiéu tién bo bao gdm céac thude diéu tri, phat trién
dung cu va chwong trinh quan Iy suy tim[26,59]. Do d6, c6 thé c6 nhitng thay doi vé
kha ning tién luong dwa vao CA125 trén dan s suy tim cap. Ngoai ra, CA125 chua
duoc khuyén céo trong chan doan, diéu tri, hodc tién lwgng trén bénh nhan suy tim.
Chinh vi vay, can c¢6 nghién ctru khiang dinh vai trd CA125 trén dan sé suy tim cip
tai Viét Nam.
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CHUONG 2. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Thiét ké nghién ciru
Nghién ctu duoc thiét ké theo nghién ctru doan hé tién ctru. Ching tdi thu thap
dit liéu lién tuc tir cc bénh nhan du tiéu chuan nghién cau. Thiét ké nghién ciu nay
cho phép uéc luong duoc thoi diém xay ra tir vong va tai nhap vién do suy tim, xac
Suit tir vong va tai nhap vién do suy tim trén bénh nhan suy tim cap. Dit liéu nghién
ctru thu dugc theo thiét ké nay cho phép kiém dinh gia thuyét nghién ciru da dt ra.
2.2. Péi twong nghién ciru
2.2.1. Dan s6 muc tiéu
Bénh nhan >18 tu6i duoc chan doan suy tim cap
2.2.2. Dan sé chon mau
Bénh nhéan >18 tudi duoc chan doan suy tim cap, nhap Khoa Noi tim mach Bénh
vién Nhan dan Gia Binh tir thang 14/2/2022 dén 30/11/2023.
2.2.3. Tiéu chi chon vao
- Bénh nhan suy tim nhap vién véi chan doan suy tim cap bao gom suy tim mai
hoiac dot mat bu cap trén nén suy tim man, theo tiéu chuan Hoi Tim Chau Au
(2021)[26] :

e (1) Triéu chtng lién quan dén qué tai dich va giam tudi mau[94]: (a) triéu ching
co nang: kho thé, ho, kho khe, phu chan, bang bung, thay d6i tri gic, chong
mat; (b) triéu chimg thuc thé: ran & phdi, tran dich mang phdi, phi ngoai bién,
bang bung, ting can, tinh mach canh ndi tu thé 45° phan hoi gan tinh mach
canh duong tinh, tiéng ngua phi T3, lanh chi, da tai nhot.

e (2) Bang chiing sung huyét trén X-quang nguc: tai phan b tuan hoan phéi, phu
mo k&, phu phé nang, tran dich mang phdi, va bong tim to[85].

e (3) Tang peptide natri niéu voi NT-proBNP > 2.000 pg/mi[21,95].
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Suy tim c4p la chan do4n 14m sang, khong c6 tiéu chuan vang. Do d6, bénh nhan
dugc chan doan suy tim cap khi thoa cang nhiéu cac tiéu chuan trén.
- Pongy tham gia nghién ctu.
2.2.4. Tiéu chi loai ra

Céac bénh nhan sau day khong dugc dua vao nghién ctru:
- Hoéi chung vanh cap
- Bénh than man giai doan cudi
- Xo gan Child-Pugh C
- Bénh nhan c6 ky vong song < 1 nim
- Phu nix c6 thai
- Ung thu
- U nang budng tring
- Uxo to cung
- Viém vung chau

Trong d6, cac bénh 1y ung thu duoc chan doan dira vao tién sir, 1am sang va can
lam sang phu hop. Béi véi bénh nhan nghi ngd bénh Iy phu khoa, bénh nhan sé duoc
siéu &m bung hoic siéu 4am dau do 4m dao va duoc bac si chuyén khoa san phu khoa
xéac dinh chan doan.
2.3. Thoi gian va dia diém nghién ciu

Chuing tdi tién hanh nghién ctu tai Khoa Noi tim mach, Bénh vién Nhan dan
Gia Dinh. Bénh vién Nhan dan Gia Dinh 1a bénh vién da khoa tuyén cudi, thudc
Thanh phé H6 Chi Minh (Viét Nam). Bénh vién c6 qui md 1.500 giwdng bénh, 14 noi
két hop gitra thuc hanh va giang day, phuc vu cho khoang hon 8 triéu dan Thanh phé
Ho Chi Minh (s6 liéu 2019). Khoa Néi tim mach c6 5.475 dén 7.300 bénh nhan nhap
vién, trong d6 co 730 dén 1.460 bénh nhan nhap vién do suy tim cip trong mot nim
(s6 liéu 2019).

Nghién ctru bat dau chon bénh lién tiép tir 14/02/2022, két thic lay mau 27/
11/2022 va két thiic nghién ciru vao 30/11/2023.
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Thoi gian theo d6i mot bénh nhén trong 12 thang tir khi bénh nhan nhap vién va
tham gia nghién ctu.
2.4. C& mau cia nghién ciu

Chdng tdi tinh ¢& mau can thiét theo 3 muc tiéu nghién ctu:
2.4.1.1. Muc tiéu 1

Theo nghién ciru cia Nunez J (2020)[21] va Mifiana G (2020)[78], chung toi
xéc dinh 14 bién s (tudi, chi sé khéi co thé, tan sé tim, huyét ap tam thu, chi sé sung
huyét, phu chi dudi, NT-proBNP, d6 loc cau than udc doan, natri huyét thanh, duong
kinh nhi trai, 4p luc tdm thu dong mach phéi, phan suat tbng mau that trai, su dich
chuyén vong van ba l4 trong thi tdm thu, hé van ba 14) trong mé hinh héi qui tuyén
tinh véi CA125 14 bién sé phu thugc. Dua vao cong thic ude lugng ¢& mau véi m
bién s6 doc lap va 1 bién sb phu thuoc trong md hinh hdi qui tuyén tinh da bién[96].
Chung tdi wdc tinh ¢& mau téi thiéu cho nghién ciru 1a 118 bénh nhan.

n >104+m

m: s6 yéu t6 tién doan trong mo hinh hoi qui tuyén tinh = 14
2.4.1.2. Muc tiéu 2 va muc tiéu 3

C& mau can thiét dé xac dinh mdi twong quan ciia CA125 hoic két hop CA125
v6i NT-proBNP véi két cuc tir vong do moi nguyén nhan hozc tai nhap vién do suy
tim. Pay 1a phan tich séng con, ching tdi dya vao cong thirc udc luong ¢d mau cho
phan tich séng con cua Schoenfeld DA[97].

(Zu+ Zg)’(HR + 1)

n= 2
(2 - pl - pz)(HR - 1)

Trong do:

- «=0,01,Z2=2576.8=0,05, Z=1,645.

- pl:tilé tar vong & nhdm CA125 thap, hoac CA125 thap va NT-proBNP thap.
- p2:tilé tor vong 6 nhom CA125 cao, hoac CA125 cao va NT-proBNP cao.
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Muc tiéu 2: Theo sé liéu tir nghién ciru Lourenco P (2022)[92] ti 1é ti: vong do
moi nguyén nhan trong vong 1 nam la 31,8%. Trong nghién ciru nay, CA125 tai thoi
diém nhap vién cao (CA125 >35 U/mL) ting hon hai lan nguy co tir vong trong 1

nam so véi nhdm CA125 thap (HR: 2,25; KTC 95%: 1,30 dén 3,88; P = 0,004). Tt
In (0,318)
In (p2)

=0,95), ¢& mau la 112 bénh nhan cho méi nhém. U'éc lwong ¢& mau cho nghién ciu
la 224 bénh nhan.
Muc tiéu 3: Ching tdi dua vao sb lidu tir nghién cau caa Joon JY (2019)[24]

céng thac HR= =2,25, chdng téi tinh p2=0,601. Vi « = 0,01, £ = 0,05 (Power

vé6i bién ¢ tir vong do moi nguyén nhan, ti Ié tir vong & nhém c6 CA125 va NT-
proBNP thap 1a 12,1% va nhém c6 ca hai dau 4n sinh hoc tang 1a 45,7%. Chlng toi
In (0,121)

tinh HR=M=2,69, véi o< =0,01valR =0,05 (Power =0,95). Chdng t6i udc lugng

c& mau can thiét cho mdi nhdm 1a 60 bénh nhan. Téng sé mau can thiét 1a 120 bénh
nhan.

Gia dinh bénh nhan ngirng tham gia nghién ctu 10%. Ching tdi tinh ¢& mau
hiéu chinh[98]: n hiéu chinhzll%p , Vi p: ti 1&é mat mau trong qua trinh theo dbi.
chlng t6i tinh c& mau cua toan bo nghién ctu n = 249 bénh nhan.

2.5. Xac dinh cac bién sé ddc 1ap va phu thugc

2.5.1. Bién so lién quan dén két cuc theo ddi

Tiéu chi danh gia chinh:

- Thoi gian tir khi tham gia nghién ctru dén khi xuat hién bién c6 dau tién bao gom
tir vong do tim mach, tir vong do moi nguyén nhan hoac tai nhap vién do suy tim.

Tiéu chi dianh gia phu:

- Thoi gian tir khi tham gia nghién ctru dén khi xuat hién bién ¢ tir vong do tim
mach

- Til¢ tar vong do tim mach

- Tilé tir vong do moi nguyén nhan

- Ti lé ta vong do moi nguyén nhan hoac tai nhap vién do suy tim
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T vong

T vong duge xac dinh bang céach lién hé vai bénh nhan hoic than nhan qua s6
dién thoai, dia chi hodc hd so tir vong trong bénh vién. Bénh nhan dugc xem la tu
vong khi c6 mot trong céc tiéu chuan sau: (1) bénh nhan tir vong trong bénh vién do
bat ky nguyén nhan nao, hoic (2) gidy chiing tir. Tir vong trong ngay dau tién nhap
vién duoc goi la tir vong ngay 0. Bénh nhan con tiép tuc diéu tri dugc ghi nhan 1a con
s6Ng.

Nguyén nhan tir vong dugc xac dinh theo huéng dan caa Truong mon tim Hoa
Ky (2014)[95] vé dinh nghia bién cd trong cac thir nghiém 1am sang, tir vong duoc
xac dinh theo nhém nguyén nhan:
e Ti vong do tim mach bao gém tir vong do nhitng nguyén nhan sau: nhéi mau
co tim, ddt tir do tim, suy tim, d0t quy, tha thuat lién quan tim mach, phinh dong
mach chu, chén ép tim cép, thuyén tic phoi hodc bénh dong mach ngoai bién.
e Ti vong khong do tim mach bao gdm tir vong do nhitng nguyén nhan sau: ho
hép, suy than, duong ti€u hoda, gan mat, tuyén tuy, nhiém trung, tu mién, xuat
huyét khong lién quan tim mach, thii thuat hay phau thuat khong lién quan tim
mach, chin thuong, tu tir, qua liéu thudc, than kinh, ung thu.
e Tu vong khong xac dinh nguyén nhan: khi bénh nhéan tir vong khong thé xéac
dinh dugc mot trong hai nhém nguyén nhan trén hodc tir vong khong xac dinh
dugc nguyén nhan rod rang.
Nhéap vién do suy tim

Bénh nhan nhap vién do triéu chang nang 18n caa suy tim gom kho tho hoic
phu, thoi gian nam vién trén 24 gio, va bénh nhan phai diéu tri véi loi tiéu, thudc gidn
mach hoic thuéc van mach duong tinh mach.
Thoi gian dén khi xuat hién bién cé

Mbi bénh nhan dugc theo di trong vong 12 thang tir khi bénh nhan nhap vién,

hoac dén khi bénh nhan tir vong hoic tai nhap vién lan dau do suy tim.
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Thoi gian theo ddi dugc tinh tir khi bénh nhan nhap vién dén khi xuat hién bién
cb dau tién 1a tir vong hozc tai nhap vién do suy tim.
MAat dau

Tat ca cac hd so cua bénh nhan khi tham gia nghién ciru déu duoc yéu cau it
nhét ba sb dién thoai va dia chi thuong trd. Bénh nhin dwoc xac dinh mat dau trong
qua trinh theo ddi khi c6 tt ca cac tiéu chuan sau: (1) ching tdi khéng lién hé duoc
bang sb dién thoai 5 1an, (2) khéng lién hé dugc bénh nhan theo dia chi thuong tra,
va (3) khong tim duoc thong tin trén hé théng quan Iy dit lidu y khoa cua bénh vién.
2.5.2. Bién s6 AHEAD

Thang diém AHEAD duoc tinh mdi thanh phan 1a mot diém bao gém: A (atrial
fibrillation, rung nhi), H (hemoglobin <130 g/L dbi v&i nam va 120 g/L véi nit), E
(elderly, cao tudi >70 tudi), A (abnormal renal parameters, suy than, creatinin >130
pumol/l), va D (diabetes mellitus, dai thao duong)[12].

AHEAD la bién sé dinh tinh gom ba gia tri: (1) nguy co thap, AHEAD = 0 dén
1 diém, (2) nguy co trung binh, AHEAD = 2 dén 3 diém, (3) nguy co cao, AHEAD
= 4 dén 5 diém.
2.5.3. Bién so lién quan dén dic diém 1am sang
Tubi: 1a bién sé dinh luong, duoc tinh tron nam, tinh tir thoi diém bénh nhan tir vong,
tai nhap vién lan dau hoic két thic nghién cau trir cho nim sinh.
Giéi: 1a bién sb dinh tinh bao gém hai gié tri nam hoac nit, dugc xac dinh theo chang
minh nhan dan.
Chi s6 khdi co thé: 12 bién dinh luong. Chi sé khéi co thé dugc tinh bang cong thuc:
can nang (kilogram)/ (chiéu cao)?(m). Sé liéu vé can niang va chiéu cao dugc lay khi
bénh nhan nhap vién.
Tan s6 tim: 12 bién s6 dinh luong, duoc xac dinh bang 6ng nghe tai thoi diém bénh

nhan nhap Khoa Noi tim mach, dém tan sb tim trong mét phut.
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Huyét ap tdm thu va tdm trwong: 12 bién sb dinh lwong, duoc do bang tai nghe va

may do huyét 4p thuy ngan tai thoi diém bénh nhan nhap vién. Mdi bénh nhan duoc

do 2 1an, gié tri huyét 4p 1a trung binh cua 2 lan do.

- Huyét ap tam thu dugc xac dinh dua vao tiéng Korotkoff thir 1.

- Huyét 4p tam truong duoc xac dinh khi mét tiéng Korotkoff.

Phu chi dwéi: 1 bién sb dinh tinh bao gom bén gia tri: khong phu, pht mét cé, phu

du6i gdi hoic phu trén gdi. Xac dinh bang cach an 18m mat ca chan, cang chan, hoic

dui[99].

Khd thé khi nam: 1a bién sb dinh tinh bao gém hai gi4 tri: c6 hoic khong

- CO6: bénh nhan c6 mét trong cac diéu kién sau: (1) bénh nhan khé the khi nam
ngira, (2) kho thd phai nam dau cao >2 — 3 gdi hoic ghé tua dé giam khé tha[99].

- Khéng: néu bénh nhan khong c6 céc tiéu chuan trén.

Tinh mach canh noi: 1a bién s dinh tinh bao gom hai gia tri: 6 hoac khong

- CO[99]: quan sat thay tinh mach canh ni khi bénh nhan nam ngta voi tu thé dau
cao 45°.

- Khéng: khdng thay triéu chang.

Chi s6 sung huyét: 1a bién s6 dinh luong. Dya vao 3 bién s6 khé thé khi nam, phu

chi duéi va tinh mach canh néi tu thé dau cao 45° Kho tho khi nam va tinh mach

canh n6i duoc tinh 1 diém. Tuy nhién, phi chi dudi dugc tinh theo mic d6 nang: (1)

khong phu 0 diém; (2) phd mat ca chan 0,33 diém; (3) phu dudi gbi 0,66 diém, (4)

phur trén géi 1 diem[21].

2.5.4. Bién so lién quan bénh nén

Ting huyét 4p: bién dinh tinh bao gom hai gia tri: c6 hoic khong

- C6: bénh nhan duoc chan doan ting huyét p theo Hoi Tim Chau Au (2018)[100]
bao gom huyét ap tam thu >140 mmHg va/hozc huyét ap tam truong >90 mmHg
tai it nhat 2 lan do; hoic ting huyét ap dugc chan doan va diéu tri voi thude
v/hoic tiét ché.

- Khéng: néu bénh nhan khdng cé céc tiéu chuan trén.
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Pai thao dwong tip 2: bién dinh tinh bao gdm hai gia tri: c6 hoic khéng

C6: bénh nhan dwoc chan doan dai thao dudng theo tiéu chuan Hoi Dai théo duong
Hoa Ky (2020)[101] bao gdm bénh nhan c6 triéu ching ting glucose huyét (in
nhiéu, uéng nhiéu, tiéu nhiéu, sut can) va it nhat 1 trong cac tiéu chuan sau: (1)
glucose bat ki >200 mg/dl, (2) glucose d6i >126 mg/dl, (3) glucose huyét sau 2
gid udng 759 glucose >200 mg/dl, (4) HbAlc >6,5%. Néu bénh nhan khong co
triéu chimg tang dudng huyét, cac tiéu chuan trén can dugc thuc hién lan 2. Hoac
duoc chan doan dai thao duong trudc.

Khong: khéng cé cac tiéu chuan trén

Bénh mach vanh: bién dinh tinh bao gém hai gia tri: c6 hoic khéng

C6: néu bénh nhan c6 mat trong cac tiéu chuan sau khi chup mach vanh xam lan:
(1) hep >50% than chung, (2) hep >70% dong mach vanh khac, (3) phan suat du
trit luu luong (fractional flow reserve, FFR) ciia mach vanh <0,80. Néu bénh nhan
khdng chup mach vanh xam I4n, bénh mach vanh duoc xac dinh khi c6 mét trong
cac tiéu chuan sau: (1) nhdi mau co tim trudc day, véi song Q bénh ly va /hoac
khuyét xa cb dinh, (2) tién st tai thdng mach vanh , (3) chup cit I6p vi tinh mach
vanh hep c6 y nghia hoac duong nghiém véi phuong phap hinh anh khéng xam
1an [99]; hoidc duoc chan doan trude day.

Khéng: Khéng cd cac tiéu chuan trén.

Bénh van tim: 12 bién dinh tinh bao gém hai gi4 tri: c6 hoac khong

C6: néu bénh nhan cé bang ching ciia ton thuong van tim nguyén phét theo Hoi
Siéu am tim Hoa Ky bao gém mét trong cac tiéu chuan sau : (1) bénh nhan c6 ho
trung binh dén nang van dong mach chi, van hai 1a hoac van ba 14[102], (2) bénh
nhan co hep tir nhe dén nang van hai 14, van dong mach cha[103]; hoic duoc chan
doan trudc day.

Khong: khong c6 cac tiéu chuan trén.

Rung nhi: bién dinh tinh bao gom hai gia tri: ¢4 hoic khong
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Co: rung nhi duoc chan doan theo tiéu chuan cua Hoi Tim Chau Au (2020)[104]:
dién tam dd 12 chuyén dao hoic mot chuyén dao trén dién tam d6 >30 gidy véi
dic diém khong cé song P thay bang song f lan tin, bién d6 cao thap khac nhau
va khoang R-R khéng déu; rung nhi kich phat hoic duoc chan doan trudc day.

Khong: khéng c6 cac tiéu chuan trén.

Dot quy thiéu mau: bién dinh tinh bao gdm hai gia tri: c6 hoic khong

C6: bénh nhan chan doan dot quy thiéu mau trude day, hoac dot quy méi duoc
chan doan véi mot trong cac tiéu chuan sau: (1) mat chirc nang than kinh do nhoi
mau dong mach véng mac, dong mach dot séng va dong mach no; hoic (2) nhoi
mau ndo tham lang: khi c6 bang ching hinh anh hoc nhung khong cé triéu ching
than kinh[99]; hoic duoc chan doan trudc day.

Khong: khong c6 cac tiéu chuan trén.

Pot quy xuat huyét: bién dinh tinh bao gdom hai gia tri: c6 hoac khong

C6: bénh nhan duoc chan doan dot quy xuat huyét ndo trude day, hoac duoc chan
doan voi mat chirc nang than kinh dot ngot do xuat huyét vao nhu md néo, ndo
that hoac khoang dudi nhén nhung khong do chan thuong[99]; hoic duoc chan
doan trudc day.

Khong: khong c6 cac tiéu chuan trén.

Hen phé quan: bién dinh tinh bao gém hai gié tri: c6 hoic khdng

C6: bénh nhan duoc chan doan theo hudng dan cua Sang kién toan cau vé hen
(2021)[105] bao goém: triéu chitng co nang va thuc thé cua hen phé quan va c6
bang chimg dap tng vai thude gidn phé quan qua do chirc nang ho hap; hoic duoc
chan doan truéc.

Khong: khong c6 cac tiéu chuan trén.

Bénh phaéi tic nghén man tinh: bién dinh tinh bao gdm hai gi4 tri: c6 hoic khong

C6: bénh nhan duoc chan doan theo huéng dan cua Chién luoc toan cau vé bénh

phoi tic nghén man tinh (2021)[106] bao gém: tridu ching co ning va thuc thé
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ctia bénh phéi tic ngh&n mén tinh va c6 bang chang hoi chung tic nghén qua do
chtrc nang ho hap; hodc dugc chan doan bénh phdi tic nghén man tinh trude.

- Khéng: khong cd cac tiéu chuan trén.

Bénh than man: Bién dinh tinh bao gom hai gié tri: c6 hoic khéng. Bénh nhan duoc
chan doan bénh thian man theo huéng din Kidney Disease Improving Global

Outcomes (KDIGO) (2012) véi bat thudng cau tric va chic niang than kéo dai >3

thang.

- CO6: bénh nhan cd mot trong cac tiéu chuan sau kéo dai >3 thang: (1) tiéu albumin
(albumin niéu >30 mg/24 gio, ti s6 albumin/creatinin niéu >30 mg/g), (2) can lang
nudéc tieu bat thuong, (3) bénh ly 6ng than gay réi loan dién giai, (4) bénh ciu trdc
than phat hién bang hinh anh hoc, (4) tién st ghép than, (5) do loc cau than udc
doan <60 ml/phut/1,73m?; hoic duoc chan doan trude day.

- Khéng: khong c6 cac tiéu chuan trén.

2.5.5. Bién s6 lién quan dén can 1am sang

Hemoglobin: 1a bién sé dinh luwong, tinh bang don vi (g/L). Hemoglobin duoc xét

nghiém trong vong 48 gio tir khi bénh nhan nhap vién.

Thiéu mau: 1a bién sé dinh tinh bao gém hai gia tri: c6 hoic khong. Chan doan thiéu

maéu theo tiéu chuan cia T6 chac Y té Thé gigi[107].

- CO0: bénh nhan cé hemoglobin <130 g/L ¢ nam va <120 g/L ¢ ntr.

- Khéng: khéng cd cac tiéu chuan trén.

Creatinin huyét thanh: 1a bién dinh lugng, c¢6 don vi tinh pmol/L. Creatinin huyét

thanh dugc xet nghiém trong vong 48 gio tir khi bénh nhan nhap vién.

P loc ciu than wée doan: 1 bién dinh luong, ¢6 don vi mL/phit/1,73m? da. D6 loc

cau than udce doan duoc xac dinh theo cong thuc CKD-EPI (2021)[108]. Céng thirc

nay dugc tinh nhu sau:
Do loc cau than ude doan =142 x min (creatinin huyét thanh/kappa,1)@Ph x
max (creatinin huyét thanh/kappa, 1)™2 x 0,9938"% x yéu t gidi.

Trong do:
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e Creatinin huyét thanh (mg/dL)
e Min: t6i thiéu 13 gia tri nho nhat creatinin huyét thanh/kappa hodc 1.
e Max: tdi da la gi4 tri 10n nhét creatinin huyét thanh/kappa hoic 1.
e D4i véinit, cac gia tri sau st dung: yéu td gidi = 1,012; alpha = - 0,241; kappa
=0,7.
o Ddi v6i nam, cac gia tri sau sir dung: yéu té gidi = 1; alpha = - 0,302; kappa =
0,9.
Natri huyét thanh: 1a bién dinh luong, c6 don vi tinh mmol/L. Natri huyét thanh
duoc xét nghiém trong 48 gio tir khi bénh nhan nhap vién.
Kali huyét thanh: 13 bién dinh luong, c6 don vi tinh mmol/L. Kali huyét thanh duoc
xét nghiém trong 48 gio tir khi bénh nhan nhap vién.
NT-proBNP: I bién dinh tinh bao gém hai gi4 tri: cao hoic thap dya vao ngudng
quyét dinh véi tir vong do tim mach, va tir vong do moi nguyén nhan hozc tai nhap
vién do suy tim. NT-proBNP dugc xét nghiém trong 48 gio tur khi bénh nhan nhap
vién.
CA125: 1a bién dinh tinh bao gom hai gia tri: cao hoic thap dua vao ngudng quyét
dinh vai tir vong do tim mach, va tir vong do moi nguyén nhan hoac tai nhap vién do
suy tim. CA125 duoc xét nghiém tai hai thoi diém: (1) CA125 lan thir nhat dugc xét
nghiém trong vong 48 gid tir khi bénh nhan nhap vién, va (2) CA125 lan thir hai xét
nghiém sau nhap vién 30 ngay.
2.5.6. Bién so lién quan dén siéu am tim
Siéu am tim dwoc thyc hién trong sudt qué trinh nam vién. Trong d6 céac bién
s6 siéu am tim duoc dua vao phan tich bao gdm céc bién sé danh gia tim trai: phan
suat tong mau that trai, duong kinh nhi trai; va bién s6 danh gia tim phai: ap luc tam
thu d6ng mach phdi va hé van ba I4.
Phan suit tdng mau that trai: 12 bién dinh lugng, c6 don vi (%); va 12 bién dinh tinh
bao gom ba gia tri: phan suat tbng mau giam, phan suat tong méau giam nhe va phan

suit tbng méau bao ton. Phan loai nay theo huéng dan cua Hoéi Tim Chau Au
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(2021)[26]. Phan suit téng mau that trai duoc sir dung theo phuong phap do hai binh

dién (Biplane).

Cach do thé tich thét tréi: thé tich that trai duoc do bang cach vién theo 16p noi
mac cua budng that trai, & mat cat bén budng tir mom vao thi tdm thu va tam
truong. Vi mat ¢t hai budng tir mom, do theo phuong phap twong tu; tir d6, tinh
duoc phan sut tbng mau that trai caa mdi binh dién.

Céch tinh phan suat tong mau that trai:

Phan suat tong mau that trai (%) = (thé tich cudi tim truong — thé tich cubi tam
thu) + thé tich cudi tm trerong x 100

Phan suat tbng mau that trai theo phuong phap hai binh dién bang trung binh phan

suat tbng mau ciia mat cit hai buong va bén budng.

Pwong kinh nhi trai: 12 bién sé dinh lugng, c6 don vi (mm). Puong kinh nhi trai do

& mit cat canh tc truc doc theo phuong phap two-dimensiona (hai mat phang)[109].

Ap lwc tam thu dong mach phaéi: 1 bién dinh luong, c6 don vi (mmHg). Ap lyc tam

thu dong mach phdi duoc ude luong qua do phd hé qua van ba 14 theo cong thuc
sau[110]:

Ap lyc tam thu d6ng mach phoi = 4 x (peak TRV?) + 4p luc tam thu nhi phai

Trong do:

Peak TRV: van toc t6i da qua phd ho van ba 14 do bang doppler lién luc.
Ap luc nhi phai wdc lugng theo dudng kinh tinh mach chii dudi va chi s6 Xep tinh
mach chu dudi (IVC collapsibility index) theo chu ky hd hap (thi hit vao va tho
ra); chi so ndy = (duong kinh tinh mach cha dudi 16n nhat - duong kinh tinh mach
cha duéi nhé nhét) + dudng kinh tinh mach chii dudi 16n nhat. Ap luc nhi phai
duogc uwéc lugng theo nhitng truong hop sau[111]:

Ap lyc tim thu nhi phai = 3 mmHg: dudng kinh tinh mach cha dudi <2,1 cm va

chi s6 xep tinh mach chi dudi >50%.

Ap lyc tam thu nhi phai = 8 mmHg: dudng kinh tinh mach chii dudi <2,1 cm va

chi s6 xep tinh mach chu dudi <50% hodc duong kinh tinh mach cha dudi >2,1
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cm va chi s6 xep tinh mach chu dudi >50%.

e Ap lyc tdm thu nhi phai = 15 mmHg: dudng kinh tinh mach chi duéi >2,1 cm

va chi sb xep tinh mach chu dudi <50%.

Sw dich chuyén vong van ba 14 trong thi tAm thu: 13 bién s6 dinh luong, duoc tinh

bang don vi mm. Sy dich chuyén vong van ba Ia trong thi tim thu duoc do & mit cat

bdn budng tir mom theo phuwong phap M-mode [109].

Hé van ba l1a: 1a bién sé dinh tinh bao gdom ba gia tri: hd nhe, hé trung binh, hé nang.

Xac dinh mae d6 ho van ba 1a theo Hoi Siéu am tim Hoa Ky [102].

2.5.7. Bién so lién quan véi diéu tri suy tim

Bién so

Loi ti€u quai
duong uong

Loi tiéu quai
duong tinh
mach

Loi tiéu khang
aldosteron

Chen beta

Uc ché men
chuyén
Uc ché thu thé

Uc ché thu thé
kép angiotensin
neprilysin

Uc ché men
chuyén/tic ché
thy thé/trc ché
thu thé kép
angiotensin

Loai bién so

Dinh tinh, hai gia tri:

c6 hoac khong

Dinh tinh, hai gia tri:

c6 hodc khong

Dinh tinh, hai gia tri:

c6 hodc khong

Dinh tinh, hai gia tri:

c6 hodc khong

Dinh tinh, hai gia tri:

c6 hodc khong

Dinh tinh, hai gié tri:

c6 hodc khong

Dinh tinh, hai gia tri:

c6 hoac khong

Dinh tinh, hai gia tri:

c6 hoac khong

Bang 2.1 Bién sé lién quan véi diéu trj suy tim

Pinh nghia bién so

Khong: khong str dung thude

Co: sir dung loi tiéu quai nhu
furosemide, torsemide, hodc
bumetanide.

Khong: khong str dung thude

Co: sir dung loi tiéu quai duong tinh
mach nhu furosemide.

Khong: khong str dung thude

Co6: st dung loi tiéu khang aldosteron
nhu spironolactone hoac eplerenone.
Khong: khong str dung thude

Co: sir dung thude chen beta

Khong: khong str dung thude

C6: sir dung thudc (rc ché men chuyén
Khong: khong sir dung thude

Co: stir dung thudc tre ché thy thé
Khéng: khong str dung thude

CO: str dung sacubitril/valsartan

Khéng: khong str dung thude

Co: sir dung thubc rc ché men chuyén
hodc trc ché thu thé hodc
sacubitril/valsartan



neprilysin
Uc ché kénh
dong van
chuyén natri-
glucose2
Statin

Khang tap ti€u
cau

Khang dong

Thuoc van
mach

Thuoc gian
mach

Truyén mau

Thay thé than

Thong khi co
hoc

Dinh tinh, hai gia tri:

c6 hodc khong

Dinh tinh, hai gia tri:

c6 hodc khong

Dinh tinh, hai gia tri:

c6 hodc khong

Dinh tinh, hai gia tri:

c6 hoac khong

Dinh tinh, hai gia tri:

c6 hodc khong

Dinh tinh, hai gia tri:

c6 hodc khong

Dinh tinh, hai gia tri:

c6 hodc khong

Dinh tinh, hai gié tri:

c6 hodc khong

Dinh tinh, hai gié tri:

c6 hodc khong

Khéng: khong str dung thude

CO: sir dung thudc trc ché kénh dong
véan chuyén natri-glucose2 nhu
dapagliflozin hoac empagliflozin
Khong: khong str dung thude

Co: sir dung statin nhu atorvastatin
hodc rosuvastatin

Khong: khong sir dung thude

Co: sir dung thude khang tap tiéu ciu
nhu aspirin, clopidogrel, ticagrelor,
hoac prasugrel.

Khong: khong sir dung thude

Co: sir dung khang dong duong uéng
thé hé mai (rivaroxaban, apixaban,
dabigatran, hoac edoxaban), hoac
khang vitamin K (warfarin hoac
acenocoumarol)

Khong: khong stir dung

Cé: str dung mot trong cac thude van
mach sau: milrinone, dobutamine,
norepinephrine, epinephrine,
dopamine.

Khong: khong str dung

C6: st dung mot trong cac thude gidn
mach sau: nitroglycerin,
nitroprusside, hodc nesiritide.
Khong: khong str dung

Co: truyén mot trong cac ché pham
mau nhu khéi hong cau, khéi tiéu cau,
hozc huyét tuong tuoi dong lanh.
Khoéng: khong st dung

Cé: st dung phuong phap loc mau
lién tuc hodc ngit quang.

Khoéng: khong st dung

Co: str dung thong khi co hoc nhu tho
may xam lan hoic khong xam lan.
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2.6. Phwong phap va cong cu do lwdng, thu thap s liéu
2.6.1. CA125 huyét thanh

Thoi diém 1ay mau: CA125 duoc xét nghiém hai lan: (1) 1an 1 trong vong 48 gid
sau khi bénh nhan nhap vién, (2) lan tha hai sau khi bénh nhan nhap vién 30 ngay.
Céch lay mau: lay 3ml mau tinh mach cho vao trong 6ng nghiém sau d6 chuyén
xuéng phong xét nghieém.

Phuong phép xét nghiém: CA125 huyét thanh sir dung xét nghiém Elecsys
CAL125 Il, str dung phuong phap dién héa phat quang. Phuong phap nay st dung
khang thé don dong M11 va OC 125 dugc cung cap béi cong ty Fujirebio
Diagnostics cho may xét nghiém mién dich Cobas e 801.

Xét nghiém CA125 co6 do lap lai vai cung mot bénh nhan (intra-assay) la 1,1% —
2,7%, do6 chinh xac trung gian gitra cAc bénh nhan (inter-assay) la 1,9% — 3,4%,
va gia tri phan tich 1a 0,6 — 5.000 U/mL[112]. CA125 c0 gié tri binh thuong la <
35 U/mL, gia tri nay duoc tham chiéu tir phu nit mén kinh khoe[113].

Gia tri ngoai vi cia CA125 khi néng do CA125 >1000 U/mL.

Kiém chuan xét nghiém: (1) noi kiém tra chat lugng mdi ngay, (2) ngoai kiém tra
chat luong boi Trung tdm kiém chuan xét nghiém Thanh phd HO Chi Minh mot
thang/ 1an. Mau kiém chuan dat chat luong.

Noi thuc hién xét nghiém: Khoa Sinh héa huyét hoc Bénh vién Nhan dan Gia
binh

2.6.2. NT-proBNP huyét thanh

Thoi diém lay mau: trong vong 48 gid sau khi bénh nhan nhap vién

Céch lay mau: lay 3ml méu tinh mach cho vao trong 6ng nghiém sau d6 chuyén
xuéng phong xét nghiem.

Phuong phap xét nghiém: NT-proBNP huyét thanh sir dung xét nghiém Elecsys
proBNP 11, véi phuong phap xét nghiém mién dich dién héa phat quang trén cling

hé théng may Cobas e 801.
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- Xeét nghiém NT-proBNP c06 do lap lai ¢ cung bénh nhéan la 1,3% — 10,3% va do
chinh x&c trung gian gitra cac bénh nhéan 1a 2,0% — 12,6%, va gia tri phan tich la
5 —35.000 pg/mL[114].

- Kiém chuan xét nghiém: (1) noi kiém tra chat lwgng mdi ngay, (2) ngoai kiém tra
chat lugng bai Trung tam kiém chuan xét nghiém Thanh phé H6 Chi Minh  mét
thang/ 1an. Mau kiém chuén dat chat lwong.

- Noi thuc hién xét nghiém: Khoa Sinh hoa huyét hoc Bénh vién Nhan dan Gia
binh

2.6.3. Siéu am tim

Siéu am tim duoc thuc hién trén may siéu am Affiniti 50 cua hang Philips. Bac
si Khoa Noi tim mach thuc hién siéu am tim theo huéng dan caa Hoi Siéu am tim

Hoa Ky (2019)[109]. Cac thdng sé siéu 4m tim dwa vao phan tich bao gdm: phan suat

tbng mau that trai, duong kinh cubi tim truong that trai, duong kinh nhi trai, ap luc

tam thu dong mach phoi, su dich chuyén vong van ba I4 trong thi tdm thu va ho van

ba I&.

2.6.4. Cong cu do lwong khac

Huyét ap

Huyét ap duoc do bang huyét &p thay ngan.
May sinh hda va huyét hec

May phan tich sinh hoa ty dong (AU5800, Siemens Atellica) va may phan tich
huyét hoc tu dong (Adia 2120i, Beckman Coulter DxH900) thuc hién xét nghiém
huyét hoc va sinh héa co ban. Trong d6 cac bién s6 dua vao phan tich bao gom:
hemoglobin, creatinin, natri huyét thanh va kali huyét thanh.

2.6.5. Thu thap sé liéu

2.6.5.1. Ky thuat chon mau

Chuing t6i chon mau lién tuc dén khi dat dwgc ¢& mau ti thiéu caa nghién ctu.
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2.6.5.2. Cong cu thu thap s lig¢u

Chdng tdi thu thap sé liéu thdng qua bang thu thap sé liéu (Phu luc 1). Bang thu
thap s liéu gom céc bién sb lién quan dén nhan tric, tién sir bénh, 1am sang, sinh
hoa, siéu &m tim, diéu tri suy tim, két cuc tir vong va tai nhap vién lan dau do suy tim.
2.6.5.3. Cac buéc tién hanh

Tat ca bénh nhan nhap vién du tiéu chuan chan doan suy tim cap, thoa tiéu chuan
nhan vao va khdng c6 tiéu chuan loai trir dugc moi tham gia vao nghién ciu. Trong
nghién ctru ndy, chdng toi loai trir bénh 1y ung thur thong qua: tién st, bénh sir, khdam
l&m sang va cac phuong tién hinh anh hoc thich hop.

Bénh nhan ddng y tham gia nghién ciru dugc Ky tén vao bang chap thuan tham
gia nghién ctu (Phu lyc 2). Bénh nhén c6 rdi loan tri giac thoa thuan dong y tham gia
nghién ctru dugc thuc hién boi than nhan hodc nguoi dai dién. Noi dung thoa thuan
ddng y tham gia nghién ctu bao gom: théng béo vé muc dich, lgi ich va tac hai khi
tham gia nghién ctu.

Sau khi dong thuan, nghién ctu vién tién hanh thu thap cac sé liéu theo bénh &n
nghién ciiu bao gom: nhan trac hoc, tién sir, khdm I1am sang, sinh héa huyét hoc
(hemoglobin, creatinin, natri huyét thanh, kali huyét thanh, CA125 va NT-proBNP)
trong 48 gio sau nhap vién, dién tim, siéu &m tim, diéu tri suy tim noi vién va tai thoi
diém xuat vién. Bénh nhan duoc xét nghiém CA125 lan hai sau nhap vién 30 ngay.

Chuing t6i theo d6i mdi bénh nhan 12 thang tir khi bénh nhan nhap vién. Bénh
nhan duoc kham truc tiép tai phong khdm tim mach caa Bénh vién Nhan dan Gia
Dinh. Néu bénh nhan khéng thé tai kham truc tiép hodc bénh nhan tai kham & bénh
vién khac, chiing t6i phong van qua dién thoai. Bénh nhan duoc hen tai kham mdi
thang mot 1an. Mai lan tai kham, nghién ciru vién danh gia triéu chieng suy tim, thudce
diéu tri, va két cuc tar vong hoac tai nhap vién do suy tim. Bénh nhan duogc xac dinh
két thic nghién ctru khi bénh nhan xuat hién bién c6 dau tién nhu tir vong hoic tai

nhap vién do suy tim, hoac bénh nhan theo doi du 12 thang.
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Nghién ctu caa ching tdi khdng can thiép vao qué trinh diéu tri cua bénh nhan.

Bénh nhén dugc diéu tri theo hudng dan diéu tri suy tim man cua Bo Y té 2020 (Phu

luc 3) va huéng dan diéu trj suy tim cap va man caa Hoi Tim Chau Au 2021[26]. Pa

s6 bénh nhan duoc diéu tri véi bac si tim mach caa bénh vién; trong do6, nghién ctu

vién ciing 1a ngudi truc tiép tham gia diéu tri bénh nhan.

2.6.5.4. Khic phuc sai léch trong nghién ciru

Sai léch trong chon mau (selection bias):

Bénh nhan dugc danh gia cac tiéu chi nhan vao va cac tiéu chi loai ra khoi nghién
ctru nham dam bao dan s6 chon mau dai dién cho dan s muc tiéu. Cac tiéu chuan
chan doan duoc danh gia bai nghién citu vién chinh.

Nghién ciu han ché mat mau trong giai doan theo ddi bénh nhan bang nhiing
phuong phép sau: (1) bénh nhan dugc giai thich vé loi ich va ké hoach theo doi
trong sudt qué trinh tham gia nghién ciu, (2) mdi bénh nhan co lich tai kham cu
thé va da phuong thic tiép can nhu: it nhat ba sé dién thoai, lién hé véi bénh nhan

qua zalo, hoac dia chi thuong tra.

Sai léch thong tin (information bias):

Tat ca bién s6 dwa vao nghién ctru dugce dinh nghia rd rang, bénh nhan cé lich
theo ddi cy thé. Panh gia két cuc cua suy tim duoc xac dinh bai nghién ctu vién
chinh.

CAc gié tri ngoai vi caa xét nghiém CA125 dugc kiém tra lai 1an hai, khi CA125
>1000 U/mL.

Xét nghiém dugc thuc hién tai Khoa Sinh héa huyét hoc Bénh vién Nhan dan Gia
Dinh dugc cap chang nhan 1SO 15189 nam 2012

Siéu &m tim: bac si tim mach c0 trén ba nam kinh nghiém thuc hién siéu &m tim
theo huéng dan cua Hoi Siéu am tim Hoa Ky 2019. Phan suét tong mau that trai
duoc do bang phuong phap Simpson hai binh dién, trong d6 khac biét mdi binh

dién dudi 10% va két qua sau cing la trung binh cua mdi binh dién.

Sai léch do yéu té nhiéu (confounding bias):
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- Dé khic phuc cac yéu tb nhidu anh huong dén két qua, ching t6i loai khoi nghién
ctru nhitng truong hop anh huong dén két cuc bénh nhan khong do suy tim: hoi
chung vanh cip, bénh than man giai doan cudi va xo gan Child-Pugh C, bénh
nhan c6 ky vong séng <1 nam. Ngoai ra, chlng t6i ciing loai trir nhitng truong
hop taing CA125 khong do suy tim nhu ung thu, phu nir mang thai, va viém vung
chau.

2.7. Qui trinh nghién cau

Qui trinh nghién ciru dugc trinh bay trong luu d6 2.1

Bénh nhéan suy tim cap

W

Tién sir. bénh si, kham lam sang®, X N o . . .
b e a  en i g Khong dua tiéu Loai khoi nghién
quang nguce’, dién tdm do. siéu am P2 chuan -——— .
tim. NT-proBNP -~
W

Bénh nhian dua tiéu chudn nghién ciru

N . - . N -
S| - CA125 rong 48 gid sau nhap vién
Ghi nhéin s6 ho sor, cac bién so - Cac yéu to lién quan vai CA1259
nghién ciru:
- Tién sur
- Lam sang
SO A M- = _ Al a0 vien 3 ¥
- Sidu 4m tim CAL125 sau nhap vién 30 ngay

- Sinh hoa huyét hoc
- {—)iéu tri ndi i

- Piéu tri trude xudt vién - NT-proBNP 48 giir sau nhidp vién
- M& hinh AHEADF sau nhiap vién

b

- Biéu tri theo phac dé bénh vién
- Tai kham mdi thdng sau xuit vién

i

Két cyc trong 12 thang:

- Tirvong do tim mach

- Tir vong do moi nguyén nhan
- Tai nhip vién do suy tim

Luwu dd 2.1 Tom tat qui trinh nghién ciéu
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(®) Triéu chung lién quan dén qua tai dich va giam tudi mau[94]: (1) triéu chimng co
nang: khé tho, ho, kho khe, phi chan, bang bung, thay doi tri giac, chéng mat; (2)
triéu chung thuc thé: ran & phoi, tran dich mang phdi, phi ngoai bién, bang bung,
ting can, tinh mach canh noi, phan héi gan tinh mach canh dwong tinh, tiéng ngua
phi T3, lanh chi, da tai nhot.

(°) X-quang nguc: tai phan bd tuan hoan phéi, pho md k&, pha phé nang, tran dich
mang phoi va béng tim to[85].

(°) Tang NT-proBNP, véi NT-proBNP > 2.000 pg/mi[21,95].

(%) Céac yéu t6 lién quan voi CA125: tudi, chi sé khdi co thé, tan sé tim, huyét ap tam
thu, chi s6 sung huyét, phu chi dudi, natri huyét thanh, NT-proBNP, do loc cau than
udc doan, duong kinh nhi trai, 4p luc tim thu dong mach phéi, phan suat téng mau
that trai, su dich chuyén vong van ba I4 trong thi tm thu, ho van ba la.

(¢) Mé hinh AHEAD bao gom: rung nhi, thiéu méau (hemoglobin <130 g/L d6i véi
nam va <120 g/L véi nix), 16n tudi (tudi > 70), suy than (creatinin >130 umol/L) va
dai thao dudng.

2.8. Phwong phap phén tich dir liéu

2.8.1. Luu trir dir liéu va quan ly dir liéu

Luwu trir dir li¢u

Tat ca hd so bénh an géc ciia bénh nhan tham gia vao nghién ciru dugc luu giir
tai phong luu trir ho so cua Bénh vién Nhan dan Gia Binh. Céc hd so dugc luu trix
can thiét cho viéc ddi chiéu dix liéu, kiém tra so véi bénh an nghién cau.

Dit liu nghién ctru dugc ma hoa luu trén may tinh ca nhan ciia nghién cau vién
chinh va sao luu dir liéu bang dam may dién toan, dam bao dit liéu an toan va bao
mat.

Quan ly dir liéu va nhap liéu

Dit liéu nghién ciru dugc thu thap theo mau nghién ciu. Tir khi bénh nhan nhap

vién va theo dbi 12 thang. Trong qué trinh theo ddi, néu bénh nhan xay ra bién ¢

nghién ciru vién chinh s& ghi nhan ngay thang nam bénh nhan xay ra bién cé va nhap
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liu vao bang thu thap sé liéu. Ngoai ra, gia tri ngoai vi va dir liéu khuyét s& duoc
nghién cau vién kiém tra lan hai tir hd so gbc va dir liéu ciia phong xét nghiém dé
dam bao dung két qua.

Sau khi hoan tat cac bién s6 theo bang thu thap s liéu, dit liéu s& duoc nhap
bang phan mém EpiData 3.1. T4t ca cac bién s6 cua dir liéu dwoc kiém tra lan hai sau
khi nhap liéu nham tranh sai s6t sau khi nhap liéu.

2.8.2. Phan tich dir liéu

Chung toi sir dung phép kiém phi hop cho phan tich mé ta cua cac bién sé
dinh lwong va dinh tinh. Bién so6 dinh lugng duoc kiém dinh phan phdi binh thuong
bang phép kiém Shapiro-Wilk. Sy khac biét giita cac bién sé dinh lwong dugc kiém
dinh bang phép kiém t-test cho cac bién s6 c6 phan phdi binh thuong, hoac kiém dinh
Wilcoxon cho céc bién sb khdng c6 phan phéi binh thuong. Di véi bién sé dinh tinh,
su khéc biét vé ty Ié giira hai nhém duoc str dung bang kiém dinh ki binh phuong va
phép kiém chinh xac Fisher (néu tan sb trong 6 nho hon 5).
Muc tiéu 1: Xéac dinh cac yéu té lién quan véi CA125 & bénh nhan suy tim cap

Bang 2.2 Y nghia hé sé twong quan (r)

Hé s6 twong quan (r) Y nghia

0,00-0,10 Tuong quan rat yéu
0,10-0,39 Tuong quan yéu

0,40 -0,69 Tuong quan trung binh
0,70-0,89 Tuong quan manh
0,70 — 0,89 Twong quan rat manh

“Nguon: Schober P, 2018 "[115]
Xac dinh tuong quan giita CA125 va cac bién sé lién tuc bang hé sé twong quan
Pearson, néu cac bién s phan tich twong quan khong tuin theo phan phéi chuan
chiing t6i str dung hé s6 twong quan Spearman. Hé s6 tuong quan c6 gia tri tir -1 dén

+ 1, trong d6 gia tri bang 0 khi khong c6 twong quan, gia tri &m biéu hién trong quan
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nghich va gia tri duong biéu hién twong quan thuin. Xac dinh mic d6 twong quan
(Bang 2.2)[115].

Xac dinh céc yéu t6 lién quan véi CA125 bing phan tich céc yéu té du béo su
thay d6i CA125 trong md hinh hdi qui tuyén tinh da bién, trong 6 CA125 12 bién s6
phu thugc. Cac bién trong md hinh hdi qui tuyén tinh bao gém: tudi (trén 1 nam), chi
s6 khéi co thé (trén 1 kg/m2), tan sb tim (trén 1 nhip/ phat), huyét 4p tam thu (trén 1
mmHg), chi sé sung huyét (0,1,2 va 3), phu chi duéi (khdng phl, mat ca, dudi goi,
trén géi), natri huyét thanh (trén 1 mmol/l), NT-proBNP (trén 1 pg/ml), do loc cau
than udc doan ( trén 1 mL/phat/1,73 m?), dudng kinh nhi trai (trén 1 mm), ap luc tam
thu dong mach phéi (trén 1 mmHg), phan suat téng mau that trai (trén 1 mot don vi
%), su dich chuyén vong van ba l4 trong thi tam thu (trén 1mm), hé van ba la (nhe,
trung binh, nang). Xac dinh méi lién quan giita CA125 va c4c yéu tb trén bénh nhan
suy tim cap théng qua hé sé xac dinh bdi (R2) trong mé hinh héi qui tuyén tinh. Trong
d6 R2co gia trj tir 0 dén 1, gia tri R? cang cao thi mdi quan hé gitra hai bién sé cang
chat cheé.

Muc tiéu 2: Panh gia CA125 va dong hoc ciia CA125 trong tién doan tir vong va
tai nhap vién & bénh nhan suy tim cap trong 12 thang

CA125 dugc phan tich nhu bién phan nhém (cao hoic thap); NT-proBNP duoc
phan tich nhu bién s6 phan nhdm (cao hoic thap) trong tat ca cac phan tich. V& duong
cong Receiver Operating Characteristic (ROC) va danh gia kha ning phan dinh két
cuc cua hai dau an sinh hoc nay théng qua AUC, trong d6 chi sé6 AUC duoc danh gia
theo thang do (Bang 2.3)[116]. Str dung chi s6 Youden xac dinh ngudng quyét dinh
t6i wu ctia CA125 va NT-proBNP lién quan véi hai bién c6 (tir vong do tim mach, tir

vong do moi nguyén nhan hoac tai nhap vién do suy tim)



59

Bang 2.3 Y nghia ciia dién tich dwéi dwdng cong

The area under the curve (AUC) | Y nghia

0,9 <AUC RAt tét
0,8<AUC<0,9 Tot
0,7<AUC<0,8 Trung binh

0,6 <AUC<0,7 Khong tét
0,5<AUC<0,6 Khéng cdé gia tri

“Nguon: Nahm FS, 2022 ’[116]

Xac dinh gia tri cia CA125 trong tién lwong tir vong va tai nhap vién & bénh

nhan suy tim cap

Xac dinh gid tri tién lwgng caa CA125 vai tir vong do tim mach, tir vong do moi
nguyén nhan hoic tai nhap vién do suy tim & bénh nhan suy tim cap qua 2 budc:

- V& duong biéu dién séng con Kaplan-Meier theo 2 nhém CA125, kiém dinh log-

rank.

- Pénh gia lien quan CA125 va két cuc trén bénh nhan suy tim cip qua phan tich
hoi qui Cox don bién va da bién. Di vai phan tich Cox don bién, ching tdi phan
tich CA125 theo phan nhém, dua vao ngudng quyét dinh CA125 theo két cuc tir
vong do tim mach, t&r vong do moi nguyén nhan hoac tai nhap vién do suy tim,
chung t6i chia CA125 thanh 2 nhém (cao hoic thap). B4i véi phan tich da bién,
ching téi hiéu chinh cac yéu té lién quan CA125 véi két cuc trén bénh nhan suy
tim c4p. Trong d6, chling tdi chon céc bién s6 c6 su khac nhau gitta nhom c6 bién
cb va nhém khong bién ¢ trong phan tich don bién (gia tri P < 0,05).

Xac dinh gia tri dong hoc cia CA125 trong tién lwgng tir vong va tai nhap vién

& bénh nhan suy tim cap

Chung tdi xac dinh dong hoc ciia CA125 thdng qua su thay ddi twong ddi cua

CA125 véi cong thuc:
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(CA125 nhip vién — CA125 sau nhdp vién 30 ngay)x 100
CA125 nhap vién

Chdng t6i chia bénh nhan thanh bén nhém: nhém CA125 khong giam, CA125
giam <35%, 35% < CA125 giam <70% va CA125 giam >70%.

Chung t6i xac dinh ngudng thay d6i CA125 véi tir vong do tim mach, tir vong

(%)

do moi nguyén nhan hoic tai nhap vién do suy tim ¢ bénh nhan suy tim cap qua 2

budc:

- V& duong biéu dién song con Kaplan-Meier véi bén nhom theo su thay doi
CA125, kiém dinh log-rank.

- Xac dinh sy thay d6i CA125 lién quan véi két cuc trén bénh nhan suy tim cap qua
phan tich hdi qui Cox don bién va da bién. Pdi voi phan tich Cox don bién, chling
t6i phan tich thay d6i CA125 theo bon nhom, vai nhom CA125 khong giam 1a
nhom tham chiéu. Sau d6, chung t6i hiéu chinh trong phan tich Cox da bién.

Muc tiéu 3: Phan tich gia tri cia CA125 két hep véi NT-proBNP va mé hinh

AHEAD trong tién doan tir vong va tai nhap vién é bénh nhan suy tim cap trong

12 thang

Két hgp CA125 va NT-proBNP trong tién lwgng két cuc trén bénh nhan suy tim

cap

Chung t6i phan nhém bénh nhan theo NT-proBNP va CA125 tai thoi diém nhap
vién, chon ngudng quyét dinh cua hai dau an nay theo hai bién c6 (tir vong do tim
mach, tir vong do moi nguyén nhan hoac tai nhap vién do suy tim). Chdng tdi chia
thanh 4 nhém theo CA125 va NT-proBNP (nhém 1: CA125 va NT-proBNP thap;
nhom 2: NT-proBNP cao va CA125 thap; nhém 3: NT-proBNP thap va CA125 cao;
va nhom 4: CA125 va NT-proBNP cao).

Xéc dinh gi4 tri tién luong két hop CA125 va NT-proBNP qua hai budc:

- V& duong biéu dién séng con Kaplan-Meier va kiém dinh long-rank thuc hién cho
4 nhom: nhom 1, nhdém 2, nhém 3 va nhém 4.

- Xac dinh sy lién quan ctia bon nhém nay véi két cuc trén bénh nhan suy tim cap

tir phan tich hoi qui Cox don bién va da bién. Trong phan tich hdi qui Cox don
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bién, ching tdi st dung nhém tham chiéu 1a nhém 1 (CA125 va NT-proBNP thap).
Sau d6, chung t6i hiéu chinh sy lién quan nay trong mo hinh Cox da bién.
Két hop CA125 vao md hinh AHEAD trong tién lwgng két cuc trén bénh nhan
suy tim cap
Xac dinh lién quan caa md hinh AHEAD vdi két cuc trén bénh nhan suy tim
cap. Chang t6i md héa md hinh AHEAD véi mdi bién tién luong 1a 1 diém bao gém
rung nhi, thiéu mau (hemoglobin <130 g/L d4i véi nam va <120 g/L véi nix), 16n tudi

(tudi > 70), suy than (creatinin >130 pmol/L) va dai thao duong. Chlng toi chia bénh

nhan thanh ba nhém theo mé hinh AHEAD: AHEAD 0 — 1 diém, AHEAD 2 — 3

diém, AHEAD 4 — 5 diém. Chiing t6i xac dinh su lién quan ndy qua hai buéc:

- V& duong biéu dién séng con Kaplan-Meier va kiém dinh long-rank thuc hién
cho 3 nhom

- Xac dinh sy lién quan ba nhdm nay véi bién cé tir phan tich hoi qui Cox don bién
va da bién. Trong mé hinh Cox don bién, ching tdi lay nhdm AHEAD 0 — 1 diém
la nhém tham chiéu, so sanh vi nhom AHEAD 2 — 3 diém, AHEAD 4 — 5 diém.
Sau d6, chdng tdi hi¢u chinh sy lién quan nay vai CA125 trong mo hinh Cox da
bién.

Xac dinh kha nang phan dinh caa CA125 khi thém vao md hinh AHEAD trong
tién luong bién ¢ trén bénh nhan suy tim cap qua cac budc sau:

- Chung téi xac dinh kha nang phan dinh caa mé hinh AHEAD, CA125 va AHEAD
+ CA125 thong qua duong cong ROC va xac dinh AUC caa méi md hinh, kiém
dinh sy khac biét vé kha ning phan dinh bang phép kiém Delong.

- Chuang t6i xac dinh cai thién phan dinh cia mé hinh AHEAD + CA125 so vai
AHEAD qua ba chi sé thong ké: delta thong ké C, chi s6 cai thién kha nang phan
dinh (IDI), chi sb cai thién kha nang tai phan nhom (NRI) theo phuong phap cua
Uno trong Package “survIDINRI”’[117,118].

Tat ca cac phan tich duoc thuc hién bang phan mém R, phién ban 3.6.2. Cac phan

tich dwogc cho 1 ¢6 ¥ nghia théng ké khi tri s6 P < 0,05.
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2.9. Pao durc trong nghién ciru

Nghién ciru duoc thuc hién theo cac nguyén tic vé y duac cua tuyén b
Helsinki[119]. D& cuong va quy trinh nghién ctru di dwoc sy chap thuan cua Hoi
ddng Pao dtc nghién ciu Y sinh hoc cia Pai hoc Y Dugc Thanh phé H6 Chi Minh
(21598-DHYD, Phu luc 4) va Bénh vién Nhan dan Gia Binh (08/NDGD-HPDD).

Tat ca cac dit liéu y khoa cua bénh nhan va gidy dong y tham gia nghién ctu
déu dugc bao mat. Chi cac c& nhan sau cd tham quyén xem cac thdng tin vé nguoi
bénh: (1) nghién ctu vién chinh, (2) thanh vién doan kiém tra cia Pai hoc Y Duoc
Thanh ph H6 Chi Minh va Bénh vién Nhan dan Gia Binh.

Bénh nhan hoac than nhan hoac nguoi dai dién phai dugc xem toan bo ndi dung
ban dong y tham gia nghién ctru va dugc quyén biét tat ca nguy co khi tham gia
nghién cau. Bénh nhan cé thé ngiing tham gia nghién ctu néu khong dong y tham
gia.

Bénh nhan tham gia nghién ciru van duoc diéu tri, theo ddi theo phac d6 cua
bénh vién. Toan bo chi phi xét nghiém CA125 la do nghién cuu vién tra.

Hoi dong dao duc Bénh vién Nhan dan Gia Dinh va Hoi dong Pao dic nghién
ctu Y sinh hoc cia Pai hoc Y Dwoc Thanh phé Ho Chi Minh c6 quyén ding

nghién ctiu, néu xét thiy c6 bang ching cuaa lgi ich hoic tac hai dén bénh nhan.
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CHUONG 3. KET QUA

324 BN nhip vién vi suy tim cap

- 6 bénh nhan khuyét dir ligu siéu am
---------- tim, xét nghiém.
- 2 bénh nhan o gia tri ngoai vi cua

CA125",
W
316 bénh nhan duge phin tich
W
Theo doi trong 12 thang
W

- 38 BN trvong tim mach

- 81 BN trvong do moi
nguyeén nhén

- 145 BN tuvong hodc ti
nhdp vién lin dau do
suy tim

171 b¢nh nhin khong bién
co

Luu @6 3.1 Dan so nghién ciru. BN: bénh nhan. (*) CA125 >1000 U/mL.

Nghién ciru doan hé tién ciu tai Khoa Noi tim mach Bénh vién Nhan dan Gia
Dinh. Bit dau lay mau tir ngay 14/2/2022 va két thdc lay mau 27/11/2022, sau do
bénh nhan tiép tuc duoc theo dai dén ngay két thic nghién ciru 30/11/2023. C6 324
bénh nhan suy tim cp da tiéu chuan nghién ciru, trong d6 c6 6 bénh nhan khuyét dix
liéu siéu @m tim va xet nghiém, 2 bénh nhan cdé gia tri ngoai vi caia CA125. Phéan tich
sau cling c6 316 bénh nhan. Theo dbi két cuc trong 12 thang tir thoi diém nhap vién,

€6 38 bénh nhén tir vong do tim mach, c¢6 81 bénh nhéan tir vong do moi nguyén nhan
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va 145 bénh nhan tir vong do moi nguyén nhan hogc tai nhap vién lan dau do suy tim

(Luu db 3.1).

3.1. Khao sat nong dé CA125 va xac dinh céc yéu té lién quan véi CA125 ¢ bénh

nhan suy tim cap

3.1.1. Pic diém cia quan thé nghién ciu

3.1.1.1. Pic diém lam sang caa bénh nhan suy tim cip

Bang 3.1 Pic diém lam sang cia bénh nhan suy tim cap phan nhém theo

khdng bién cé va cé bién cd tir vong hoic tai nhap vién

n (%)

Bién sb Tat ca Khéng bién | Tt vong Trisé P
n=316 cd hoic tai
n=171 nhap vién
n=145
Nhan tric hec
Tudi, trung binh (46 léch | 66,6 +14,8 | 64,7+147 68,8+147 | 0,013?
chuan), nam
N, n (%) 164 87 77 0,693°
(51,9) (50,9) (53,1)
Lam sang
Tan s6 tim, trung binh (d0 | 96,6 +23,3 | 96,2+236 97,1+229 | 0,746
léch chuan), nhip trén
phat
Huyét ap tam thu, trung | 132,1+27,3 | 133,6 + 130,4 29,6 | 0,3112
binh (d6 1éch chuan), 25,2
mmHg
Huyét ap tam truong, 780+146 | 785+122 775+17,1 |0,5672
trung binh (d¢ léch
chuan), mmHg
Chi s6 khdi co thé, kg/m? | 22,5 + 4,3 232+44 | 21,7+41 | 0,0022
Ran trén 1/3 phéi (c), 29 (9,2) 8 (4,7) 21 (14,5) 0,003¢
n (%)
Gan to (c0), 179 (56,6) | 92(53,8) | 87(60,0) 0,268°
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Chi s6 sung huyét
Chi sb sung huyét, trung | 1,33 1,33 1,67 0,004°
vi (t& phan vi), diém (0,33-2,33) | (0,33-2,0) | (1,00 -2,33)
Kho tho khi nam (c6), n | 168 (53,2) 74 (43,3) 94 (64,8) <0,001°¢
(%)
Tinh mach canh néi (cd), | 185 (58,5) 94 (54,9) 91 (62,8) 0,161°
n (%)
Phu chi dudi (c6), n (%) 0,593¢
Khoéng phu 122 (38,6) 70 (40,9) 52 (35,9)
Mat c& 123 (38,9) 67 (39,2) 56 (38,6)
Duéi gbi 46 (14,6) 21 (12,3) 25 (17,2)
Trén goi 25 (7,9) 13 (7,6) 12 (8,3)
Bénh nén
Tang huyét ap (co), 230 126 104 0,697¢
n (%) (72,8) (73,7) (71,7)
bai thao dudng (co), 125 61 64 0,125°¢
n(%) (39,6) (35,7) (44,1)
Bénh mach vanh (c0), 127 63 64 0,188¢
n (%) (40,2) (36,8) (44,1)
Bénh van tim (c9), 50 29 21 0,548°
n (%) (15,8) (16,9) (14,5)
Rung nhi (co), 107 o1 56 0,099°
n (%) (33,9) (29,8) (38,6)
Pot quy xuat huyét/thiéu | 31 15 16 0,500¢
mau (c6), n (%) (9,8) (8,8) (11,0)
Bénh phoi tic nghén man/ | 38 17 21 0,216°
hen phé quan (c6), n (%) | (12,0) (9,9) (14,5)
Bénh than man (c9), 99 45 54 0,037¢
n (%) (31,3) (26,3) (37,2)

(®) Kiém dinh t (t-test). (°) Kiém dinh Wilcoxon. (°) Kiém dinh ki binh phuong.

Cac thdng sb in dam 1a cac thong sb co y nghia théng ké véi P < 0,05.

Tuoi trung binh trong nghién ciru 13 66,6 nam (d6 léch chuan: 14,8 nam). Bénh

nhan nir co ti 1€ twong duong vai nam (51,9%). Hon 50% bénh nhan nhap vién co

mét trong cac dau hiéu sung huyét: khé thé khi nam, tinh mach canh ndi, gan to va
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phu chi dudi. Bénh nén thuong gap bao gom: ting huyét ap, bénh mach vanh, dai
thao duong, rung nhi va bénh than man, theo thir tu.

Ti & xuat hién bién cb cuia bénh nhan gia ting theo Sy gia ting cua tudi, mic do
nang cua sung huyét (kho thé khi nam, ran trén 1/3 phoi, chi sé sung huyét), va gia
tang ti 1& bénh than man. Nguoc lai, ti 16 xuat hién bién c6 gia ting theo sy giam cua
chi s6 khéi co thé (Bang 3.1).
3.1.1.2. Pic diém can 1am sang cia bénh nhan suy tim cap

Nghién ctru chiing t6i c6 50% bénh nhan vai suy tim phan suat téng mau giam,
c6 57,6% bénh nhan véi d6 loc cau than giam, c6 55,7% bénh nhan thiéu mau, c6
32,9% bénh nhan ha natri huyét thanh va c6 20,9% bénh nhan ha kali huyét thanh.

Ti I& xuat hién bién ¢ caa bénh nhan ting theo sy gia ting dudng kinh nhi trai,
tang nong do NT-proBNP. Nguoc lai, ti I¢ xuat hién bién co gia ting theo sy giam
nong d6 hemoglobin va natri huyét thanh (Bang 3.2).

Bang 3.2 Pic diém siéu am tim, xét nghiém cia bénh nhan suy tim cap phan

nhom theo khdng bién cé va c6 bién cé tir vong hoic tai nhap vién

Bién s6 Tat ca Khoéng bién | T vong Tris6 P
n=316 cd hoic tai
n=171 nhap vién
n=145
Siéu am tim

buong kinh cudi tam 52,6 £10,6 53,2+9,8 519+115 | 0,267
truong that trai, trung
binh (d6 léch chuan),
mm

Phan suat tong mau that | 425+164 41,6+16,8 43,6+158 | 0,294
trai, trung binh (d6 léch
chuan),%

Phan suat tong mau that 0,008¢
trai

Giam (< 40%) 158 (50,0) | 94(54,9) | 64 (44,1)

Giam nhe (40% — 50%) | 45 (14,2) 15 (8,8) 30 (20,7)

Bao ton (> 50%) 113 (35,8) 62 (36,3) 51 (35,2)
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Puong kinh nhi trai, 40,3 £ 8,7 39,3+8,8 415+84 0,022
trung binh (d6 léch

chuan), mm

Ap luc tam thu dong 35,0 35,0 35,0 0,442°
mach phdi, trung binh (26,0 -44,3) | (26,0 - (27,0 -

(d6 1éch chuan), mmHg 44,0) 45,0)

Sinh héa-huyét hec

NT-proBNP, trung vi 6.644 6.005 7.451 0,031°
(khoang tr phan vi), (3.973 - (3.639 — (4.276 —

pg/mL 12.360) 11.466) 14.256)

Hemoglobin, trung binh | 119,4 £+ 23,8 | 122,8 + 23,5 | 115,3 + 23,5 | 0,005?
(d6 lech chuan), g/L

Thiéu mau (co), 176 82 94 0,003°
n (%) (55,7) (47,9) (64,8)

Creatinin, trung vi 112,0 107,0 117,0 0,224°
(khoang tir phan vi), (90,0 — (91,0 - (90,0 —

umol/L 152,0) 145,5) 160,0)

Do loc cau than wde 55,4 +24,1 575+238 | 52,9+243 |0,090?
doan, trung binh (d6 1éch

chuan),

mL/ph(t/1,73 m?

Do loc cAu than uéc 182 (57,6)  94(54,9)  88(60,7)  0,305°
doan < 60

mL/phUt/1,73m?, (c6), n

(%)

Natri huyét thanh, trung | 1354 +6,3 | 136,657 | 134,1+6,7 | <0,0012
binh (d6 léch chuan),

mmol/L

Natri huyét thanh <135 | 104 (32,9) | 44 (25,7) | 60(414) | 0,003°
mmol/L, (c0), n (%)

Kali huyét thanh, trung 3,93+0,64 3,87+058 | 399+0,70 | 0,089?
binh (d6 1éch chuan),

mmol/L

Kali huyét thanh <3,5 | 66 (20,9) 37(21,6) | 29(20,0) | 0,721¢

mmol/L, (c0), n (%)

(®) Kiém dinh t (t-test). (°) Kiém dinh Wilcoxon. (%) Kiém dinh ki binh phuong.

Cac thdng sb in dam 1a cac thong sb co y nghia théng ké véi P < 0,05.




3.1.1.3. Pic diém diéu tri cia bénh nhan suy tim cap

Bénh nhan nhap vién ¢ 89,2% can sir dung thudc lgi tiéu dudng tinh mach, ¢é

7,9% bénh nhan sir dung thudc van mach. Thubc sir dung khi xuat vién nhiéu nhat 1a

chen beta (79,1%), c6 42,1% bénh nhan sir dung thudc &rc ché dong van chuyén natri-

glucose 2.

Ti Ié xuat hién bién cb cua bénh nhan gia ting dong thoi véi ting ti 1& sir dung

thudc nitroglycerin trong noi vién. Nguoc lai, ti 1 xuét hién bién cé gia ting theo su
giam ti 1& sa dung thusc UCMC, UCTT hoic wc ché thu thé kép

angiotensin/neprilysin, va tc ché déng van chuyén natri-glucose 2 khi xuat vién

(Bang 3.3).

Bang 3.3 Pic diém vé diéu tri cia bénh nhan suy tim cap phan nhom theo

khdng bién cé va cé bién cd tir vong hoic tai nhap vién

angiotensin/neprilysin

Bién sb Tat ca Khang bién | Tur vong Tris6 P

n=316 co hoac tai

n=171 nhap vién
n =145

biéu tri khi nam vign
Nitroglycerin (c06), n (%) | 102 (32,3) 46 (26,9) 56 (38,6) 0,026°¢
Furosemide tinh mach 282 (89,2) 149 (87,1) | 133(91,7) | 0,189°¢
(co), n (%)
Van mach/ting co (c6), n | 25 (7,9) 11 (6,4) 14 (9,7) 0,282°
(%)
Tho may (c6), n (%) 42 (13,3) 22(12,9) | 20(13,8) | 0,809°
Thay thé than (c6), n (%) | 11 (3,4) 5(2,9) 6 (4,1) 0,557¢
Truyén mau (c6), n (%) 19 (6,0) 12 (7,0) 7 (4,8) 0,415°
Piéu tri khi xuat vién
UQMC, UWCTT hoac tc 221 130 91 0,010¢°
ché thu thé kép (69,9) (76,0) (62,8)
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(c6), n (%)

Chen beta (c0), 250 142 108 0,062°¢

n (%) (79,1) (83,0) (74,5)

Uc ché dong van chuyén | 133 81 52 0,039°

natri-glucose 2 (c6), n (%) | (42,1) (47,4) (35,9)

Loi tiéu khang aldosteron | 195 113 82 0,082°

(c6), n (%) (61,7) (66,1) (56,6)

Furosemide uéng (c6), n | 220 118 102 0,797¢

(%) (69,6) (69,0) (70,3)

Statin (c6), n (%) 244 136 108 0,289°
(77,2) (79,5) (74,5)

Khéng tap tiéu cau (c6), n | 111 58 53 0,625¢

(%) (35,1) (33,9) (36,6)

Khéang dong (cd), n (%) 111 56 55 0,336¢
(35,1) (32,7) (37,9)

(°) Kiém dinh ki binh phuong. Cac théng sé in dam 1a céc thong s c6 ¥ nghia
théng ké véi P < 0,05.
3.1.2. Pic diém CA125 trén bénh nhan suy tim cap

3.1.2.1. Pic diém phan bé nong @9 CA125 trén bénh nhan suy tim cap
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Biéu d6 3.1 Phan b6 ndng dé CA125 trén bénh nhan suy tim cap
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Nong d6 CA125 trong dan s suy tim cip c6 phan phédi khdng chuén, c6 dudi
phan bé léch phai (Biéu d6 3.1), c6 trung vi (khoang tir phan vi) 1a 56,0 U/mL (27,0
dén 140,0) U/mL, va c6 66,8% (211/316) bénh nhan c6 CA125 cao (CA125 >35
U/mL)
3.1.2.2. Pic diém CA125 trén bénh nhan suy tim cip

Nong do CA125 c6 ti Ié thuan véi dau hiéu sung huyét (kho thd khi nam, tinh
mach canh ndi, gan to, phu chi dudi va chi sé sung huyét), duong kinh nhi tréi, ap huec
dong mach phoi thi tm thu, ho van ba 14, NT-proBNP, va sir dung thuéc loi tiéu
duong tinh mach (Bang 3.4).

Bang 3.4 Pic diém dan sé nghién ciru theo CA125

Bién s6 CA125 <35 CA125 >35 Tris6 P
U/mL U/mL
n =105 n=211
Nhan tric hoc
Tuodi, trung binh (d6 léch chuan), | 68,8 + 14,9 65,5+ 14,7 0,065?
nam
Nit, n (%) 58 106 0,402¢
(55,2) (50,2)
Lam sang
Tan s6 tim, trung binh (do léch | 93,4 + 21,3 98,2 +24,1 0,070°
chuan), nhip trén phat
Huyét ap tam thu, trung binh (d6 | 134,4+26,3 | 130,9+27,8 | 0,281°
léch chuan), mmHg
Huyét ap tam truong, trung binh | 78,7 £ 14,7 17,7+14,6 0,5574
(d6 léch chuan), mmHg
Chi s6 khéi co thé, kg/m? 22,7+4,2 22,4+ 4.4 0,5662
Ran trén 1/3 phéi (c), 9 (8,6) 20 (9,5) 0,793¢
n (%)
Gan to (c0), 40 (38,1) 139 (65,9) <0,001°¢
n (%)
Chi s6 sung huyét
Chi sb sung huyét, trung vi (tt 1,00 1,67 <0,001b
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phan vi), diém (0,00-2,00) | (1,00-2,33)
Khd tho khi nam (c6), 44 (41,9) 124 (58,8) 0,005¢
n (%)
Tinh mach canh néi (c6), 41 (39,0) 144 (68,2) <0,001°
n (%)
Phu chi dudi (cd), <0,001°
n (%)
Khéng phu 56 (53,3) 66 (31,3)
M3t cé& 38 (36,2) 85 (40,3)
Duéi goi 9 (8,6) 37 (17,5)
Trén goi 2 (1,9) 23 (10,9)
Bénh nén
Tang huyét ap (co), 82 148 0,134¢
n (%) (78,1) (70,1)
Pai thao duong (co), 40 85 0,708°
n(%) (38,1) (40,3)
Bénh mach vanh (c0), 48 79 0,1582
n (%) (45,7) (37,4)
Bénh van tim (c0), 14 36 0,392°
n (%) (13,3) (17,1)
Rung nhi (c0), 32 75 0,369°
n (%) 30,5) (35,5)
Dot quy xuat huyét/thiéu mau 11 20 0,779°
(cd), n (%) (10,5) (9,5)
Bénh phoi tic ngh&n man/ hen 14 24 0,614¢
phé quan (c6), n (%) (13,3) (11,4)
Bénh than man (c0), 29 70 0,316
n (%) (27,6) (33,2)
Siéu am tim
Puong kinh cudi tam truong that | 51,4 + 10,4 53,2 + 10,7 0,1592
trai, trung binh (d6 léch chuan),
mm
Phan suat tong mau that trai, 43,3+ 16,2 42,1+ 16,5 0,5472
trung binh (d6 léch chuan),%
Phan suat tong mau that trai 0,238¢
Giam (< 40%) 55 (52,4) 103 (48,8)
Giam nhe (40% — 50%) 10 (9,5) 35 (16,6)
B4o ton (> 50%) 40 (38,1) 73 (34,6)
Puong kinh nhi trai, trung binh 38,6 +9,5 41,2 +8,1 0,0192
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(d6 léch chuan), mm

Ap lyc tim thu dong mach phoi, | 30,0 36,0 0,008°
trung binh (d6 1éch chuan), mm | (24,0 — 42,0) (28,0 — 45,5)
Hg
Ho van ba 14, n (%) 0,003°
Nhe 91 (86,7) 146 (69,2)
Trung binh 10 (9,5) 46 (21,8)
Niang 4 (3,8) 19 (9,0)
Sinh hoa-huyét hec
NT-proBNP, trung vi (khoang tec | 4.876 (3.332 — | 7.451 (4.296 — | <0,001°
phan vi), pg/mL 9.948) 13.337)
Hemoglobin, trung binh (d¢ léch | 122,2 +24,2 1179+ 234 0,1412
chuan), g/L
Creatinin, trung vi (khoang tir 105,0 115,0 0,108°
phan vi), umol/L (90,0 -131,0) | (90,0 —159,5)
Do loc cau than uéc doan, trung | 57,2+ 22,7 54,5 + 24,8 0,3392
binh (d6 Iéch chuan),
mL/ph(t/1,73 m?
Natri huyét thanh, trung vi 138,0 137,0 0,094°
(khoang t phan vi), mmol/L (134,0 —140,0) | (133,0-139,0)
Kali huyg‘:t thanh, trung binh (46 | 3,86 + 0,58 3,97 £ 0,67 0,1312
1&ch chuan), mmol/L
Piéu tri khi nam vién
Nitroglycerin (c6), n (%) 38 (36,2) 64 (30,3) 0,294¢
Furosemide tinh mach (c0), n 88 (83,8) 194 (91,9) 0,028°
(%)
Van mach/tang co (c0), n (%) 5(4,8) 20 (9,5) 0,141°
Tho may (c0), n (%) 11 (10,5) 31 (14,7) 0,298°
Thay thé than (c6), n (%) 1(0,9) 10 (4,7) 0,108¢
Truyén mau (c6), n (%) 7 (6,7) 12 (5,7) 0,730°

Piéu tri khi xuat vién
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UCMC, UCTT hoic uc ché thu 77 144 0,353°

thé kép angiotensin/neprilysin (73,3) (68,2)

(c0), n (%)

Chen beta (c0), 85 165 0,571°

n (%) (80,9) (78,2)

Uc ché dong van chuyén natri- | 42 91 0,596¢

glucose 2 (c0), n (%) (40,0) (43,1)

Loi tiéu khang aldosteron (c), n | 63 132 0,659°

(%) (60,0) (62,6)

Furosemide uéng (cd), n (%) 68 152 0,185¢
(64.8) (72.0)

Statin (c6), n (%) 86 158 0,161
(81,9) (74,9)

Khéng tap tiéu cau (c6), n (%) 41 70 0,303¢
(39,0) (33.2)

Khang dong (cd), n (%) 34 77 0,471°
(32,4) (36,5)

(®) Kiém dinh t (t-test). (°) Kiém dinh Wilcoxon. (°) Kiém dinh ki binh phuong.

(%) Kiém dinh Fisher.

Céc thdng sb in ¢am la cac thong sb co y nghia théng ké véi P < 0,05

3.1.3. Céc yéu té lien quan véi CA125 & bénh nhan suy tim cap
3.1.3.1. Cac yéu té twong quan véi CA125 & bénh nhan suy tim cap

Bang 3.5 danh gia cac yéu té twong quan vai CA125. Céc yéu td twong quan
thuan bao gdm chi sé sung huyét (rho: 0,36, P <0,001), phu chi duéi (rho: 0,36, P
<0,001), h¢ van ba Ia (rho: 0,22, P < 0,001), duong kinh nhi trai (rho: 0,19, P =
0,001), NT-proBNP (rho: 0,19, P = 0,001), &p luc tdm thu déng mach phéi (rho:
0,15, P = 0,007), tan sé tim (rho: 0,13, P = 0,022). C4c yéu t6 twong quan nghich bao
gom: tudi (rho: -0,17, P = 0,002), sy dich chuyén vong van ba I trong thi tam thu

(tho: -0,14, P = 0,014), phan suat tong mau that trai (rho: -0,13, P = 0,023)
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Bang 3.5 Twong quan cia CA125 véi cac yéu té 1am sang va can 1am sang &

bénh nhan suy tim cap

Bién sb Hé s6 twong quan | Trj s6 P
(rho)
Tuéi, nam -0,17 0,002
Chi s6 khoéi co thé, kg/m? -0,04 0,455
Tan s6 tim, nhip/phut 0,13 0,022
Huyét ap tim thu, mmHg -0,09 0,095
Chi s6 sung huyét, diém 0,36 <0,001
Phu chi dudi, (khong phu, phu mat c4, 0,36 <0,001
phu dudi goi, hodc phu trén goi)
NT-proBNP, pg/ml 0,19 0,001
Do loc cau than ude doan, mL/phut/1,73 | 0,04 0,451
m2
Natri huyét thanh, mmol/l -0,10 0,065
Puong kinh nhi trai, mm 0,19 0,001
Ap luc tim thu dong mach phdi, mmHg | 0,15 0,007
Phén suét tong méu that trai, % -0,13 0,023
Sy dich chuyén vong van ba I4 trong thi | -0,14 0,014
tam thu, mm
Ho van ba 14, (nhe, trung binh, nang) 0,22 <0,001

N terminal pro B typenatriuretic peptide (NT-proBNP)

Cac thdng sb in dam 1a cac thong sb co y nghia théng ké véi P < 0,05
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3.1.3.2. CA125 trong biéu d6 twong quan heatmap
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Biéu d6 3.2 Vi tri cia CA125 trong biéu dd twong quan heatmap

Biéu db 3.2 1a biéu do heatmap biéu hién hé sé twong quan Spearman giita
CA125 va cac yéu to khéc trén bénh nhan suy tim cap.
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3.1.3.3. Cac yéu té lién quan véi CA125

Bang 3.6 danh gia murc do quan trong cua céac bién sb du doan su thay doi
CA125 trong mé hinh hdi qui tuyén tinh da bién théng qua hé sé xac dinh boi (R?)
cho ting bién, bién sb c6 hé sé xac dinh boi cang cao thi cang quan trong trong md
hinh nay. Cac yéu té tién lwong quan trong vai thay d6i CA125 theo thi tu: phi chi
duéi (R? = 0,0437), NT-proBNP (R% = 0,0433), do loc cau than udc doan (R2 =
0,0189), h¢ van ba la (R? = 0,0175), phan suit tbng mau that trai (R?= 0,0159), chi
s6 sung huyét (R = 0,0060), duong kinh nhi trai (R? = 0,0052), tan s6 tim (R? =
0,0051), tudi (R?= 0,0030), 4p luc tam thu dong mach phoi (R2= 0,0009), natri huyét
thanh (R? = 0,0006), sy dich chuyén vong van ba Ia trong thi tam thu (R2= 0,0006),
huyét ap tam thu (R%= 0,0002), chi s6 khéi co thé (R2= 0,0000). Hé sb xac dinh boi
cua toan bo md hinh (R? = 0,16, P < 0,001), diéu nay c6 nghia 1a mé hinh hoi quy
tuyén tinh da bién c6 thé giai thich duoc 16% su thay d6i vé CA125 giira cac bénh
nhan

Cac yéu td lién quan véi sung huyét bao gom phu chi dudi, chi sé sung huyét,
NT-proBNP, natri huyét thanh, sy dich chuyén vong van ba Ia trong thi tam thu, ap
lyc tam thu dong mach phdi, va ho van ba 14 chiém 70,4% toan bd mé hinh thay doi
CA125. Trong mé hinh nay, cac yéu t6 dong gop doc 1ap cho su thay do6i CA125 Ia
phu chi dudi, NT-proBNP, d6 loc cau than udc doan, hé van ba 14, va phan suét tong

mau that trai.



Bang 3.6 Yéu té lién quan véi sw thay doi CA125

Bién so
Tuo1, nam

Chi s6 khoi co thé,
kg/m?
Tan s6 tim, nhip/phut

Huyét ap tam thu,
mmHg

Chi s6 sung huyét,
diém

Phu chi dudi, (khéng
pht, pht mat cé, phu
dudi gbi, hoic phu
trén gbi)
NT-proBNP, pg/mL

Do loc cau than uée
doan, mL/phut/1,73
m2

Natri huyét thanh,
mmol/L

Puong kinh nhi trai,
mm

Ap luc tim thu dong
mach phdi, mmHg
Phan suit tong méau
that trai, %

Su dich chuyén vong
van ba la thi tam thu,
mm

Ho van ba 14, (nhe,
trung binh, ndng)

Uébc so

0,42
0,01
0,31
-0,05
11,06

33,12

0,00

0,67

-0,39
0,91

-0,20
-0,86

-0,59

25,23
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Sai §6
chuan
0,44
1,44
0,25
0,22
8,18

8,93

0,00

0,28

0,94
0,72
0,38
0,39

1,44

10,89

Giatrit
0,95
0,01
1,24
-0,22
1,35

3,71

3,69

2,41

-0,42
1,26

-0,52
-2,21

-0,42

2,31

Triso P

0,342
0,993
0,215
0,829
0,177

<0,001

<0,001

0,016

0,677
0,210
0,602
0,028

0,68

0,021

N terminal pro B typenatriuretic peptide (NT-proBNP)

Hé s6 x4c
dinh bdi (R?)
0,0030
0,0000
0,0051
0,0002
0,0060

0,0437

0,0433

0,0189

0,0006
0,0052
0,0009
0,0159

0,0006

0,0175

Céc thdng sb in ¢am 1a cac thong sb co y nghia théng ké véi P < 0,05
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3.2. CA125 va dong hoc cua CA125 trong tién doan tir vong va tai nhap vién &
bénh nhan suy tim cap trong 12 thang
3.2.1. T vong va tai nhap vién do suy tim
Tt vong do tim mach

Trong 316 bénh nhan, c6 12,0% (38/316) bénh nhan tir vong do tim mach trong
12 thang. Trong d6, c6 4,4% (14/316) t vong do tim mach trong 2 thang dau sau
nhap vién, chiém 36,8% (14/38) truong hop tir vong do tim mach (Biéu d6 3.3)

Tt vong do tim mach
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Biéu dd 3.3 X&c suat song con tich liiy ciia 316 bénh nhan trong 12 thang véi tir

vong do tim mach
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Tt vong do mei nguyén nhan hoac tai nhap vién do suy tim

TO vong hoac tai nhap vién
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Biéu do 3.4. X&c suat song con tich liy ciia 316 bénh nhan trong 12 thang véi
tir vong do moi nguy@n nhan hoic tai nhap vién lan dau do suy tim

Trong 316 bénh nhan, véi thoi gian nam vién trung vi 6 ngay (khoang tir phan
vi, 4,8 —9,0), 0 3,2% (10/316) bénh nhan tr vong noi vién. Theo dbi trong 12 thang
tir thoi diém nhap vién, c6 25,6% (81/316) bénh nhan tir vong do moi nguyén nhan,
va 45,9% (145/316) bénh nhan tir vong do moi nguyén nhan hoac tai nhap vién lan
dau do suy tim. Trong d0, c6 16,8% (53/316) bénh nhan tir vong do moi nguyén nhan
hozc tai nhap vién do suy tim xay ra trong 2 thang dau sau khi nhap vién, chiém 36,6
% (53/145) (Biéu db 3.4).



80

3.2.2. Xac dinh nguéng quyét dinh tién lwong ciia CA125 va NT-proBNP ¢ bénh
nhan suy tim cap

Ti vong do tim mach
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Biéu d6 3.5 Dién tich dwéi dwong cong ciia NT-proBNP va CA125 véi tir vong

do tim mach

Kha nang tién lugng cia CA125 va NT-proBNP dugc danh gia qua AUC. AUC
dao dong tir 1 ¢én 0,5. AUC cang cao thi xét nghiém c6 do chinh xac cang cao. Nghién
ctru chling t6i xac dinh vai bién ¢é tir vong do tim mach c6 AUC cia CA125 130,71

va NT-proBNP 14 0,64 (Biéu db 3.5).
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Bang 3.7 Ngudng quyét dinh cia CA125 va NT-proBNP véi tir vong do tim
mach
Biénsdé | Nguong |Chisé |AUC | Do Po dac | (LR+) | (LR-)

Youden nﬁay hiéu
CA125 113U/mL |0,34 0,71 0,61 0,73 2,3 0,53

CA125 | 35U/mL 0,26 0,89 0,36 1,4 0,31
NT- 7.856 0,28 0,64 0,66 0,62 1,7 0,55
proBNP | pg/mL

NT- 5.180 0,14 0,74 0,41 1,3 0,63

proBNP | pg/mL
Area Under the Curve (AUC)

Likehood ratio (LR+), ti suat kha ning duong

Likehood ratio (LR-), ti suat kha nang am

Carbohydrate antigen 125 (CA125)

N-terminal pro-brain natriuretic peptide (NT-proBNP)

Chung tdi chon ngudng téi vu cia CA125 va NT-proBNP véi bién cé trén bénh
nhan suy tim cap bang chi s6 Youden, chi s6 ndy dya vao tong do nhay va do dac
hiéu trir 1, chi s6 Youden c6 gié tri tir 0 dén 1. Piém s t6i da cua Youden phan anh
kha nang phan biét gitra gia tri dwong that va duong gia cua tat ca cac gid tri nguong
cd thé trén duong cong Receiver Operating Characteristic (ROC). Nghién ctru ching
t6i xac dinh ngudng tdi wu tién luong tir vong do tim mach caa hai ddu 4n sinh hoc
nay. So véi gia tri tham chiéu trong y vin, ngudng quyét dinh tim duoc trong nghién
ctu chang téi (CA125 = 113 U/mL va NT-proBNP = 7.856 pg/mL) c6 do dac hiéu
cao hon (Bang 3.7).
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Tt vong do mei nguyén nhan hoac tai nhap vién do suy tim
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Biéu d0 3.6 Dién tich dwdi dwong cong ciia NT-proBNP va CA125 véi tir vong
do moi nguyén nhan hoac tai nhap vién do suy tim

Véi bién ¢é tir vong do moi nguyén nhan hoic tai nhap vién do suy tim, ching
t6i xac dinh AUC ciia CA125 13 0,64 va NT-proBNP 12 0,57 (Biéu do 3.6).
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Bang 3.8 Ngudng quyét dinh cia CA125 va NT-proBNP véi tir vong do mei
nguyén nhan hoic tai nhap vién do suy tim & bénh nhan suy tim cap
Bién s | Ngudng Chisb | AUC |Dd Do dic | (LR+) | (LR-)

Youden nhay | hiéu
CAl125 |28 U/mL 0,26 0,64 0,88 0,37 1,4 0,32

CA125 | 35U/mL 0,23 0,79 0,44 1,4 0,48
NT- 6.634 0,15 0,57 0,59 0,57 1,4 0,72
proBNP | pg/mL

NT- 5.180 0,08 0,66 0,43 1,2 0,79

proBNP | pg/mL

Area Under the Curve (AUC)

Likehood ratio (LR+), ti suat kha ning duong

Likehood ratio (LR-), ti suat kha nang am

Carbohydrate antigen 125 (CA125)

N-terminal pro-brain natriuretic peptide (NT-proBNP)

Chung t6i chon ngudng quyét dinh t6i vu cuia CA125 va NT-proBNP véi bién
cd tir vong do moi nguyén nhan hozc tai nhap vién do suy tim dwa vao chi sé Youden.
Véi chi s Youden, ching tdi xac dinh ngudng CA125 la 28 U/mL, ngudng nay c6
d6 nhay cao hon va do dic hiéu thap hon so véi gia tri CA125 trong y van (35 U/ml).
Dbi vai NT-proBNP, ngudng quyét dinh caa NT-proBNP 12 6.634 pg/mL c¢6 d6 nhay
thap hon va do dic hiéu cao hon so véi gia tri NT-proBNP trong nghién ciu ban 1é
(5.180 pg/mL) (Bang 3.8).

3.2.3. CA125 la yéu t6 tién hrong két cuc trén bénh nhan suy tim cap

3.2.3.1. Pwong cong séng con Kaplan-Meier theo CA125 tai thoi diém nhap vién
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Tt vong do tim mach
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Biéu do 3.7 Kaplan-Meier véi tir vong do tim mach theo CA125

Biéu dd 3.7 so sanh xéc suat tir vong do tim mach tich liiy gitta 2 nhém theo
CA125 cao (CA125 > 113 U/mL) va thap (CA125 < 113 U/mL) tai thoi diém nhap
vién. Chlng toi nhan thay xéac suat tir vong do tim mach & nhém CA125 cao 24,9%
(KTC 95%: 15,6% dén 33,3%) cao hon nhom CA125 thap 7,4% (KTC 95%: 3,7%
dén 10,9%), su khac biét co y nghia théng ké (kiém dinh log rank, P < 0,001).
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Tt vong do mei nguyén nhan hoac tai nhap vién do suy tim
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Biéu do 3.8 Kaplan-Meier véi tir vong do mei nguyén nhan hogc tai nhap vién
do suy tim theo CA125

Biéu d6 3.8 so0 sanh x&c suét tir vong do moi nguyén nhan hoic tai nhap vién do
suy tim giita 2 nhém theo CA125, CA125 cao (CA125 > 28 U/mL) va thap (CA125
< 28 U/mL) tai thoi diém nhap vién. Chung t6i nhan thiy xéac suat tir vong do moi
nguyén nhan hoac tai nhap vién do suy tim & nhom CA125 cao 1a 54,5% (KTC 95%:
47,6% dén 60,4%) cao hon nhom CA125 thap 1a 21% (KTC 95%: 11,6% dén 29,4%)
, su khéc biét c6 ¥ nghia thong ké (kiém dinh log rank, P < 0,001).
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3.2.3.2. CA125 lién quan veéi tir vong do mei nguyén nhan hoic tai nhap vién do
suy tim
Ti vong do tim mach

Bang 3.9 CA125 lién quan véi tir vong do tim mach tir phan tich hoi qui Cox

Yéutd tién doan  Phéntichdonbién  Gidtri Phén tich da Gia trj
P bién® P
HR (KTC 95%) HR (KTC 95%)
CA125>113 U/mL 3,60 <0,001 3,88 <0,001
sovoi CAI25<  (1,88-6,91) (1,99 - 7,57)
113 U/mL

(®) tudi, bénh than man, chi sb khéi co thé, natri huyét thanh, hemoglobin huyét
thanh, rc ché dong van chuyén natri-glucose 2.

Carbohydrate antigen 125 (CA125). Hazard Ratio (HR). Adjusted Hazard Ratio
(aHR). Khoang tin cay 95% (KTC 95%).

Cac thoéng s6 in dam 1 cac thdng sb co ¥ nghia théng ké véi P < 0,05

CA125 lién quan vai tir vong do tim mach. CA125 cao (CA125> 113 U/mL)
tang hon 3,5 lan nguy co tr vong do tim mach (HR: 3,60; KTC 95%: 1,88 dén 6,91;
P < 0,001). Két qua nay twong ty sau khi hiéu chinh véi tudi, bénh than man, chi s6
khdi co thé, natri huyét thanh, hemoglobin huyét thanh, wrc ché d6ng van chuyén natri-
glucose 2 (Bang 3.9).
Tir vong do mei nguyén nhan hoic tai nhap vién do suy tim

Tuong ty, CA125 lién quan vaéi tir vong do moi nguyén nhén hoac tai nhap vién
do suy tim. CA125 cao (CA125 > 28 U/mL) ting hon 3,3 1an nguy co tr vong do moi
nguyén nhan hoac tai nhap vién do suy tim (HR: 3,31; KTC 95%: 2,00 dén5,49; P <
0,001). Két qua nay twong tu sau khi hiéu chinh véi tudi, bénh than man, chi sb khéi
co thé, natri huyét thanh, hemoglobin huyét thanh, @c ché dong van chuyén natri-
glucose 2 (Bang 3.10).
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Bang 3.10 CA125 lién quan véi tir vong do mei nguyén nhan hoic tai nhap vién

do suy tim tir phan tich héi qui Cox

Yéu t6 tién doan Phan tich don bién  Giatri Phan tich da Gia tri
P bién? P
HR (KTC 95%) aHR (KTC 95%)
CAl125>28U/mL 3,31 <0,001 3,28 <0,001
so voi CA125<28 (2,00 -5,49) (1,95 — 5,49)
U/mL

(®) tudi, bénh than man, chi sé khéi co thé, natri huyét thanh, hemoglobin huyét
thanh, @c ché dong van chuyén natri-glucose 2.

Carbohydrate antigen 125 (CA125)

Hazard Ratio (HR)

Adjusted Hazard Ratio (aHR)

Khoang tin cay 95% (KTC 95%)

Céc thdng sb in dam 1a cac thong sb co y nghia théng ké véi P < 0,05
3.2.4. Pong hoc CA125 la yéu to tién lwgng két cuc trén bénh nhan suy tim cap
3.2.4.1. Pwong cong song con Kaplan-Meier theo thay doi CA125

Tt vong do tim mach

Biéu dd 3.9 so sdnh xac suat tir vong do moi nguyén nhan hoic tai nhap vién
do suy tim giita bon nhdm. Xéc suat nay & nhom CA125 khong giam 1a 5,5% (KTC
95%: 0% dén 11,4%), nhom CA125 giam < 35% la 8,0% (KTC 95%: 0% dén 18%),
nhom 35% < CA125 giam < 70% 14 17,3% (KTC 95%: 7,9% dén 25,8%), va nhom
CA125 giam > 70% 1a 6,3% (KTC 95%: 0,8% dén 11,5%). Chiing t6i khdng thay c6
su khéc biét gitra bon nhdm (kiém dinh log rank, P = 0,074).
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Biéu db 3.9 Puwong cong séng con Kaplan-Meier véi tir vong do tim mach theo
su thay d6i CA125

Tir vong do moi nguyén nhan hoic tai nhap vién do suy tim

Biéu d6 3.10 so sanh x&c suét tir vong do moi nguy@n nhan hoic tai nhap vién
do suy tim giira b6n nhom theo thay d6i CA125. Nhém CA125 khéng giam cd xac
suat tr vong do moi nguyén nhan hoic tai nhap vién do suy tim 1a cao nhat 52,5%
(KTC 95%: 37,9% dén 63,7%), nhom CA125 giam < 35% la 39,3% (KTC 95%:
18,2% dén 54,9%), nhom 35% < CA125 giam < 70% la 50,7% (KTC 95%: 37,8%
dén 60,9%), nhom CA125 giam > 70% la thap nhat 30,4% (KTC 95%: 19,5% dén
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39,8%). Su khéc biét gitta bon nhém co ¥ nghia thong ké (kiém dinh log rank, P =
0,017).
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Biéu dé 3.10 Pwong cong séng con Kaplan-Meier véi tir vong do mei nguyén

nhan hoic tai nhap vién do suy tim theo su thay déi CA125
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3.2.4.2. Pong hoc CA125 tir md hinh hdi qui Cox don bién va da bién

Tt vong do tim mach

Chung tdi nhan thay thay d6i CA125 khong lién quan vai tir vong do tim mach
trén bénh nhan suy tim cip Bang 3.11.
Bang 3.11 Pong hoc CA125 lién quan véi tir vong do tim mach tir phan tich hoi

qui Cox don bién va da bién

Yéu td tién doan Phan tich don bién  Gia Phan tich da Gia tri
triP  bién? P

HR (KTC 95%) aHR (KTC 95%)

CA125 khong giam  Tham chiéu Tham chiéu

CA125 giam <35% 1,32 0,763 2,05 0,453
(0,22 — 7,88) (0,32 — 13,24)

35% < CA125 giam 3,19 0,073 3,46 0,063

< 70% (0,89 — 11,29) (0,94 —12,77)

CA125 giam >70% 1,08 0,919 1,29 0,732
(0,26 — 4,51) (0,29 — 5,68)

(®) tudi, bénh than man, chi s6 khéi co thé, natri huyét thanh, hemoglobin huyét
thanh, ¢ ché dong van chuyén natri-glucose 2.

Carbohydrate antigen 125 (CA125). Hazard Ratio (HR). Adjusted Hazard Ratio
(aHR). Khoang tin cay 95% (KTC 95%). Céc thdng sb in dam la cac thong sb co y
nghia théng ké véi P < 0,05.

T vong do moi nguyén nhan hoac tai nhap vién do suy tim

Thay d6i CA125 lién quan véi tir vong do moi nguyén nhan hozc tai nhap vién
do suy tim. CA125 giam > 70 % giam 54% tir vong do moi nguyén nhan hoac tai
nhap vién do suy tim (HR: 0,46; KTC 95%: 0,27 dén 0,79; P = 0,005) va giam 49%
bién ¢ nay (HR: 0,51; KTC 95%: 0,29 dén 0,87; P = 0,014) sau khi hiéu chinh véi
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tudi, bénh than man, chi sé khéi co thé, natri huyét thanh, hemoglobin huyét thanh,
va irc ché déng van chuyén natri-glucose 2 (Bang 3.12).
Bang 3.12 Pong hoc CA125 lién quan véi tir vong do mei nguyén nhan hoac tai

nhap vién do suy tim tir phan tich hdi qui Cox don bién va da bién

Yéu tb tién doan Phan tich don bién Gia  Phantich da Gia tri
triP  bién? P

HR (KTC 95%) aHR (KTC 95%)

CA125 khong giam  Tham chiéu Tham chiéu

CA125 giam <35% 0,71 0,333 0,80 0,538
(0,36 — 1,42) (0,39 -1,62)

35% < CA125 giam 0,94 0,805 0,92 0,723

< 70% (0,58 — 1,52) (0,56 — 1,49)

CA125 giam > 70% 0,46 0,005 0,51 0,014
(0,27 —0,79) (0,29 - 0,87)

(®) Sau khi hiéu chinh: tudi, bénh than man, chi sé khéi co thé, natri huyét thanh,
hemoglobin huyét thanh, (c ché d¢ong van chuyén natri-glucose 2.

Carbohydrate antigen 125 (CA125)

Hazard Ratio (HR)

Adjusted Hazard Ratio (aHR)

Khoang tin cay 95% (KTC 95%)

Céc thdng sb in ¢am 1a cac thong sb co y nghia théng ké véi P < 0,05
3.3. CA125 két hop véi NT-proBNP va mé hinh AHEAD trong tién lwong tir
vong va tai nhap vién ¢ bénh nhan suy tim cap
3.3.1. CA125 két hop véi NT-proBNP trong tién lwgng tir vong va tai nhap vién

& bénh nhan suy tim cap
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3.3.1.1. Pic diém noéng a9 NT-proBNP

Nong do NT-proBNP trong dan sé suy tim cap ¢ phan phéi khdng chuan, cé
dudi phan bd léch phai (Biéu db 3.11) va c6 trung vi (khoang tir phan vi) 13 6.644
(3.973 dén 12.360) pg/mL. Trung vi NT-proBNP ¢ bénh nhan c6 bién cb gop 7.451
pg/mL (khoang ta phan vi: 4.276 dén 14.256) cao hon 1.446 pg/mL so vi nhom
khdng c6 bién cd gop 6.005 pg/mL (khoang ti phan vi: 3.636 dén 11.466) (kiém dinh
Wilcoxon, P = 0,031).
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NT-proBNP tai théi diém nhap vién

Biéu d6 3.11 Phan b6 nong d NT-proBNP trén bénh nhan suy tim cap

3.3.1.2. Puwdong cong song con Kaplan-Meier theo trang thai CA125 va NT-

proBNP véi két cuc trén bénh nhan suy tim cap
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Nham 1 CA125 < 113 WimL, NT-proBNP < 7,855 pg/mL

Nhom 2 CA125 <113 WimL, NT-proBHP = 7,855 pg/mL

Nham 3 CA125 =113 WimL, NT-proBNP = 7 855 pg/mL

Nham £ CA125 =113 WimL, NT-proBNP = 7 855 pg/mL

Biéu d6 3.12 Pwong cong séng con Kaplan-Meier & bénh nhan suy tim cap theo
trang thai CA125 va NT-proBNP véi tir vong do tim mach.

Déi véi tir vong do tim mach, ching t6i chia bénh nhan thanh bon nhém sir dung
ngudng quyét dinh CA125 (113 U/mL) va NT-proBNP (7.856 pg/mL). Pudong biéu
dién sdng con Kaplan-Meier cho thiy xéc suat tir vong tich liiy co su khac nhau gitra
bdn nhém (kiém dinh log-rank, P < 0,001). Nhém 1, c6 CA125 va NT-proBNP thép,
O Xé&c suit tr vong thap nhét 3,2% (KTC 95%: 0,1% dén 6,2%). Nhom 2, c6 CA125
thap va NT-proBNP cao, ¢ xac suat tir vong 14,5% (KTC 95%: 6,2% dén 22,2%).
Nhom 3, c6 CA125 cao va NT-proBNP thap, c6 xac suat tir vong 20,0% (KTC 95%:
7,4% dén 30,9%). Nhom 4, bao gom hai dau 4n sinh hoc cao, c6 x4c suat tir vong cao
nhat 29,8% (KTC 95%: 15,4% dén 41,7%) (Biéu d6 3.12)
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Tt vong do mei nguyén nhan hoac tai nhap vién do suy tim
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Biéu d6 3.13 Pwong cong séng con Kaplan-Meier trén bénh nhan suy tim cap
theo trang thai CA125 va NT-proBNP veéi tir vong do mei nguyén nhan hoac

tai nhap vién do suy tim.

Tuong tu, V&i tir vong do moi nguyén nhan hoac tai nhap vién do suy tim, ching
t6i chia thanh bén nhom, ngudng quyét dinh 28 U/mL véi CA125 va 6.634 pg/mL
v6i NT-proBNP. Trén duong biéu dién séng con Kaplan-Meier c¢é sy khac nhau vé
nguy co xuat hién bién cb tich lily gitta bon nhom (kiém dinh log-rank, P < 0,001).
Nhom 1, vai ca hai dau 4n sinh hoc thap, c6 xac suét xuat hién bién cb tich liy thap
nhét 13,2% (KTC 95%: 3,6% dén 21,9%). Nhom 2, NT-proBNP cao va CA125 thap,
c6 xac suat xuat hién bién 1a 35,7% (KTC 95%: 15,3% dén 51,2%). Trong khi nhém
3, NT-proBNP thap va CA125 cao, c6 xac suat nay 1a 51% (KTC 95%: 40,3% dén
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59,7%). Nhém 4, véi ca hai dau 4n sinh hoc cao, c6 xac suat xuat hién bién cb cao
nhét 12 57,3% (KTC 95%: 47,9% dén 64,9%) (Biéu d 3.13).

3.3.1.3. CA125 va NT-proBNP tir md hinh hdi qui Cox don bién va da bién

Ti vong do tim mach

Bang 3.13 CA125 va NT-proBNP lién quan véi tir vong do tim mach trong mé
hinh héi qui Cox

Yéu t6 tién luong Phan tich don Gié trj P Phan tich da Gia tri
bién bién? P
HR (KTC 95%) aHR (KTC 95%)
Khong két hop
CA125 cao so voi 3,60 <0,001 3,88 <0,001
CA125 thip (1,88 — 6,91) (1,99 — 7,57)
NT-proBNP caoso 3,08 0,001 2,73 0,005
v6i NT-proBNP thap (1,58 — 6,02) (1,36 — 5,51)
Két hop ’ ’
CA125 thap + Tham chicu Tham chiéu
NT-proBNP thap
CA125 thap + 5,26 0,004 4,65 0,009
NT-proBNP cao (1,68 — 16,52) (1,45 - 14,88)
CA125 cao + ’ 6,69 0,002 7,51 <0,001
NT-proBNP thap (2,06 —21,72) (2,27 — 24,84)
CA125 cao + 11,25 <0,001 10,79 <0,001
NT-proBNP cao (3,70 — 34,18) (3,44 — 33,82)

(®) Ti s rai ro hiéu chinh theo tudi, bénh than man, chi sé khéi co thé, natri
huyét thanh, hemoglobin huyét thanh, ¢ ché dong van chuyén natri-glucose 2.

Carbohydrate antigen 125 (CA125)

N terminal pro B typenatriuretic peptide (NT-proBNP)

Hazard Ratio (HR). Adjusted Hazard Ratio (aHR)

Khoang tin cay 95% (KTC 95%)
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Cac thdng sb in dam 1a cac thong sb co y nghia théng ké véi P < 0,05
Ngudng quyét dinh cia CA125 (113 U/mL) va NT-proBNP (7.856 pg/mL)

CA125 hoic NT-proBNP hoic két hop CA125 va NT-proBNP déu c6 kha ning
tién lwong tir vong do tim mach & bénh nhan suy tim cip. Bénh nhan c6 ca hai dau 4n
sinh hoc cao, hodc chi c6 mot ddu an sinh hoc cao gia ting nguy co tir vong do tim
mach & bénh nhan suy tim cp trong vong 12 thang. Nguy co tir vong do tim mach
tang hon 11 1an ¢ bénh nhan c6 CA125 va NT-proBNP cao (HR: 11,25; KTC 95%:
3,70 dén 34,18; P < 0,001) so v&i nhdm c6 ca hai ddu an sinh hoc nay thap. Pac biét,
két qua nay twong tu sau khi hiéu chinh vai tudi, bénh than man, chi sé khéi co thé,
natri huyét thanh, hemoglobin huyét thanh, @c ché dong van chuyén natri-glucose 2
(Bang 3.13).

Tt vong do mei nguyén nhan hoac tai nhap vién do suy tim

Tuong ty, CA125 hoic NT-proBNP hoic két hop CA125 va NT-proBNP déu
€6 kha nang tién luong tir vong do moi nguyén nhan hoac tai nhap vién do suy tim &
bénh nhan suy tim cip. Ca hai dau an sinh hoc ndy cao hoic mét trong hai dau an
sinh hoc cao lién quan gia tang nguy co tur vong do moi nguyén nhan hoac tai nhap
vién do suy tim. Bénh nhan c6 ca hai diu an sinh hoc nay cao ting nguy co tir vong
do moi nguyén nhan hoc tai nhap vién do suy tim gap sau lan (HR: 6,09; KTC 95%:
2,80 dén 13,22; P < 0,001) so véi nhém c6 ca hai dau 4n sinh hoc thap. Két qua nay
cling twong tu sau khi hiéu chinh véi tudi, bénh than man, chi s6 khéi co thé, natri
huyét thanh, hemoglobin huyét thanh, ¢ ché ddng van chuyén natri-glucose 2 (Bang
3.14).
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Bang 3.14 CA125 va NT-proBNP lién quan véi tir vong do mei nguyén nhan

hogc tai nhap vién do suy tim trong md hinh hai qui Cox

Yéu t6 tién luong Phan tich don Giatri  Phan tich da Gia tri
bién P bién? P
HR (KTC 95%) aHR (KTC 95%)
Khéng két hop
CA125 cao so voi 3,31 <0,001 3,28 <0,001
CA125 thap (2,00 —5,49) (1,95 -5,49)
NT-proBNP caoso 1,64 0,003 141 0,048
v6i NT-proBNP thap (1,18 — 2,28) (1,00 - 1,99)
Két hop , ’ ,
CA125 thap + Tham chiéu Tham chiéu
NT-proBNP thap
CA125 thap + 3,02 0,025 2,89 0,033
NT-proBNP cao (1,15-7,93) (1,09 — 7,65)
CAl25cao + 4,77 <0,001 5,12 <0,001
NT-proBNP thap (2,17 - 10,49) (2,31-11,35)
CA125 cao + 6,09 <0,001 5,56 <0,001
NT-proBNP cao (2,80 — 13,22) (2,53 -12,22)

(®) Ti s6 rai ro hiéu chinh theo tudi, bénh than man, chi sé khéi co thé, natri
huyét thanh, hemoglobin huyét thanh, e ché dong van chuyén natri-glucose 2.

Carbohydrate antigen 125 (CA125)

N terminal pro B typenatriuretic peptide (NT-proBNP)

Hazard Ratio (HR)

Adjusted Hazard Ratio (aHR)

Khoang tin cay 95% (KTC 95%)

Céc thdng sb in ¢am 1a cac thong sb co y nghia théng ké véi P < 0,05.

Ngudng quyét dinh cia CA125 (28 U/mL) va NT-proBNP (6.634 pg/mL)
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3.3.2. CA125 két hop véi mé hinh AHEAD trong tién lwong tir vong va tai nhap
vién & bénh nhan suy tim cap
3.3.2.1. M6 hinh AHEAD tir phan tich séng con Kaplan-Meier

Ti vong do tim mach
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Biéu dd 3.14 Pwong cong séng con Kaplan-Meier véi tir vong do tim mach
theo thang diém AHEAD

Biéu do 3.14 so sanh xac suét tr vong do tim mach véi ba nhém theo thang
diém AHEAD. Nhém AHEAD 0-1 14 12,4% (KTC 95%: 6,1% dén 18,2%), nhom
AHEAD 2-31a11,4% (KTC 95%: 6,1% dén 16,3%), vanhom AHEAD 4-51a 23,1%
(KTC 95%: 6,3% dén 36,8%). Chuing tdi khdng thay cd su khéc biét gitra ba nhom
(kiém dinh log rank, P = 0,28).
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Tt vong do mei nguyén nhan hoac tai nhap vién do suy tim

=

E

5 094 p=0044

=058

gl

= 0.7

0.6 1

- —

5 0.5

5 0.4 —

=

S 03- _/J_r—'"'d

202 .

ENRE

w

0.0

}d T T T T T T T
0 2 4 B 8 10 12

Thang tir khi nhap vién

Sé bénh nhan cd nguy co

Mhdm 19 117 o) 50 g3 g2 T 73
Mhdm 29 181 135 "7 107 35 5 g3
Mham 34 38 = 27 24 18 17 15

IIII 2 4 E E 1IIII 1I2

Mham 1 AHEAD 0-1
Mhdm 2 AHEAD 2-3

Mhim 3 AHEAD 4-5

Biéu do 3.15 Pwong cong song con Kaplan-Meier véi tir vong do mei nguyén

nhan hoic tai nhap vién do suy tim theo thang diém AHEAD

Biéu d6 3.15 so sanh x&c suét tir vong do moi nguy@n nhan hoac tai nhap vién
do suy tim vai ba nhém theo thang diém AHEAD. Nhém AHEAD 0-1 la 37,6%
(KTC 95%: 28,2% dén 45,8%), nhdm AHEAD 2-3 1a 48,4% (KTC 95%: 40,1% dén
55,6%), va nhom AHEAD 4-5 l1a 60,5% (KTC 95%: 41,5% dén 73,4%), su khac biét
giita ba nhdm c6 y nghia thong ké (kiém dinh log rank, P = 0,044).
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3.3.2.2. Md hinh AHEAD tir phan tich héi qui Cox

Tt vong do tim mach
Bang 3.15 Két hgp CA125 va AHEAD lién quan véi tir vong do tim mach

Yéu t6 tién doan Phan tich don bién  Giatri Phan tich da Gia tri
P bién? P
HR (KTC 95%) aHR (KTC 95%)
AHEAD 0-1 Tham chiéu Tham chiéu
AHEAD 2-3 0,88 0,72 0,99 0,967
(0,43 —1,78) (0,48 — 2,00)
AHEAD 4-5 1,77 022 1,79 0,210
(0,72 — 4,39) (0,72 — 4,43)
CA125>113s0 3,6 <0,001 3,55 <0,001
v6i CA125< 113  (1,88-6,91) (1,85 — 6,83)
(U/ml)

Carbohydrate antigen 125 (CA125). Hazard Ratio (HR). Adjusted Hazard Ratio
(aHR). Khoang tin cay 95% (KTC 95%).

Céc thdng sb in ¢am 1a cac thong so c6 y nghia thong ké véi P < 0,05

M6 hinh AHEAD khéng lién quan véi tr vong do tim mach tir phén tich don
bién va da bién. CA125 lién quan véi tir vong do tim mach tir phan tich don bién hozc
sau khi hiéu chinh vai md hinh AHEAD (Bang 3.15).
T vong do moi hguyén nhan hoac tai nhip vién do suy tim

M6 hinh AHEAD va CA125 lién quan véi tir vong do moi nguyén nhan hodc
tai nhap vién do suy tim. Tir phan tich héi qui Cox don bién, nhém AHEAD 4 — 5
tang 1,8 1an tir vong do moi nguyén nhan hodc tai nhap vién do suy tim (HR: 1,86;
KTC 95%: 1,12 dén 3,08, P = 0,016), va CA125 cao tang 3,3 lan (HR: 3,31; KTC
95%: 2,00 dén 5,49; P < 0,001). Sau khi hiéu chinh tir phan tich hoi qui Cox da bién,
nhém AHEAD 4 — 5 ting 1,7 1an tr vong do moi nguyén nhan hoic tai nhap vién do
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suy tim (HR: 1,70; KTC 95%: 1,02 dén 2,81; P = 0,041), va CA125 cao ting 3,3 lan
(HR: 3,30; KTC 95%: 1,99 dén 5,49; P < 0,001), (Bang 3.16)
Bang 3.16 Két hgp CA125 va AHEAD lién quan tir vong do mei nguyén nhan

hoac tai nhap vién do suy tim

Yéu tb tién doan Phan tich don bién Gi4  Phan tich da Gia tri
triP  bién? P

HR (KTC 95%) aHR (KTC 95%)

AHEAD 0-1 Tham chiéu Tham chiéu

AHEAD 2-3 1,36 0,106 1,43 0,058
(0,94 — 1,96) (0,99 — 2,07)

AHEAD 4-5 1,86 0,016 1,70 0,041
(1,12 — 3,08) (1,02 —2,81)

CA125>28sov6i 3,31 <0,001 3,30 <0,001

CA125 < 28 (U/ml) (2,00 —5,49) (1,99 — 5,49)

Carbohydrate antigen 125 (CA125). Hazard Ratio (HR). Adjusted Hazard Ratio
(aHR). Khoang tin cay 95% (KTC 95%). Céc thdng sb in dam la cac thong sb co y
nghia thong ké véi P < 0,05.
3.3.2.3. CA125 két hep vao md hinh AHEAD cai thién tién lwong két cuc trén
bénh nhan suy tim cap
CA125 két hgp AHEAD cai thién phan dinh md hinh tién lweng qua dién tich

dwéi duwong cong
Tt vong do tim mach

Déi vai tar vong do tim mach, so sanh md hinh két hop véi CA125 khéng cai
thién kha nang phan dinh md hinh (AUC (KTC 95%) ctia md hinh két hop 0,712
(0,624 dén 0,801) so véi cia CA125 12 0,711 (0,621 dén 0,800), kiém dinh Delong,
P =0,943). Tuy nhién, so sanh md hinh két hop véi AHEAD cai thién kha ning phan
dinh mé hinh (AUC (KTC 95%) ctia mé hinh két hop 0,712 (0,624 dén 0,801) so voi
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cua AHEAD la 0,537 (0,433 dén 0,641), kiém dinh Delong, P = 0,007), Biéu d
3.16.

Bé nhay

0.4 —

0.2

0.0 7

Biéu d0 3.16 So sanh dién tich dwéi dwong cong ciia md hinh AHEAD va
CA125 két hgp AHEAD véi tir vong do tim mach
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Biéu @b 3.17 So sanh dién tich dwéi dwong cong ciia mo hinh AHEAD va
CA125 két hop AHEAD véi tir vong do mei nguyén nhan hoic tai nhap vién do

suy tim

Déi vai tir vong do moi nguyén nhan hozc tai nhap vién do suy tim, so sanh mo
hinh két hop (AHEAD va CA125) véi CA125 khong cai thién kha ning phan dinh
mo hinh (AUC (KTC 95%) ctia mé hinh két hop 0,653 (0,593 dén 0,713) so véi cua
CA125 12 0,643 (0,582 dén 0,704), kiém dinh Delong, P = 0,741). Tuy nhién, so sanh
mod hinh két hop véi AHEAD cai thién kha ning phan dinh md hinh (AUC (KTC
95%) cua mo hinh két hop 0,653 (0,593 dén 0,713) so véi cua AHEAD la 0,593
(0,531 dén 0,654), kiém dinh Delong, P = 0,011), Biéu d6 3.17.
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CA125 cai thién phan dinh mé hinh AHEAD théng qua delta théng ké C, IDI,

va cNRI
Bang 3.17 Phan dinh mo hinh AHEAD Kkhi thém CA125 trong tién doan bién
cb

Két cuc Md hinh Delta-C IDI cNRI

T vong do AHEAD so 0,15 0,06 0,33

tim mach véi AHEAD | (0,03 -0,27) (0,01-0,12) (0,15-0,47)
+ CA125 P =0,007 P =0,007

Tr vong do AHEAD so 0,08 0,08 0,26

moi nguyén véi AHEAD | (0,04 -0,11) (0,03-0,14) (0,17 - 0,34)

nhan hoac tai | + CA125 P < 0,001 P < 0,001

nhép vién do

suy tim

Carbohydrate antigen 125 (CA125)

Integrated discriminatory improvement index (I1DI)

Category-free net reclassification improvement index (CNRI)

Khoang tin cay 95% (KTC 95%)

Céc thdng sb in ¢am 1a cac thong sb co y nghia théng ké véi P < 0,05.

CA125 két hop vao md hinh AHEAD cai thién kha niang phan dinh mé hinh tién
lugng tir vong do tim mach. Tang chi s6 thong ké C 15% (delta thong ké C: 0,15;
KTC 95%: 0,03 dén 0,27), ting 6% kha nang phan dinh giira nhém tir vong va khong
ter vong (IDI: 0,06; KTC 95%: 0,01 dén 0,12; P = 0,007), tang 33% tai phan
nhom dung trong nhém co tir vong va nhom khéng tir vong caa md hinh AHEAD +
CA125 so vai mé hinh AHEAD (cNRI: 0,33; KTC 95%: 0,15 dén 0,47; P = 0,007)
(Bang 3.17).

Tuong tu, CA125 két hop vao md hinh AHEAD cai thién kha ning phan dinh
mo hinh tién lugng tir vong do moi nguyén nhan hoac tai nhap vién do suy tim. Tang
chi s6 thdng ké C 8% (delta thong ké C: 0,08; KTC 95%: 0,04 dén 0,11), ting 8%
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kha niang phan dinh gitra nhém c6 bién c6 va khong c6 bién cé (IDI: 0,08; KTC
95%: 0,03 dén 0,14; P <0,001), ting 26% tai phan nhém diing trong nhom c6 bién
c¢b va nhom khong co bién cé caa mé hinh AHEAD + CA125 so vi mé hinh AHEAD
(cNRI: 0,26, KTC 95%: 0,17 d&én 0,34; P < 0,001) (Bang 3.17).
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CHUONG 4. BAN LUAN

4.1. Xac dinh ndng d va cac yéu té lién quan véi CA125 & bénh nhan suy tim
cAp
4.1.1. Pic diém caa quan thé nghién ciu
4.1.1.1. Pic diém nhan tric hec va 1am sang
Tuoi

Nghién ctu chling t6i ¢6 tudi trung binh 66,6 (46 léch chuan, + 14,8) (Bang
3.1). Nghién ctu ching tdi ¢6 tudi twong dwong véi nghién ctu s6 bo European
Society of Cardiology Heart Failure Long-Term Registry (ESC-HF-LT) (2016)[120],
nghién ctiu trén 4.449 bénh nhan suy tim cap c6 tudi trung binh 69,4 (d6 léch chuan,
+12,9) va nghién ctiu s6 bo tai Han Qudc (2017)[121] trén 5.625 bénh nhan suy tim
Cap ¢6 tudi trung binh 68,5 (46 léch chuan, + 14,5). Tuy nhién, khi so sanh vai cac
nghién ciu thuc hién cach ddy trén 10 nam, nghién ciu chlng t6i ¢ tudi thap hon.
Nghién ctru s6 bd GWTG-HF (2010)[122] trén 39.783 bénh nhan suy tim cap 6 tudi
trung binh 72,5 (d6 léch chuan, + 14,0) va nghién ciru s6 bo the Organized Program
to Initiate Lifesaving Treatment in Hospitalized Patients with Heart Failure
(OPTIMIZE-HF) (2008)[123] trén 48.612 bénh nhan suy tim cip cd tudi trung binh
73,2 (d6 léch chuan, + 14.0) cao hon so v&i nghién ctru chling tdi. So sanh véi nghién
ctru trong nudc, nghién ciu ching toi ¢ tudi twong duong voi nghién ciru cua tac gia
Tran Phi Long (2018)[34] trén 120 bénh nhan suy tim cap, c6 tudi trung binh 68,9
(d6 léch chuan, + 14,2). Tuong tu, nghién ctu cua Pham Cong Hai (2016)[35] trén
329 bénh nhan suy tim cap, c6 tudi trung binh 67,8 (d6 léch chuan, + 15,2), nghién
ctru nay duoc thuc hién tai cing bénh vién. Nhin chung, bénh nhan suy tim cap c6
khuynh hudng tré hoa.

Tuoi cao 1a mot yéu té tién luong Xau trong mé hinh tién luong trén bénh nhan

suy tim cdp. Nghién ciru ching t6i nhan thay bénh nhan c6 bién ¢ tir vong hoic téi
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nhap vién c6 tudi cao hon 4,1 nim so véi nhom khong cé bién ¢b (kiém dinh t, P =
0,013, Bang 3.1). Két qua nay ciing twong tu Vi nghién ciru cia Joon JY (2019)[24],
nghién ciru trén 413 bénh nhan suy tim cap. Trong nghién ciu ndy, bénh nhan tir vong
c6 tudi 16n hon 10 nam so véi con séng (74,0 so véi 64,0, P < 0,001, theo thu tu).
Tuong ty, nghién ctu ciia Nunez J (2017)[22] trén 946 bénh nhan suy tim cap, tac
gia ciing nhan thay bénh nhan tir vong cao hon 5 nim so v&i nhém con séng (tudi
trung binh 12 74 so véi 69, P < 0,001, theo thir ty). Tudi 1a yéu té nguy co quan trong
gay suy tim va anh huéng dén tién luong, khoang 1% bénh nhan trén 50 tudi co suy
tim va ti 1é nay ting gip d6i mdi gia ting 10 nam[124], suy tim 1a nguy@n nhan chinh
gay tir vong trén bénh nhan 16n tudi[125]. Bénh nhan Ién tudi c6 kém nhiéu yéu tb
nguy co bénh tim mach (béo phi, huyét ap, bénh tim mach xo vita), va bénh phdi hop
(thiéu mau, bénh than man, dai thao duong). Cac yéu to nay gia ting ti Ié bénh nhan
suy tim va anh huéng két cuc trén bénh nhan 16n tusi[126].
Gigi

Nghién ciru chding t6i ¢ 51,9% bénh nhan nit, khong c6 sy khac nhau vé bién
cb gop giira hai gisi (P = 0,634, Bang 3.1). Két qua nghién ctu chung toi twong tu
VGi cac nghién ctiu s6 bo nhu OPTIMIZE-HF (2008)[123], ¢6 48% bénh nhan nix;
GWTG-HF (2010)[122], c6 49%; va nghién ciru ADHERE (2005)[127] trén 33.046
bénh nhan suy tim cap, c6 52% bénh nhan nit. Nhin chung, ti 18 nam va nit tuong
duong nhau trong dan s suy tim cap.
Chi s6 sung huyét

Sung huyét Ia triéu chirng trong chan doan, va la yéu t6 tién lugng xau trén bénh
nhan suy tim cap. Nghién ctiu ching toi nhan thay, c6 50% bénh nhan suy tim cap c6
mét trong cac dau hiéu sung huyét: khé thé khi nam, tinh mach canh néi, gan to va
phu chi duéi. Bénh nhan tir vong hoic tai nhap vién c6 chi sé sung huyét (khé tho
khi nam, phu chi dudi va tinh mach canh noi) cao hon (P = 0,004), ¢4 ti 18 cao hon
kho the khi nam (P <0,001) va ran trén 1/3 phdi (P = 0,003) so véi nhém khong c6
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bién c6 (Bang 3.1). Nhiéu nghién ctru ciing nhan thay sung huyét c6 lién quan dén
tién luong Xau trén bénh nhan suy tim cip[128,129].

Sung huyét 1a muc tiéu diéu tri trén bénh nhan suy tim cip va khdng kiém soéat
duoc sung huyét truéc xuat vién (sung huyét ton luu) 1a yéu té tién luong
xau[130,131]. Nghién ctu Acetazolamide in Decompensated Heart Failure with
Volume Overload (ADVOR) (2022)[132], trén 519 bénh nhan suy tim cap, chi c6
30,5% — 42,2% bénh nhan kiém soat sung huyét tét vao ngay tha ba sau khi nhap
vién. Ngoai ra, nghién cuu Efficacy, Safety and Tolerability of Serelaxin When
Added to Standard Therapy in AHF (RELAX-AHF-2) (2025)[131] trén 5.900 bénh
nhan suy tim cap. Trong nghién ctru ndy nhan vao bénh nhan cé triéu chiing kho tho,
X.quang nguc c6 dau hiéu sung huyét, NT-proBNP > 2.000 pg/mL (NT-proBNP >
3.000 pg/mL & bénh nhan >75 tudi, hodc rung nhi), huyét 4p tam thu >125 mmHg,
suy than nhe dén trung binh va triéu chung suy tim van con sau khi sir dung loi tiéu
quai dudng tinh mach. Nghién ctru danh gia sung huyét thdng qua chi sb sung huyét,
chi s6 nay dugc tinh tir 0 dén 8 diém, chi s6 nay bao gom (kho thé, phu chi dudi va
tinh mach canh noi). Trong nghién ciu nay, c6 99,2% bénh nhan c6 dau hiéu sung
huyét (chi s6 sung huyét > 1 diém) tai thoi diém vao nghién ctiu, ¢6 57,3% bénh nhan
¢ dau hiéu sung huyét tén luu vao ngay 5 (chi sb sung huyét > 1). Trén bénh nhan
c6 sung huyét ton Iuu, ting 32% bién cb gop (tir vong do tim mach, tai nhap vién do
suy tim, hoac suy than) trong 180 ngay (HR: 1,32; KTC 95%: 1,15 dén 1,51; P <
0,001).

Chi sb khoi co thé

Nghién ciru chiing tdi c6 chi sé khdi co thé trung binh 22,5 kg/m? (d6 Iéch chuan,
+ 4,3). Bénh nhan c6 bién cb gop co chi s6 khdi co thé thap hon 1,5 kg/m? so voi
nhom khong c6 bién cb (kiém dinh t, P = 0,002, Bang 3.1). Két qua nay tuong ty voi
nghién cau s6 bo tai Han Québc (2017)[121], c6 chi s khdi co thé 23,3 kg/m? (do

léch chuan, + 3,9). Tuy nhién, nghién ciru cua ching toi c6 chi sé khdi co thé thap
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hon nghién ctu s6 bo tai Chau Au ESC-HF-LT (2016)[120], c6 chi sé khéi co thé
28,7 kg/m? (46 léch chuan, + 5,4). Su khac biét nay c6 thé do yéu té chang toc.

Tuong tu v6i nghién ciu sb bo tai Han Quéc (2017)[121], bénh nhan tir vong
c6 chi s6 khdi co thé thap hon 0,5 kg/m? so véi nhom con séng (P = 0,026). Chi sb
khdi co thé thap 1a yéu té tién lwong xau trén bénh nhan suy tim, ting nguy co tir
vong trong vong 1 nam 5% khi giam 1 kg/m? chi sb khdi co thé trong nghién ctu s6
bo ESC-HF-LT (2016)[120].
4.1.1.2. Pic diém bénh nén

Bénh nhan suy tim thuong kém theo nhiéu bénh nén va bénh nén lién quan dén
két cuc xau trén bénh nhan suy tim[27]. Trong nghién ctru chling tdi bénh nén thuong
gap chiém hon 1/3 & bénh nhan suy tim bao gdm: ting huyét 4p, bénh mach vanh, dai
thao duong, rung nhi va bénh than man.

Bénh mach vanh trong nghién ctru chiing toi 1a 40,2%. Tuong tu, nghién ciiu s6
bo tai Han Quéc (2017)[121], c6 42,9% bénh nhan c6 bénh mach vanh. Tuy nhién,
nghién ciru chiing tdi ¢4 ti 1é bénh mach vanh thap hon so véi cac nghién ctu thyuc
hién tai Hoa Ky, Chau Au va toan cau. Ti I& bénh mach vanh trong nghién ctu sb bo
tai Chau Au ESC-HF-LT (2016)[120] 14 53,8%, nghién ctu s6 b tai Hoa Ky GWTG-
HF (2010)[122] c6 48,4% bénh nhan bénh mach vanh va nghién ctu toan cau
REPORT-HF (2020)[9] c6 48% bénh nhan c6 bénh mach vanh (Bang 4.1). Su khac
biét nay co thé do tiéu chuan chan doan bénh mach vanh khac nhau trong cac nghién
cuu.

Nghién ctu chdng t0i c6 33,9% bénh nhan rung nhi. Tuong tu, ti 1€ rung nhi
trong cac nghién ciu s6 bo tai Chau Au 1a 31% — 41%[120,127]. Ti Ié nay cao hon
S0 Vv&i nghién ctru trong nudc, nghién cau cua tac gia Tran Phi Long (2018)[34], ¢6
18% bénh nhan rung nhi; nghién ciru cia Pham Cong Hai (2016)[35], c6 10,3% bénh
nhan rung nhi. Trudc day, ti I¢ rung nhi & Chau A thip hon so véi Chau A[133]; tuy
nhién, ti 1¢ rung nhi dang gia tang tai khu viuc Chau A. Nghién ctu dich té hoc cua
Guo Y (2015)[134] trén 471.446 ngudi tai Trung Qudc trong giai doan 11 nam (2001
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—2012), tac gia nhan thay ti 18 hién méc rung nhi ting 20 1an. Nguyén nhan chinh la

tang tudi tho va bénh Iy phdi hop nhu bénh thap tim, bénh phdi man va dai théo

duong.

Bang 4.1 Pic diém bénh nén trén bénh nhan suy tim cap

Biénsdé | Ching | REPORT- HanQudc | ESC-HF- | P.C.Hii  GWTG-HF
toi HF (2017)[121] LT (2016)[35] | (2010)[122]
(2025) | (2020)[9] ' n=5.625 | (2016)[120] n=329 | n=39.783
n=316 | n=18.102 n =4.449

Tang 72,8 64,0 62,2 65,6 77,6% 70,6

huyét ap,

%

Bénh 40,2 48,0 42,9 53,8 58,7% 48,4

mach

vanh, %

bai thao | 39,6 37,0 40,0 39,0 35,2% 41,8

duong,

%

Rung 33,9 31,0 28,5 44,0 10,3% 31,6

nhi, %

Bénh 31,3 20,0 14,3 25,3 33, 7% 18,3

than

man, %

Bénh 15,8 20,0 - - 62,3% -

van tim,

%

Trong nghién ciu ching t6i, bénh nhan co bién ¢ gop c6 ti 1é bénh than man

cao hon 10,9% so véi bénh nhan khéng co bién ¢6 gop (37,2% so Véi 26,3%, P =
0,037, theo tht ty, Bang 3.1). Tuong ty, nghién ctru cia Nunez J (2017)[22], tac gia

cling nhan thay bénh nhan suy tim cap ti vong ¢4 ti 1& bénh than man cao hon 13,1%

s0 vai nhém con séng (P < 0,001). Bénh phdi hop suy tim va suy than rat thudng gap

do c6 chung nhiéu yéu té nguy co, su két hop nay c6 khuynh hudng gia ting. Bénh

nhén suy tim kém bénh than man gia tang gap do6i nguy co tir vong so véi nhom khong
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c6 bénh than man[135]. Nguyén nhan 1a do tién trién x4u cua hai bénh ly nay. Ngoai
ra, bénh nhan suy tim kém bénh than man thuong diéu tri dudi chuan cac thudc cai
thién tién lugng suy tim[136].

Ngoai ra, so sanh véi nghién ciru cia Pham Céng Hai (2016)[35] thuc hién tai
cuing bénh vién, nghién ciu ching toi ¢ ti 1é bénh van tim thap hon (62,3% so Vi
15,8%, theo thtr tw). Sy khac biét nay do khéac biét vé dinh nghia bénh van tim giita
hai nghién ctru, nghién ctru chiing t6i dinh nghia bénh van tim Ia bénh van tim nguyén
phat; trong khi d6, nghién cttu cta tac gia Pham Cong Hai dinh nghia bénh van tim
bao gém bénh van tim nguyén phat va tha phat. Bénh van tim & Chau A phan 16n do
bénh van tim hau thap va dang c6 xu huéng giam dan[137].
4.1.1.3. Pic diém siéu am tim

Phan suat tong mau that trai

Siéu 4m tim 1a phuong tién hinh anh hoc dau tay trong chan doan suy tim cap,
trong d6 phan suat tong mau that trai gidp quyét dinh chién luoc diéu tri trén bénh
nhan suy tim. Nghién citu ching ti c6 phan suat tong mau that trai trung vi 42,5 (d6
léch chuan, + 16,4), c6 50% bénh nhan cd phan suat tbng mau that trai giam. Twong
tu, nghién ctu s6 bo ESC-HF-LT (2016)[120] c6 phan suat tong mau that trai voi
trung vi 40,42 (d6 léch chuan, + 14,89), c6 58,4% bénh nhan c6 phan suat tbng mau
that trai giam.

Nghién ctru ching t6i khdng thay khac biét vé phan suat tong mau that trai gitra
nhom c6 bién cb gop va khdng cé bién cd gop (P = 0,294, Bang 3.2). Két qua nay
tuong tu Voi nghién ciu cia Joon JY (2019)[24], tac gia khdng thay su khac biét vé
phan suat tbng méu that trai giira hai nhom tir vong va con sbng trén bénh nhan suy
tim cap (P = 0,475). Tuy nhién, tac gia Nunez J (2017)[22] nhan thay bénh nhan tu
vong c6 phan suat tdng mau that trai cao hon 3% so vai nhém con séng (P = 0,004).
Phan suat téng mau that tri la chi sé danh gia chirc nang tam thu that trai, duoc sir
dung trong huéng dan diéu tri. Vai trd trong tién lwgng con nhiéu tranh c&i. Parikh

RV (2023)[138] nhan thdy phan suat tbng méu that trai 1a yéu t6 tién doan tir vong
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trong mo hinh ti€n lugng tir vong trén bénh nhan suy tim. Tuy nhién, Tac gia Shah
KS (2017)[139] khong thay su khéac nhau vé tir vong khi phan nhém theo phan suat
tbng mau thit trai trén bénh nhan suy tim cap. Nhiéu nghién ctu nhan thay lién quan
giita tr vong va phan suét tong mau that trai c6 dang chit U, bénh nhan c6 phan suét
téng mau that trai > 65% c6 ti 18 tir vong tuong tu phan suit tong mau that trai giam
< 40%[140,141].
Nhi trai

Pénh gia cau tric va chirc ning nhi trai 13 thong s6 duoc quan tdm trong thoi
gian gan day[142]. Puong kinh nhi trai trong nghién citu chdng toi c6 trung vi 40,3
mm (d¢ léch chuan, + 8,7), bénh nhan c6 bién cd gop co dudng kinh nhi trai 16n hon
2,2 mm so véi nhém khdng c6 bién cb gop (kiém dinh t, P = 0,022, Bang 3.2). Tuong
tu, nghién ctu cua Nunez J (2017)[22] c6 trung vi 43,9 mm (d6 léch chuan, + 8,0);
tuy nhién, trong nghién ciru nay tac gia khdng nhan thay khac biét duong kinh nhi
trai & nhom tir vong va con séng (P = 0,79). Trong khi d6, nghién ctru cua Hamatani
Y (2024)[143] trén 3.002 bénh nhan rung nhi va suy tim phan suat tong mau bao ton,
tac gia nhan thiy bénh nhan c6 duong kinh nhi trai > 50 mm c6 nguy co nhap vién
do suy tim ting hon hai lan (HR: 2,36; KTC 95%: 1,75 dén 3,18; P <0,001) so véi
nhom c6 duong kinh nhi trai < 40 mm.
4.1.1.4. Pic diém xét nghiém huyét hoc va sinh hda
Pic diém xét nghiém huyét hoc

Nghién ciru ching toi ¢6 hon 1/2 bénh nhan thiéu méu, bénh nhan c6 bién cb
gop ¢4 ti Ié thiéu mau cao hon 16,9% (P = 0,003) va nong d6 hemoglobin thiap hon
7,5 g/L (P = 0,005) so vai bénh nhan khong c6 bién cb gop (Bang 3.2). Tuong tu hai
nghién ctru s6 b tai Hoa Ky, nghién citu GWTG-HF (2010)[122] phét hién nhom tix
vong c6 nong do hemoglobin thip hon 4 g/L so véi nhém con séng (P < 0,001) va
nghién cttu OPTIMIZE-HF (2008)[123] ciing nhan thay két qua twong ty.

Nong d6 hemoglobin c6 lién quan dén két cuc tar vong trén bénh nhan suy tim,

nhung su lién quan nay khong phai trong quan tuyén tinh, twong quan chat véi két
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cuc khi hemoglobin ¢ muc thiap. Nhiéu tac gia phat hién sy twong quan giira
hemoglobin va két cuc tir vong trén bénh nhan suy tim cé dang hinh chit J, tir vong
trén bénh nhan suy tim thap nhat khi hemoglobin tir 130 dén 160 g/L. Thiéu mau gay
qué tai 1én tim, dic biét & bénh nhan suy tim. Giam oxy trong qué trinh chuyén hoa
té bao, hoat hda hé than kinh thé dich va huyét dong, tac dong truc tiép dén co tim
gay tai ciu tric co tim va day thét trdi. Bén canh d6, bénh nhan suy tim va thiéu mau
thuong ¢ nhiéu bénh 1y dong mic bao gdm bénh than man, suy dinh dudng. Tat ca
C4C yéu t6 trén anh hudng dén két cuc trén bénh nhan suy tim kém thiéu mau[144].
Pic diém xét nghiém sinh hoa

Nghién ciru ching t6i ¢ 32,9% bénh nhan cé ha natri huyét thanh. Bénh nhan
cd bién cb gop co6 natri huyét thanh thap hon 2,5 mmol/L (P < 0,001, Bang 3.2) so
véi nhom khong cé bién c6 gop. Két qua nghién ciu cia chung toi twong ty Voi
nghién ciru s6 b OPTIMIZE-HF (2008)[123], nghién ctzu ndy nhan thay bénh nhan
tr vong c6 natri huyét thanh thap hon 1,2 mmol/L (136,6 so véi 137,8, P < 0,001,
theo thir tu) so véi nhdm con séng. Tuong tu, nghién cieu thuc hién tai Han Qudc cua
Joon JY (2019)[24], tAc gia nhan thdy bénh nhan tir vong c6 natri huyét thanh thap
hon 2 mmol/L (138,0 so véi 140,0 mmol/l, P = 0,031, theo thu tu).

Ha natri mau thuong gap bénh nhan suy tim cip[145]. Ha natri mau trong suy
tim cap 1a do pha lodng, nguyén nhan chinh 1a do sung huyét tinh mach, giam tudi
mau co quan va ting ndng do vasopressin gay giit nugc. N6 biéu hién tinh trang tién
trién xau cta bénh nhan suy tim va lién quan dén két cuc xau ndi vién va dai han sau
Xuat vien[146].

4.1.2. Pic diém NT-proBNP

Nong d6 NT-proBNP trong nghién ciru ching t6i 6.644 pg/mL (khoang ti phan
vi, 3.973 @én 12.360). Nghién citu ching ti ¢6 nong d6 NT-proBNP cao hon céc
nghién ctu trude day, nghién ctru cua tac gia Yoon JY (2019)[24] ¢ trung vi NT-
proBNP 14 4.336 pg/mL (khoang ttr phan vi: 1.664 dén 10.776) va Nunez J (2017)[22]
c6 trung vi 1a 1.874 pg/mL (khoang tr phan vi: 660 dén 4.182). Su khac biét nay do
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trong nghién ctru cua ching t6i sir dung NT-proBNP trong tiéu chuan nhan bénh Vi
NT-proBNP > 2.000 pg/mL, trong khi nghién ctru caa Yoon JY (2019)[24] va Nunez
J (2017)[22] khéng str dung d4u 4n nay trong tiéu chuan nhan bénh. Ngoai ra, trong
nghién cttu ciia ching t6i, bénh nhan c6 bién ¢ gop c6 ndng do NT-proBNP cao hon
bénh nhan khéng c6 bién cé gop (kiém dinh Wilcoxon, P = 0,031). Twong tu, nghién
ctru ciia Yoon JY (2019)[24] nhan thay bénh nhan suy tim cip tir vong trong hai nim
c6 ndng do6 NT-proBNP cao hon 5.638 pg/ml so véi nhém con séng (P < 0,001).

NT-proBNP lién quan dén két cuc trén bénh nhan suy tim cap. Gia thuyét nay
duoc kiém dinh qua nghién ctu ban 18 cua Januzzi JL (2005)[72]. Nghién cau nay
duoc thuc hién da trung tam tai Chau M¥ va Chau Au, trén 1.256 bénh nhan kho tho
nhap khoa cap ciru (trong d6 c6 720 bénh nhan suy tim cap), nghién ciu nhan thay
bénh nhén suy tim cap c6 NT-proBNP > 5.180 pg/mL ting nguy co tir vong hon nim
lan trong vong 76 ngay (OR: 5,2; KTC 95%: 2.2 dén 8,1; P < 0,001). NT-proBNP
lién quan dén két cuc 1am sang trén bénh nhan suy tim co thé giai thich qua co ché
sinh bénh hoc cua dau an nay trong suy tim, NT-proBNP ting trong suy tim qua co
ché huyét dong; NT-proBNP dugc tiét ra tir co tim ving tdm thit va tim nhi do ting
ap lyc hoic thé tich, qua trinh nay gy gia ting stc cang thanh nhi va that[71]. Hién
tai, NT-proBNP duoc coi 12 dau 4n sinh hoc chuan trong tién luong trén bénh nhan
suy tim, dau an nay dugc khuyén céo si dung trong thuc hanh vaéi mic | va chang ctr
A cua Truong mon Tim Hoa Ky (2022)[14].
4.1.2.1. Pic diém diéu tri khi nim vién

Thudc loi tiéu quai dudng tinh mach 1a diéu tri nén tang trén bénh nhan suy tim
cap. Nghién ctu ching t6i ¢6 ti 18 st dung thudc loi tiéu quai 12 89,2%, cao hon
nghién ciru s6 bo tai Chau Au ESC-HF-LT (2017)[4] trén 6.629 bénh nhan suy tim
cap, ¢6 81,7% bénh nhan st dung thudc loi tiéu quai, va nghién ciu s bo tai Han
Quéc (2017)[121], ¢b 74,9% bénh nhan sir dung thudc loi tiéu quai. Su khac biét nay
c6 thé do nghién ctiru ctia chdng toi thuc hién tai bénh vién tuyén cudi va trong giai

doan covid 19 vai nhiéu bénh nhan nang, can thiét sir dung thudc loi tiéu quai. Ngoai
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ra, thudc gidn mach duong tinh mach trong nghién cau chdng tdi thip hon so véi
nghién ciru s6 bo tai Han Québc (2017)[121] (32,3% so vai 40,9%, theo tha tu).
Nguyén nhan c6 thé vai trd thuc gidn mach trong suy tim cap giam dan theo thoi
gian. Piéu trj thudc gidn mach dudng tinh mach véi muc tiéu giam triéu chieng sung
huyét phdi, voi khuyén cao mic Ila ching ci B theo ESC (2016)[27] va giam mic
khuyén cdo I1b ching cir B theo ESC (2021)[26]. Mit khac, nghién ciru ching toi ¢6
ti 1& s dung thudc van mach/ting co thip hon so véi nghién ciru s6 bo tai Han Quéc
(2017)[121] (7,9% so véi 31,1%, theo thi tu ). Thudc van mach/tang co nén sir dung
sém trong sb¢ tim véi muyc tiéu giam tr vong trén dan sé nguy co tir vong cao
nay[147].

Bang 4.2 Pic diém diéu trj khi nam vién

Bién sb Chung toi ESC-HF-LT S6 bo Han Quéc
(2025) (2017)[4] (2017)[121]
n =316 n=6.629 n=5.625

Thudc gidn mach | 32,3 21,2 40,9

truyén (%)

Loi tiéu quai tinh | 89,2 81,7 74,9

mach (%)

Van mach/taing co | 7,9 12,3 31,1

(%)

Thé may (%) 13,3 - 15,3

Thay thé than (%) | 3,4 - 75

Truyén mau (%) 6,0 - 21,4
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4.1.2.2. Pic diém thude diéu tri khi xuat vién

Biang 4.3 Pic diém thude diéu tri khi xuat vién

Bién s6 Chingtdi | S6 bo Han ESC-HF-LT
(2025) Quéc (2016)[120]
n=316 | (2017)[121] | n=4.449

n=>5.625

UCMC, UCTT hoic tc ché thy 69,9 65,9 77,0

thé kép angiotensin/neprilysin (%)

Chen beta (%) 79,1 49,9 72,6

Uc ché dong van chuyén natri- | 42,1 - -

glucose 2 (%)

Loi tiéu khang aldosteron (%) 61,7 44,9 53,9
Furosemide uéng (%) 69,6 - 83,9
Statin (%) 77,2 - 57,8
Khéng tap tiéu cau (%) 35,1 - 60,8
Khang dong (%) 35,1 28,3 42,7

Str dung thudc tr tru trong diéu tri suy tim som trude khi xuat vién va duy tri
sau d6, duoc coi 1a chién lugc giam tr vong va tai nhap vién trén bénh nhan suy tim
cap phan suit tdng mau giam. Thudc diéu tri tai thoi diém xuat vién trén bénh nhan
suy tim c4p trong cac nghién ciu (Bang 4.3). Nghién ctu chiing t6i ¢ ti 1¢ sir dung
chen beta (79,1%) cao hon so véi nghién ciu s6 bo ESC-HF-LT (2016)[120] (c6
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72,6% bénh nhan sir dung chen beta) va nghién ctu sb bo tai Han Quéc (2017)[121]
(c6 49,9% bénh nhan st dung chen beta). Su khéc biét vé sir dung chen beta cd thé
do khac biét vé tan sb tim, nghién ctzu ching t6i ¢6 tan s6 tim cao hon nghién ctru s6
bo tai Han Quéc (2017), va nghién ctiru ESC-HF-LT (2016) (96,6 + 23,3, 92,6 + 26,0,
va 90,82 + 25,27, theo thir tu). Ngoai ra, nghién ctru chung toi twong duong ti 1€ st
dung nhém thuéc UCMC, UCTT hoic tc ché thu thé kép angiotensin/neprilysin voi
nghién cau s6 bo tai Han Qudc (2017)[121] va nghién ciu s6 bo ESC-HF-LT
(2016)[120]( 69,9%, 65,9% va 77%, theo thir tu). Mot tru cot khac, st dung loi ticu
khang aldosteron trong nghién ctu ching t6i 1a 61,7%, cao hon nghién ctu s6 bo tai
Han Qudc (2017)[121], nghién ciu nay c6 44,9 % bénh nhén sir dung loi tieu khang
aldosteron; nghién ciru ESC-HF-LT (2016)[120] c6 53,9% bénh nhan sir dung nhom
thudc nay. Su khéac biét nay co thé do yéu to thoi gian, véi su gia ting s dung cac
thudc cai thién tién luong trén bénh nhan suy tim trong thoi gian gan day[148]. Ngoai
ra, nghién ctu ching toi c6 42,1% bénh nhan st dung thudc e ché dong van chuyén
natri-glucose 2, thudc duy nhat giam tir vong va tai nhap vién trén bénh nhan suy tim
v6i moi phan suat tdng méu that trai, duoc khuyén cao tir nim 2021[26] va chwa duoc
nghién ctiu trong cac nghién ctu so bo.
4.1.3. Pic diém CA125 & bénh nhan suy tim cap
4.1.3.1. Nong dd CA125 trén bénh nhan suy tim cip

Nghién cau ching t6i nhan thdy dic diém CA125 trén dan sb suy tim cap tai
Viét Nam vaoi CA125 ¢6 phan phéi khdng chuan, co dudi phan bd léch phai, ¢é trung
vi (khoang tr phan vi) 12 56 U/mL (27 dén 140).

Téc gia Joon JY (2019)[24] thuc hién nghién ctu tai Han Qudc, tac gia nhan
thay trung vi (khoang ta phan vi) cia CA125 trén bénh nhan suy tim cap 1a 38,3 U/mL
(15,8 dén 112,0) thap hon so v&i nghién ctru ching toi. Két qua nay cé thé khac nhau
do thoi gian xét nghiém CA125. Trong nghién ctu nay, CA125 dugc xét nghiém tai
thoi diém nhap vién nhung day 1a nghién ciru hdi ciru va khong kiém soét thoi diém
lam xét nghiém CA125.
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Nghién ctru chiing tdi c6 két qua tuong tu véi nghién ciru cua céc tac gia Chau
Au. Nunez J (2010)[23] nghién ctu trén 1.111 bénh nhan suy tim cip tai Tay Ban
Nha, bénh nhan dugc xét nghiém CA125 trung binh 72 + 12 gio sau nhap vién, tac
gia nhan thiy CA125 c6 trung vi (khoang tir phan vi) 1a 59,1 U/mL (25,2 d¢én 139,2).
Tuong tu, nghién ciru caa Nunez J (2017)[22] trén 946 bénh nhan suy tim cap, CA125
duoc xét nghiém trung binh 96 = 24 gio sau nhap vién, tac gia phat hién trung vi
(khoang ti phan vi) cia CA125 12 64,7 U/mL (28,0 dén 137,4). Ngoai ra, nghién cau
ctua Lourenco P (2022)[92] thuc hién tai B6 Dao Nha, nghién ciru trén 363 bénh nhan
suy tim cap, tac gia ciing nhan thay trung vi (khoang t& phan vi) cua CA125 13 56,0
U/mL (26,0 dén 160,7). Nhin chung, bénh nhan suy tim cap c6 trung vi CA125 theo
cac nghién ctiru tir 56 dén 64,7 U/mL.
4.1.3.2. Pic diém CA125 trén bénh nhan suy tim cap

CA125 cao biéu hién dau hiéu ning trén bénh nhan suy tim cp. Trong nghién
ctru ching tdi, CA125 cao c6 ti 1é cao hon véi cac dau hiéu sung huyét (kho the khi
nam, tinh mach canh nodi, gan to, phu chi dudi va chi s6 sung huyét), cac dau hiéu
nang trén siéu am tim (dwdng kinh nhi trai 16n, &p luc dong mach phoi thi tm thu
tang, ti 1€ cao hon hd van ba la trung binh nang) va NT-proBNP cao hon (Bang 3.4).

Tuong tu, nghién cau caa Nunez (2020)[21] trén 2.356 bénh nhéan suy tim, tac
gia nhan thay CA125 cao c6 lién quan vai du hiéu nang trén bénh nhéan suy tim nhu:
c6 tudi cao, rung nhi, phan d6 NYHA cao trudc dd, huyét ap thap, hemoglobin thap,
d6 loc cau than udc doan thap, phan suit tbng méu that trai thap, duong kinh nhi trai
I6n, ho van hai 14 nang, va dau hiéu sung huyét cao hon.

Ngoai ra, Minana G (2022)[149] nghién ctru trén 2.369 bénh nhan suy tim cap
va phan suat téng mau that trai bao ton. Tac gia nhan thiy diac diém nhém bénh nhan
c6 CA125 cao bao gém rung nhi, bénh van tim, phi ngoai bién, tran dich mang phoi
va dic diém suy tim nang (van dong vong van ba l4 thap, natri huyét thanh thap va
NT-proBNP cao).



119

4.1.4. Céc yéu té lien quan véi CA125 ¢ bénh nhan suy tim cap

Nghién ctru chiing t6i xac dinh CA125 lién quan vai sung huyét trén bénh nhan
suy tim cap. Trong nghién ciu ching t6i, nam yéu té lién quan manh vai thay doi
CA125 1 phii chi dudi (R2 = 0,0437, P <0,001), NT-proBNP (R? = 0,0433, P <0,001),
d6 loc cau than uéc doan (R?=0,0189, P = 0,016 ), hg van ba 14 (R? = 0,0175, P =
0,021), va phan suat téng mau that trai (R2 = 0,0159, P = 0,028). Trong d6, cac yéu
t6 lién quan dén sung huyét bao gom phu chi duéi, chi s sung huyét, NT-proBNP,
natri huyét thanh, sy dich chuyén vong van ba la trong thi tam thu, 4p luc tdm thu
dong mach phoi, va ho van ba la chiém 70,4% sy thay d6i CA125.

Tuong tu, tac gia Nunez J (2020)[21] thuc hién nghién ciru doan hé da trung
tam trén bénh nhan suy tim cap va suy tim ngoai tri nang, trong nghién ciru nay tac
gia Xéac dinh cac yéu té tac dong vao su thay doi CA125 bao gom: NT-proBNP (R?
=0,184; P < 0,001), chi sb sung huyét (R2= 0,040; P < 0,001), tudi (R%=0,020; P <
0,001), tan sé tim (R?=0,006; P = 0,001), phoi c6 ran (R2= 0,006; P = 0,004), huyét
4p tam thu (R2= 0,003; P = 0,027), va gan to (R2= 0,0008: P = 0,226), theo tht tu.
Trong d6 cac yéu té lién quan véi sung huyét (NT-proBNP, chi s6 sung huyét, natri
huyét thanh, phéi c6 ran, va gan to) dong gop 79,4% su thay d6i caa CA125.

Ngoai ra, nghién ciu cia Minana G (2020)[78] trén 2.949 bénh nhén suy tim
cap, nghién ciru nay xac dinh cac yéu té quan trong anh huong dén su thay d6i CA125
va NT-proBNP trén bénh nhan suy tim cip. Téc gia xac dinh 5 yéu té quan trong du
bao sy thay d6i CA125 bao gom: tran dich mang phéi (R? = 0,368), ha van ba la niang
(R2 = 0, 251), tudi (R2 = 0,119), NT-proBNP (R?= 0,065) va phi chi du6i (R2 =
0,043), theo thtr ty. Trong d6, cac yéu lién quan dén sung huyét (tran dich mang phai,
hd van ba & nang, NT-proBNP, phu chi dudi, natri huyét thanh, ph phéi cap) dong
gop 74,9% su thay d6i CA125. Ngoai ra, tac gia xac dinh bbn yéu té lién quan dén
sur thay d6i NT-proBNP 13 d6 loc cau than uéc doan (R?= 0,437), phan suit téng méau
that trai (R?= 0,151), tudi (R?= 0,124), va troponin T siéu nhay (R?= 0,109). Nhin

chung, cac yéu té dong gop quan trong véi su thay do6i CA125 ¢ bénh nhan suy tim
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cap 1a cac yéu té lién quan dén sung huyét va tim bén phai bao gém dich mang phéi
va ha van ba la niang, con cac yéu té quan trong dong gop vao su thay d6i NT-proBNP
la céc yéu té caa tim bén trai bao gom suy than va giam phan suat téng mau that trai.

CA125 lién quan vai sung huyét 1a cdng cu sir dung trong chan doan sung huyét
va huéng dan diéu tri loi tiéu. Sung huyét 12 diu hiéu chinh trén bénh nhan suy tim
cap. Tuy nhién, chan doan sung huyét con nhiéu kho khan, triéu ching co ning va
thuc thé c6 d6 nhay va dac hiéu thap, X quang nguc c6 do dic hiéu cao nhung do
nhay thap[85]. Do d6, CA125 c6 thé la cong cu hd tro trong chan doan sung huyét
trén bénh nhan suy tim cap.

Ngoai ra, diéu tri sung huyét vai lgi tiéu duoc coi 1a chién luoc diéu trj chinh
trén bénh nhan suy tim cap. Hién tai, khéng c6 mot thir nghiém 1am sang ngau nhién
xéac dinh huéng dan diéu tri loi tiéu trén bénh nhan suy tim cap[150]. Chinh vi vay,
CA125 dang tr¢ thanh dau an tiém nang (ng dung trong vai trd nay, véi hai nghién
ctru cho két qua tét. Nunez J (2016)[151] nghién ctu trén 380 bénh nhan suy tim cép,
tac gia so sanh nhom diéu tri theo huéng din CA125 va nhom diéu tri chuan, bénh
nhan diéu tri theo huéng din CA125 Ién thang lidu loi tiéu va thay doi liéu thuong
xuyén hon so véi diéu tri chuan. Mat khéac, so sanh véi diéu tri chuan, diéu tri theo
huéng dan CA125 giam tai nhap vién do suy tim trong vong mot nam. Nghién ciu
khac, Nunez J (2020)[152] nghién ciru trén 160 bénh nhén suy tim cap va suy than,
tac gia chia thanh hai nhom diéu tri theo huéng dan CA125 va diéu tri chuan, diéu tri
theo hudng dan CA125 c6 nong d¢6 CA125 > 35 U/mL, nhan dugc liéu furosemide
cao va cd thé tich nuéc tiéu cao hon nhém diéu tri thudng qui. Diéu tri theo hudng
dan CA125 cai thién do loc cau than udce doan tai thoi diém 72 gio so véi diéu tri
chuan (37,5 mL/min/1,73m?2so véi 34,8 mL/min/1,73m2, P=0,036).
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4.2. CA125 va dong hoec CA125 trong tién lwong tir vong va tai nhap vién ¢ bénh
nhan suy tim cap
4.2.1. T vong va tai nhap vién do suy tim trong 12 thang

T vong & bénh nhan suy tim cap trong nghién ciu chlng toi cao, véi 3,2% tur
vong noi vién, 12% tir vong do tim mach, va 25,6% tir do do moi nguyén nhan.
Nghién ctru s6 bo tai Han Québc (2017)[121] trén 5.625 bénh nhan suy tim cap, co
18,2% bénh nhan tir vong do moi nguyén nhan trong 12 thang. Nghién ctu tai Chau
Au ESC-HF-LT (2017)[4] trén 6.629 bénh nhan suy tim cap, ¢ 14,3% bénh nhan tu
vong do tim mach, cé 26,7% tir vong do moi nguyén nhéan trong 12 thang. Nghién
clru toan cau vé suy tim cap Report-HF (2020)[9] trén 18.102 bénh nhan suy tim cap
sau xuat vién, ti I¢ tr vong chung 1a 20%, trong d6 khu vuc Péng Nam A 13 21%.

Bang 4.4 Két cuc trén bénh nhan suy tim cap

Bién ¢ Ching ESC-HF- |S6 bo Han | REPORT-
t6i LT Quéc HF
(2025) | (2017)[4] | (2017)[121]  (2020)[9]
n =316 n=6.629 n=>5.625 n=18.102

Twr vong ndi vién, (%) | 3,2 55 4,8 —

Tu vong do tim mach | 12,0 14,3 — —

trong 12 thang, (%)

Tir vong do moi nguyén | 25,6 26,7 18,2 20,0

nhan trong 12 thang,

(%)

Tir vong do moi nguyén | 45,9 42,3 — 38,0

nhan hoac tai nhap vién

do suy tim trong 12

thang, (%)
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Tuong tu két cuc tir vong, ti 18 tir vong hodc tai nhap vién do suy tim trong
nghién cau ching t6i 1a 45,9%. Ti I¢ nay la 42,3% trong nghién cau tai Chau Au
ESC-HF-LT (2017)[4] va 38% trong nghién ctru Report-HF (2020)[9]. Tt vong hoac
tai nhap vién trong nghién ciu ching tdi cao véi nhirng ly do sau: (1) nghién cuu
ching toi sir dung NT-proBNP trong tiéu chuan nhan bénh, véi NT-proBNP > 2.000
pg/mL, (2) nghién ctu ching téi thuc hién trong giai doan dai dich COVID-19 (Viét
Nam cong b hét dich vao ngay 7/7/2023), va (3) Dong Nam A ¢ ti 1é tir vong cao
hon so véi ti Ié tir vong chung toan cau[153].

4.2.2. Ngudng quyét dinh CA125 va NT-proBNP trong tién lweng bénh nhan suy
tim cap

Dién tich dwoi dwong cong cia CA125 va NT-proBNP

CA125 c6 kha nang phan dinh trung binh vai tir vong do tim mach va khdng tot
véi tir vong do moi nguyén nhan hoac tai nhap vién do suy tim, véi AUC 1a 0,71 véi
tr vong do tim mach va 0,64 véi tir vong do moi nguyén nhan hoac tai nhap vién do
suy tim. Két qua nghién ctru chung toi trong ty nhu cac nghién ciru trudge, nghién
ctru Nunez J (2007)[88] trén 529 bénh nhan suy tim cap theo ddi tir vong trong 6
thang, tac gia xac dinh AUC cua CA125 14 0,67. Nghién ctru cua Joon JY (2019)[24]
thuc hién tai Han Qudc trén 413 bénh nhan suy tim cép, tac gia xac dinh AUC véi ta
vong do moi nguyén nhan trong vong 2 nam la 0,63. Mot phan tich hau dinh tir nghién
cau Dapagliflozin and Prevention of Adverse Outcomes in Heart Failure (DAPA-HF)
ctuia Docherty KF (2023)[154] trén 3.123 bénh nhan suy tim man phan suat téng mau
that trai giam, tic gia xac dinh kha ning phan dinh caa CA125 véi tir vong do tim
mach va nhap vién do suy tim voi AUC 12 0,63. Gan day hon, Tuersun R (2025)[20]
nghién ctiu trén 1.413 bénh nhan suy tim man tai Trung Qudc, tac gia xac dinh AUC
cua CA125 trong tién doan tir vong la 0,67.

Dbi véi NT-proBNP, 6 kha niang phan dinh khéng tét véi tir vong do tim mach
va mue d6 yéu véi tir vong do moi nguyén nhan hoic tai nhap vién do suy tim, AUC

14 0,64 vai ta vong do tim mach va 0,57 véi tir vong do moi nguyén nhan hoac tai
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nhap vién do suy tim. Nghién ctrtu The International Collaborative of NT-proBNP
Study (ICON) (2006)[72] la nghién citu ban 18 xac dinh kha nang phan dinh tir vong
do moi nguy@n nhan trong 76 ngay cua NT-proBNP trén dan sb suy tim cip c6 AUC
la 0,76. Ngoai ra, nghién ctu cua Wang K (2020)[155] thuc hién tai Trung Qudc xéac
dinh AUC cta NT-proBNP tién lugng tir vong do moi nguyén nhén trong vong 18
thang 1a 0,648. Nhin chung, nghién ctu c6 thoi gian theo ddi ngin va két cuc lién
quan truc tiép véi tién trién cua suy tim nhu tr vong, s& c6 AUC cao hon.
Ngudng quyét dinh CA125 véi két cuc trén bénh nhan suy tim cap

Chung tdi chon ngudng ti wu cua CA125 va NT-proBNP véi két cuc trén bénh
nhan suy tim cap bang chi s6 Youden, chi s6 nay dua vao tong do nhay va do dac
hiéu trir 1, chi s6 Youden c6 gia tri tir 0 d&én 1. Diém s ti da cua Youden phan anh
kha ning phan biét giita gia tri dwong that va duong gia cua tat ca cac gié tri ngudng
c6 thé trén duong cong Receiver Operating characteristic Curve (ROC).

Nghién ctu chung t6i xac dinh hai ngudng quyét dinh téi vu cia CA125 véi
bién cb trén bénh nhan suy tim cap. Véi tr vong do tim mach, CA125 = 113 U/mL
c6 d6 nhay (0,61) va do dic hiéu (0,73), ngudng quyét dinh nay tbi wu hon so voi
CA125 = 35 U/mL (tham chiéu) c6 d6 nhay (0,89) va d6 dic hiéu (0,36). Véi tir vong
do moi nguyén nhan hodc tai nhap vién do suy tim, CA125 = 28 U/mL c6 d6 nhay
(0,88) va do dac hiéu (0,37).

Hién tai, CA125 chua c6 ngudng tién lugng trong suy tim cap. Gia tri ngudng
35 U/mL, dang str dung trong thuc hanh xuét phat tir nghién ctu ung thu[15,156].
Nghién ctru cia Nunez J (2007)[88] trén 529 bénh nhan suy tim cap, tac gia xac dinh
ngudng CA125 = 60 U/mL trong tién doan tir vong do moi nguyén nhan trong vong
6 thang. Nghién ctru khac cia Nunez J (2017)[22] trén 946 bénh nhan suy tim cap,
tac gia xac dinh ngudng 35 U/mL 1a ngudng cia nha san xuat trong tién luong tir
vong do moi nguyén nhan trong 2,6 nam trén bénh nhan suy tim cap. Nhin chung,
cac nghién citu CA125 & bénh nhan suy tim cap thuong chon ngudng 35 U/mL hoic

60 U/mL trong tién lugng tir vong trén bénh nhan suy tim cap[23,88,92].



124

Ngudng quyét dinh NT-proBNP véi két cuc trén bénh nhan suy tim cip

Hién tai chua c6 ngudng quyét dinh thdng nhét trong tién lwong trén bénh nhan
suy tim cap. Nghién ctru ching tdi st dung ngudng quyét dinh NT-proBNP = 7.856
pg/mL véi tir vong do tim mach, c6 do nhay (0,66) va do dac hiéu (0,62). Ddi vai tir
vong do moi nguyén nhan hoac tai nhap vién do suy tim, NT-proBNP = 6.634 pg/mL,
cd do nhay (0,59) va d6 dic hiéu (0,57). Nghién ctru dau tién xac dinh ngudng tién
luong trén bénh nhan suy tim cap 1a nghién ciru ICON (2006)[72], véi 720 bénh nhan
suy tim cap theo ddi trong 76 ngay, nghién ctru xac dinh ngudng NT-proBNP > 5.180
pg/mL gia ting nguy co tir vong hon 5 lan (OR: 5,2; KTC 95%: 2,2 dén 8,1; P <
0,001), ngudng quyét dinh nay c6 do nhay (0,68), d6 dic hiéu (0,72) véi gia tri tién
doan duong (0,19) va gia tri tién doan am (0,96). Nghién ctru cua Joon JY (2019)[24]
xac dinh ngudng tién lugng tir vong do moi nguyén nhan trong 2 nam cita NT-
proBNP, véi NT-proBNP > 5.269 pg/ml c¢6 d9 nhay (0,586) va d¢ dac hiéu (0,685).
Nghién ciu Nunez J (2017)[22] xac dinh ngudng tién lugng tir vong do moi nguyén
nhan trong 2,6 nam 1a 1.000 pg/mL, nghién ctu ndy dua vao ngudng ciia nha san xuat
khuyén céo.
4.2.3. CA125 lién quan véi bién cé trén bénh nhan suy tim cap

Nghién ctru chung t6i xac dinh CA125 lién quan véi tir vong hoac tai nhap vién
do suy tim, két qua nay da duoc hiéu chinh vai tudi, bénh than man, chi sé khéi co
thé, natri huyét thanh, hemoglobin huyét thanh, wrc ché dong van chuyén natri-glucose
2. CA125 cao (CA125 > 113 U/mL) tang hon 3,8 1an nguy co ttr vong do tim mach
(aHR: 3,88; KTC 95%: 1,99 dén 7,57; P < 0,001) (Bang 3.9); va CA125 cao (CA125
>28 U/mL) ting hon 3 1an nguy co tir vong do moi nguyén nhan hoic tai nhap vién
do suy tim (aHR: 3,28; KTC 95%: 1,95 dén 5,49; P < 0,001) (Bang 3.10).

Tuong tu vai cac nghién ctru trude day[157]. Nunez J (2007)[88] thuc hi¢n
nghién ctru trén 529 bénh nhan suy tim cap tai Tay Ban Nha, tac gia xac dinh CA125
lién quan nguy co tir vong do moi nguyén nhan trong vong 6 thang, gia tang tir vong

theo khoang tir phan vi caa CA125, vi nhém tham chiéu 1a ta phan vi thir nhat ciaa
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CA125, nguy co nay ting gap 8 1an bénh nhan trong nhém CA125 ¢ khoang tir phan
vi thtr 4 so véi thi nhat (aHR: 8,41; KTC 95%: 3,24 dén 21,79; P < 0,001), két qua
nay da duoc hiéu chinh véi tudi, gioi, dai thao dudng, phan do NYHA, bénh van tim,
huyét &p tam thu, creatinin va hemoglobin. Ngoai ra, CA125 ciing duoc xac dinh lién
quan véi tir vong hoic tai nhap vién do suy tim, Nunez J (2020)[21] tién hanh nghién
ctru doan hé da trung tdm tai Chau Au trén hai dan sb (2.356 bénh nhan suy tim ning
bao gom suy tim cdp hoic suy tim ngoai trd ning trong dan s phat trién mé hinh;
1.630 bénh nhan suy tim nang tir dan sé kiém dinh mé hinh), tac gia xac dinh nguy
co tir vong do moi nguyén nhan ting 18% mdi logCA125 (HR:1,18; KTC 95%: 1,09
dén 1,28; P <0,001) va gia ting 15% nguy co tr vong do moi nguyén nhan hozc nhap
vién do suy tim mdi logCA125 (HR:1,15; KTC 95%: 1,09 dén1,21,P< 0,001), trong
nghién ctu nay chi yéu la suy tim phan suat téng mau giam (89,3%). Mat khac,
Minana G (2022)[149] nghién ctru trén 2.369 bénh nhan suy tim cap phan suat tbng
mau bao ton, tac gia xac dinh CA125 lién quan véi nguy co tai nhap vién do suy tim.

Ngoai nhitng diém twong dong, nghién citu ching t6i phét hién nhitng khéc biét
sau: (1) xac dinh lién quan cua CA125 véi bién c6 trén dan sé suy tim cap véi phan
suat tong mau that trai giam, giam nhe va bao ton, (2) CA125 cd kha ning phan dinh
trung binh véi tr vong do tim mach (AUC = 0,71), (3) CA125 c6 kha nang tién lugng
bién cb trén dan sé suy tim cap tai Viét Nam. Theo tac gia Sasamoto N (2021)[25],
nghién ciru trén 946 ngudi nit, tc gia nhan thay c6 su khac biét vé nong d¢6 CA125
giita cac chung toc, ndng 46 CA125 thip & chung toc da mau hon so véi da trang.
Nghién ctu chdng t6i khang dinh sy lién quan caa CA125 vai bién ¢6 trén bénh nhan
suy tim cap tai Viét Nam.

Mt khac, diéu trj suy tim ¢ nhiing tién bo dang ké theo thoi gian, véi su ra doi
cua cac nhém thudc méi, e ché thu thé kép angiotensin/neprilysin va thuéc tc ché
kénh ddng van chuyén natri-glucose 2 trén bénh nhan suy tim phan suat tong mau
that trai giam, va thudc e ché kénh dong van chuyén natri-glucose 2 trén bénh nhan

suy tim phan suét tbng mau giam nhe va bao ton. Trong nghién ctu cua ching tdi co
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42,1% bénh nhan st dung thudc e ché kénh dong van chuyén natri-glucose 2. Ngoai
ra, nghién cau c6 ¢& mau Ion nhat xac dinh lién quan CA125 véi cac bién cd trén
bénh nhan suy tim da thuc hién cach nay hon 10 nam (2010 — 2012)[21], chinh vi
vay, gia tri tién luong caa CA125 c6 thé thay trong dan sé suy tim méi. Nghién ciu
ching tdi khang dinh vai trd tién lwong cia CA125 trong dan sb suy tim véi diéu tri
hién hanh.

4.2.4. Pong hoc ciia CA125 va phan ting nguy co trén bénh nhan suy tim cap

Sy thay ddi dau an sinh hoc trong qué trinh theo ddi doc c6 lién quan dén tién
lugng trén bénh nhan suy tim cap. Phan tich dudi nhoém tir nghién ctu so bo
OPTIMIZE-HF (2011)[158], trong nghién cru nay xac dinh thoi diém tbt nhat thuc
hién xét nghiém BNP & bénh nhan suy tim cép, tac gia nhan thay BNP tai thoi diém
Xuat vién (thdng ké C: 0,693) c6 ¥ nghia tién lwgng tir vong do moi nguyén nhan tét
hon tai thoi diém nhap vién (théng ké C: 0,684) . Ngoai ra, su thay doi trén 30% cua
BNP[159] tai ngay 5 sau nhap vién, va NT-proBNP[160] tai thoi diém nhap vién va
tredc thoi diém xuat vién xac dinh nhém bénh nhan cé tién luong tét tir vong do moi
nguy@n nhan trén bénh nhan suy tim cap.

DPong hoc CA125 c6 lién quan véi bién ¢ trén bénh nhan suy tim cap. Nghién
ciu chang toi xac dinh CA125 giam >70% c¢6 y nghia tién lugng ta vong do moi
nguyén nhan hoic tai nhap vién do suy tim, giam 49% bién ¢ nay (aHR: 0,51; KTC
95%: 0,29 dén 0,87; P = 0,014) so v&i nhém khong giam CA125 (Bang 3.12). Két
qua nay da duoc hiéu chinh vai tudi, bénh than man, chi sé khéi co thé, natri huyét
thanh, hemoglobin huyét thanh, wc ché ddng van chuyén natri-glucose 2.

Tuong ty nhu nghién ctru trude day. Nunez J (2012)[161] nghién ciu trén 293
bénh nhan suy tim cip, trong d6 CA125 duoc xét nghiém tai thoi diém xuat vién va
31 ngay sau xuat vién. T4c gia xac dinh lién quan t vong voi thay doi CA125 theo 4
nhom, so véi nhom CA125 binh thuong, nhom CA125 giam nhung khong binh
thuong, nhom CA125 tang nhe, va nhém CA125 tdng cao gia tdng nguy co tir vong

trén bénh nhan suy tim cap. Ngoai lién quan véi tir vong, su thay doi CA125 lién
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quan vai nguy co tai nhap vién do suy tim, Minana Escriva G (2012)[91] nghién ctu
trén 293 bénh nhan suy tim cap, CA125 duoc xét nghiém hai 1an trong ndi vién va 31
ngay sau xuit vién. T4c gia xac dinh nguy co tai nhap vién gia ting theo sy gia ting
cuia CA125 tai hai 1an xét nghiém. Ngoai cac diém twong dong, nghién ctru ching toi
la nghién ctru ddu tién xac dinh ngudng giam CA125 >70% trong tién luong bién cd,
phat hién nay phi hop véi co ché sinh bénh hoc cia CA125 trén bénh nhan suy tim
cap va qui tac bon giam 12 CA125 giam sé& giam phan ¢ng viém, giam sung huyét[162]
va giam bién cb.

Pénh gia su thay doi cua diu an sinh hoc trong thuc hanh can xac dinh thoi
diém thuc hién xét nghiém va su thay doi cia dau an sinh hoc d6. Béi véi CA125,
thoi diém thuc hién xét nghiém trén bénh nhan suy tim cap 12 tai thoi diém nhap vién
va sau xuat vien[92] hoac tai thoi diém xuét vién va lan tai kham dau tién[91,161].
Ngoai thoi diém thuc hién xét nghiém, CA125 nén duoc 1ap lai xét nghiém sau 10
ngay. Lourenco P (2022)[92] nghién ciru trén 262 bénh nhan suy tim cap, CA125
duoc xét nghiém hai lan tai thoi diém nhap vién va sau xuat vién. Tac gia nhan thay
CA125 tai thoi diém nhap vién hodc xuét vién c6 lién quan véi tir vong. Giam CA125
tai thoi diém xuat vién so vai nhap vién, giam 68% nguy co tir vong khi bénh nhan
cd thoi gian nam vién trén 10 ngay (HR: 0,32; KTC 95%: 0,11 dén 0,93; P = 0,04).
Trong cac nghién ctru trude xac dinh sy thay d6i CA125 theo nhém, sy thay doi twong
d6i (thay d6i theo ti 1¢), thay doi tuyét doi déu co y nghia tién lugng tir vong trén bénh
nhan suy tim cap[161]. Nghién ctru chiing t6i xac dinh ngudng thay doi twong dbi,
véi CA125 giam trén 70% la yéu t6 tién luong tir vong do moi nguyén nhan hozc tai
nhap vién do suy tim trén bénh nhan suy tim cap.

Sy thay doi ciia dau an sinh hoc phan anh mic d6 nang caa bénh, 1a co hoi st
dung dau an nay trong huéng dan diéu tri[163,164]. Tir két qua nghién ctru ching i,
nén st dung ngudng quyét dinh CA125 giam >70% la muc tiéu huéng dan diéu tri
trén bénh nhan suy tim cap. CA125 dugc xac dinh c6 thé st dung trong hudng dan

diéu trj trén bénh nhan suy tim véi nghién ctu nho (pilot). Nunez J (2018)[165]
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nghién ctiru 25 bénh nhan suy tim sung huyét khang tri, bo sung thém acetazolamide
v6i diéu tri chuan gidp cai thién tinh trang sung huyét, cai thién gang stc va giam
nong d6 CA125. Trong mét nghién ciru véi 19 bénh nhan suy tim c6 kém theo dai
thao duong tip 2, Nunez J (2018)[166] nhan thay giam CA125 va cai thién kha ning
gang strc sau mot thang khai tri voi empagliflozin. Gan day, Amiguet M (2023)[164]
thue hién phan tich hau dinh trén 90 bénh nhan suy tim phan suit tong méu thét trai
giam, CA125 dugc xét nghiém tai thoi diém vao nghién ciu, 1 thang va 3 thang;
nghién ctru phan tich thay d6i néng do CA125 theo hai nhém (gia duoc va
dapagliflozin), tac gia nhan thiy giam gié tri tuyét doi va tuong dbi caa CA125 ¢
nhom diéu tri dapagliflozin hon so véi nhdm gia duoc tai thoi diém 1 thang va 3
thang. Trong nghién ciru nay, tac gia khong nhan thay sy thay doi tuyét ddi hoic
tuong dbi cia NT-proBNP tai hai thoi diém nay so vai Iic bénh nhan bat dau tham
gia nghién cuu.

4.3. CA125 két hop véi NT-proBNP va mé hinh AHEAD trong tién lwong tir
vong va tai nhap vién ¢ bénh nhan suy tim cap

4.3.1. Két hgp CA125 véi NT-proBNP trong tién lwong tir vong va tai nhap vién
& bénh nhan suy tim cap

4.3.1.1. CA125 va NT-proBNP lién quan két cuc trén bénh nhan suy tim cap

Cho dén hién nay, nghién ctru ctia chling toi 1a nghién ctru doan hé tién ctru dau
tién danh gia su két hop cua CA125 va NT-proBNP trong tién lugng trén bénh nhan
suy tim cap tai Viét Nam. Nghién ctru chung toi xac dinh su két hop CA125 va NT-
proBNP lién quan doc lap véi tar vong do tim mach, va tir vong do moi nguyén nhan
hoac tai nhap vién do suy tim trong 12 thang trén bénh nhan suy tim cép.

Két hop CA125 va NT-proBNP c6 kha nang tién luong tt bién cd trén bénh
nhan suy tim cap. Trong nghién cau ching t6i, ca hai dau an sinh hoc nay cao, hoic
chi mét dau an sinh hoc cao déu gia ting c6 ¥ nghia tir vong do tim mach va tir vong
do moi nguyén nhan hoac tai nhap vién do suy tim. Nghién ctru trudce kia ciing xac

dinh su lién quan caa hai ddu 4n sinh hoc nay véi tir vong trén bénh nhan suy tim cap.
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Joon YJ (2019)[24] nghién cau trén 413 bénh nhan suy tim cip theo dbi trong hai
nim, tac gia xac dinh ting mdi don vi logarit cia CA125 (U/mL), ting nguy co tir
vong 23% (HR: 1,23: KTC 95%: 1,02 dén 1,48, P = 0,030). Tuong tu, ting m&i don
vi logarit cia NT-proBNP (pg/mL), tang nguy co tir vong 22% (HR: 1,22; KTC 95%:
1,01 dén 1,48; P = 0,044). Mot nghién ciu khac véi két qua twong tu, Nunez J
(2010)[23] nghién ctu trén 1.111 bénh nhan suy tim cip, CA125 va BNP cao hoic
mét trong hai dau an sinh hoc cao, gia ting nguy co tir vong do moi nguyén nhan
hoac tir vong do tim mach trong sau thang. Bénh nhan véi ca hai dau an sinh hoc nay
cao tang gap bon lan tir vong so véi nhém c6 hai dau an sinh hoc thap (HR: 4,05;
KTC 95%: 2,54 dén 6,45; P <0,001).

Ngoai ra, theo ddi doc hai dau an sinh hoc nay cé lién quan véi tir vong trén
bénh nhan suy tim cap. Nunez J (2017)[22] nghién ciru trén 946 bénh nhan suy tim
cap, trong nghién ctu nay tac gia thuc hién lién tiép xét nghiém CA125 va NT-
proBNP trong qué trinh theo ddi 2,6 nam. Tac gia xac dinh ca hai CA125 va NT-
proBNP déu lién quan véi tir vong trén bénh nhan suy tim cap, véi duy tri nong do
cao cua hai dau an sinh hoc nay trén bénh nhan tir vong. Tang CA125 mdi 35 U/mL
S0 VGi mirc ban dau ting 5% nguy co tir vong (HR: 1,05; KTC 95%: 1,01 dén 1,09;
P =0,011) va ting NT-proBNP m&i 1.000 pg/mL so véi mirc ban dau ting 4% nguy
co tir vong (HR: 1,04; KTC 95%: 1,02 dén 1,06; P < 0,001).
4.3.1.2. NT-proBNP va CA125 phan tang nguy co trén bénh nhan suy tim cap:
bénh sinh va #ng dung Iam sang

CA125 va NT-proBNP, hai dau an nay c6 nhitng khac biét nhung bo sung cho
nhau. CA125 tong hop trong suy tim qua hién tuong viém, vai hoat hoa té bao trung
biéu md trén Iép 14 thanh céc tang[167,168]. CA125 duoc coi la dau an sung huyét
md va diu 4n tim phai, Minana G (2020)[78] nghién citu trén 2.949 bénh nhan suy
tim cap, tac gia xac dinh cac yéu té anh huong manh nhat dén sy thay d6i cia CA125
la tran dich mang phdi, hé van ba 14 ning. Céc yéu té nay lién quan véi tim phai.

Ngoai ra, Nunez J (2020)[21] nghién ciru trén 2.356 bénh nhan suy tim cap va suy
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tim ngoai trd ning, tac gia xac dinh CA125 lién quan véi cac yéu t6 sung huyét nhu
NT-proBNP, chi s6 sung huyét, natri huyét thanh, phéi c6 ran, va gan to. Cac yéu té
nay déng gop 79,4% su thay doi cia CA125. Nguoc lai, NT-proBNP 14 d4u 4n cua
tim trai, su tang ctia dau an sinh hoc nay do ting strc cang thanh tim, chu yéu tir that
tréi. Tac gia Minana G (2020)[78] nghién ct:u trén bénh nhan suy tim cip ciing Xé4c
dinh yéu t6 anh huéng manh dén sy thay ddi NT-proBNP 1 suy than va suy that trai,
cac yéu to lién quan véi tim trai.

Theo quan diém cua ching tdi, két hop CA125 va NT-proBNP nén duoc wng
dung trong thuc hanh 1am sang véi nhiing 1y do sau. Pau tién, NT-proBNP va CA125
n6 phan anh sinh bénh hoc khac biét trén bénh nhan suy tim, CA125 la dau 4n cua
tim phai con NT-proBNP 1a ddu an cua tim trai[78], su két hop nay gitp danh gia
bénh nhan suy tim mat cach toan di¢n. Thir hai, NT-proBNP cé thoi gian ban huy
ngan (120 phut)[169], trong khi CA125 c6 thoi gian ban huy kéo dai hon (5 — 12
ngay)[79], su két hop nay cung cip thém théng tin huyét dong trudc khi xay ra bién
cd suy tim cap, su két hop cia né giéng nhu duong huyét va HbA1C trong dai thao
duong. Thi ba, nguoc lai voi NT-proBNP, CA125 khong thay doi theo tudi, chuc
nang than, can nang[15]. Thi tu, ca hai c6 ngudng tién lugng doc lap vai l[am sang
va xét nghiém co ban. Cudi cing, ca hai ddu 4n sinh hoc ¢6 sin tai cac trung tam
chim soc st khoe va dac biét chi phi thap caa CA125 tao diéu kién thuan loi gitp
hai dau an sinh hoc nay tng dung trong thuc hanh 1am sang.

4.3.2. CA125 két hop vao mé hinh AHEAD trong tién lweng tir vong va tai nhap
vién & bénh nhan suy tim cap
4.3.2.1. Kha ning phéan dinh bién cé ciaa mo hinh AHEAD

Nghién ctru ching tdi xac dinh lién quan mé hinh AHEAD véi ta vong do moi
nguyén nhan hoic tai nhap vién do suy tim. Nhém AHEAD 4 — 5 tang 1,7 1an tir vong
do moi nguyén nhan hoac tai nhap vién do suy tim (HR: 1,70; KTC 95%: 1,02 dén
2,81, P = 0,041) so voi nhdm AHEAD 0 — 1 (Bang 3.16). Kha ning phan dinh bién
c¢b cua md hinh AHEAD & muc kém (AUC = 0,54 véi tir vong do tim mach, va AUC
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= 0,59 véi tir vong do moi nguyén nhan hoac tai nhap vién do suy tim). Tuy nhién
khi phdi hop voi CA125, kha ning phan dinh mé hinh tién lwong tét hon, AUC= 0,71
véi tir vong do tim mach va 0,65 vaéi tir vong hoac tai nhap vién do suy tim. Kha
nang phan dinh bién cé cia md hinh AHEAD trong nghién ctiu chiing toi thap hon
S0 v6i nghién ciru phat trién md hinh nay, AUC trong nghién ctru phat trién mé hinh
la 0,64[12]. Ruiz-Ruiz F (2019)[170] nghién ct:u trén 180 bénh nhan suy tim cap mai,
tac gia xac dinh AUC caa m6 hinh AHEAD véi tir vong la 0,68. Ngoai ra, Hu WS
(2019)[171] nghién ctu s6 bo trén 404.635 bénh nhan suy tim tai Pai Loan, tac gia
xac dinh kha nang phan dinh t&r vong cia mé hinh AHEAD véi AUC 13 0,6.

M6 hinh tién lugng trong suy tim c6 d6 chinh xac mic do trung binh (thong ké
C: 0,66 = 0,0005), d6 chinh xac sé& thip hon véi tai nhap vién hoic bién ¢ gop tu
vong hoac tai nhap vién (théng ké Cla 0,71 + 0,001, 0,68 + 0,001 va 0,63 + 0,001
véi mo hinh tién lugng tir vong, nhap vién do suy tim, hoac ca hai, theo tha tu)[75].
Kha niang phan dinh caa mé hinh AHEAD trong nghién ciru ching tdi thap cé thé do
hai Iy do sau: (1) thoi gian theo ddi trong nghién cau chiing toi ngan, cac yéu to tién
lwong trong md hinh AHEAD 1a bénh phdi hop, dd chinh xac s& tang khi kéo dai thoi
gian theo ddi (AUC la 0,64 trong 12 thang va 0,75 trong 90 thang)[12]; (2) su ra doi
cua cac thude diéu tri suy tim méi nhu Gc ché dong van chuyén natri-glucose 2 va tc
ché thu thé kép angiotensin/neprilysin cd thé anh huéng dén kha niang phéan dinh cua
m6 hinh hién tai.
4.3.2.2. Két hgp CA125 vao md hinh AHEAD

Chiing t6i danh gia kha nang phan dinh cia CA125 vao mé hinh AHEAD théng
qua 3 chi sb thdng ké: delta théng ké C, chi sé cai thién kha ning phan dinh mé hinh
(ID1) va chi s cai thién kha ning tai phan nhoém (NRI). Theo truyén théng, danh gia
kha ning cai thién phan dinh caa mét dau an sinh hoc méi vao mé hinh tién luong
thong qua théng ké C, dau an sinh hoc mai cai thién mé hinh khi gia ting chi s6 théng

ké C so v6i mo hinh co ban. Tuy nhién, do do nhay thap va han ché phan tang nguy
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co & mirc do ca thé trong mé hinh tién luong da bién[172]. Do d6, mot dau 4n sinh
hoc rat manh mai thay ddi dugc chi sé théng ké C.

Mot trong nhitng truong hop dién hinh trong tim mach 1a thém HDL vao md
hinh Framingham trong tién luong bénh mach vanh. HDL 13 yéu té tién luong bénh
mach vanh, HDL cao giam 35% nguy co bénh mach vanh (HR: 0,65, P <0,001). Khi
thém HDL vao mé hinh Framingham khong cai thién phan dinh, thong qua AUC.
Kha nang phan dinh véi AUC caa md hinh Framingham va mé hinh Framingham
cong them HDL la 0,76 va 0,77, theo thir tu, véi P = 0,092. Tuy nhién, khi thém
HDL vao mé hinh Framingham cai thién phan dinh mé hinh théng qua chi sé DI va
NRI, véi IDI 14 0,009 (P = 0,008) va NRI 14 0,121 (P < 0,001)[173]. Chinh vi vay,
Pencina MJ (2008)[173] d& nghi hai chi s6 théng ké mai, danh gia cai thién phan dinh
md hinh caa dau an sinh hoc méi khi thém vao mé hinh 1a ID1 va NRI. Sau cong bé
bai bao cua tac gia, IDI va NRI duoc chl y va sir dung pho bién trong viéc danh gia
kha ning tién lwong cia mot dau an sinh hoc tiém ning khi thém vao mé hinh tién
lugng truyén thong va phéat trien mé hinh mai[174].

Chung t6i sir dung chi s6 thong ké C dé danh gia kha nang phan dinh mé hinh
AHEAD + CA125 so véi md hinh AHEAD. Ching tdi nhan thay thém CA125 vao
md hinh AHEAD cai thién chi sé thong ké C, delta thong ké C khong di ngang qua
diém 0, két qua nay twong tu Vai tr vong do tim mach, va tir vong do moi nguyén
nhé&n hodc tai nhap vién do suy tim. Nunez J (2020)[21] nghién ctu trén 2.356 bénh
nhan suy tim cap va suy tim ngoai tr(i nang, tac gia nhan thay khi thém CA125 vao
mo hinh BIOSTAT thay doi chi s6 théng ké C vai tir vong do moi nguyén nhan hozc
tai nhap vién do suy tim (delta thong ké C: 0,006; KTC 95%: 0,001 dén 0,010). Tuy
nhién, khong thay d6i chi s6 théng ké C vai tir vong (delta théng ké C: 0,004; KTC
95%: -0,001 dén 0,010).

Déi vai chi s6 thong ké IDI, chiing t6i nhan thay khi thém CA125 vao mé hinh
AHEAD tang 6% kha nang phan dinh gitra nhom tr vong va khéng ta vong (IDI:
0,06; KTC 95%: 0,01 dén 0,12, P =0,007), va ting 8% kha ning phan dinh gifra
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nhém tir vong do moi nguyén nhan hoac tai nhap vién do suy tim va nhdm khdng co
bién ¢ (IDIL: 0,08; KTC 95%: 0,03 dén 0,14, P < 0,001) (Bang 3.17). Két qua
nay twong tu V&i cac nghién ciru trudc. Nunez J (2010)[23] khi thém CA125 vao mo
hinh 1am sang tién luong tur vong trong 6 thang, mé hinh nay duoc xay dung tir cac
bién tién lwong co ban bao gom tudi, giGi, tién cian nhap vién do suy tim cap, suy tim
mét bl cap, huyét ap tam thu tai thoi diém nhap vién, tan sb tim tai thoi diém nhap
vién, rung nhi, tran dich mang phoi, phan suat tdng mau that trai <50%, creatinin,
natri huyét thanh < 130 mEq/L va diéu trj chen thu thé angiotensin va chen beta. Khi
thém CA125 vao mo hinh co ban cai thién 2% tir vong do moi nguyén nhan (IDI:
2,08; P=10,0001) va tang 1,9% khi thém CA125 vao md hinh co ban co BNP (IDI:
1,95; P = 0,0002). Tuong tu, Nunez J (2020)[21] ciing nhan thiy ting kha ning phan
dinh mo6 hinh tr vong trong vong 1 nam khi thém CA125 vao mé hinh BIOSTAT,
CA125 + md hinh BIOSTAT so vai mo hinh BIOSTAT, tang kha nang phan dinh
0,8% (IDI 0,008; KTC 95%: 0,001 dén 0,020; P = 0,010).

Déi vai chi s6 cNRI, khi thém CA125 vao md hinh AHEAD ting 33% tai phan
nhom ding trong nhom c6 tr vong va nhom khéng tir vong (cNRI: 0,33, KTC 95%:
0,15 dén 0,47, P = 0,007), va tang 26% tai phan nhém dung trong nhém tir vong do
moi nguyén nhan hoic tai nhap vién do suy tim (cNRI: 0,26, KTC 95%: 0,17 dén
0,34, P < 0,001) (Bang 3.17). Tuong tu, nghién cuu cua Joon JY (2019)[24] nhan
thay khi thém CA125 vao md hinh 1am sang tir vong trong 2 nam ting kha ning tai
phan nhém 45,3% (NRI: 45,3%, P < 0,001). Ngoai ra, nghién ctu cta Nunez J
(2020)[21] ciing nhan thay, khi thém CA125 vao mo hinh BIOSTAT tién luong tir
vong do moi nguyén nhan, tang kha nang tai phan nhom 13,7% (cNRI: 0,137; KTC
95%: 0,073 dén 0,184; P < 0,001).

T6m lai, nghién ctru chiing t6i x4c dinh kha ning cai thién phan dinh bién cé tu
vong do tim mach va bién cb gop (tir vong do moi nguyén nhan hoic tai nhap vién
do suy tim) khi thém CA125 vao md hinh AHEAD, cai thién ca ba chi s6 thong ké.
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Tir két qua nay, trong thuc hanh 1am sang, ching t6i khuyén cao can két hgp CA125
v6i md hinh AHEAD, str dung trong tién luong bién c6 trén bénh nhan suy tim cap.
4.4. Han ché ciaa cong trinh nghién ciu

Dir liéu nghién ctru ching t6i duoc thu thap theo mét qui trinh nghiém ngat dam
bao do chinh xé4c cua dit liéu. Bén canh d6, nghién ctru chiing toi ciing c6 mot s diém
han ché sau: (1) han ché caa nghién ciru don trung tdm; do d6, nghién ciru c6 thé
khong dai dién cho toan bo dan sb suy tim cap tai Viét Nam; (2) han ché cua nghién
ctru quan sat; mot sé bién sé gay anh hudong dén két cuc khong duoc thu thap nhu
thude diéu tri sau xuat vién va tuan tri cua bénh nhan; (3) nghién ctiru ching t6i thuc
hién trong giai doan dich Covid 19 (Viét Nam c6ng b hét dich ngay 7 thang 7 nim

2023), vi vay c6 thé udc lugng qua muc bién cd bénh nhan do anh hudng dich bénh.
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KET LUAN
Nghién ctu 316 bénh nhan suy tim cép tai Bénh vién Nhan dan Gia Binh tur

14/02/2022 dén 30/11/2023, 6 tudi trung binh 66,6 nam, co ti 1& nam twong duong
nit. Ching t6i rat ra mot s6 két luan sau:
1. X4ac dinh ndng dd va c4c yéu té lién quan véi CA125 & bénh nhan suy tim cap
- Pic diém CA125 & bénh nhan suy tim cip

e CAI125 c6 trung vi 1a 56,0 U/mL (khoang tt phéan vi 1a 27,0 d&én 140,0)

e C0b66,8% (211/316) bénh nhan c6 CA125 cao (CA125>35 U/mL)
- Céc yéu t6 lién quan voi CA125 & bénh nhan suy tim cap

e CA125 ¢ lién quan voi cac yéu té sung huyét (phu chi dudi, chi sé sung huyét,
NT-proBNP, natri huyét thanh, su dich chuyén vong van ba 14 trong thi tam thu,
ap luc tim thu dong mach phoi, va hd van ba 14), cac yéu té nay dong gop 70,4%
su thay d6i CA125.

e Céac yéu t6 dong gop doc 1ap cho sy thay doi CA125 1a phu chi dudi, NT-
proBNP, d6 loc cau than uéc doan, ho van ba 14, va phan suét téng mau thit
trai.

2. CA125 va dong hoc CA125 trong tién doan tir vong va tai nhap vién ¢ bénh
nhan suy tim cap
- Két cyc trén bénh nhan suy tim cap trong 12 thang

e Tilé tr vong do tim mach la 12%

e Tilé tor vong do moi nguyén nhan la 25,6%

e Til¢ to vong do moi nguyén nhan hodc tai nhédp vién do suy tim 1a 45,9%

e Thoi diém xuat hién bién ¢ nhiéu nhat trong hai thang dau tién, chiém 36,8%
cac truong hop tor vong do tim mach va 36,6% tir vong do moi nguyén nhan
hodc tai nhdp vién do suy tim

- Kha nang phan dinh bién cé cua CA125
e CA125 c6 kha ndng phan dinh trung binh véi tir vong do tim mach (AUC =
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0,71), va khong tot v6i tir vong do moi nguyén nhan hodc tai nhap vién do suy
tim (AUC = 0,64).

e CA125 cao c¢o lién quan vdi tang nguy co tir vong do tim mach (aHR: 3,88;
KTC 95%: 1,99 dén 7,57; P < 0,001); va tir vong do moi nguyén nhan hodc tai
nhép vién do suy tim (aHR: 3,28; KTC 95%: 1,95 dén 5,49; P < 0,001).

- CA125 giam >70% c0 lién quan vaéi giam 49% nguy co tir vong do moi nguyén
nhan hoic tai nhap vién do suy tim (aHR: 0,51; KTC 95%: 0,29 dén 0,87; P =
0,014).

3. CA125 két hop véi NT-proBNP va md hinh AHEAD trong tién doean tir vong

va tai nhap vién & bénh nhan suy tim cap.

- CA125 cao hoac/va NT-proBNP cao co lién quan véi tang nguy co tir vong do
tim mach, va tir vong do moi nguyén nhan hoac tai nhap vién do suy tim.

- Kéthop CA125 vao md hinh AHEAD cai thién kha nang phan dinh mé hinh théng
qua ba chi sb théng ké (detlta théng ké C, IDI, cNRI).
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KIEN NGHI
Nghién ctru caa chlng t6i 1a nghién ciru du tién vé CA125 trén bénh nhan suy
tim cap tai Viét Nam. Tur két qua nghién ciru ndy, chung t6i dua ra kién nghi: can
thuce hién nghién ctru da trung tam, ngu nhién, co6 doi chung dé ung dung CA125

trong danh gia sung huyét va tién lwong trén bénh nhan suy tim cap.
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PHU LUC 1
Bang thu thép so liéu

Ho tén BN (viét tit): M4 BN: I
Ngay nhap vién: / I M4 hd so: / I
Ngay xuatvien: /[ [ Ngay khaosat: /[ |

I.Théng tin c& nhan

1. [Nam sinh: Gidi tinh: 0 nam o nor
2. [Dia chi:

3. [S6PTI: S6 DT 2: S6 T 3:
I1. Tién s

1

Nguyén nhan suy tim
o Machvanh o THA 0 Van tim 0 Co tim (ghi rd)

0 Chua o nguyén nhan o Khac (ghi ro)

Co Khéng
2. [Tang huyét ap O O
3. Pai thdo duong O O

Bénh mach vanh o Chup mach vanh o NPGS o MSCT MV
4. [Tién cin nhoi mau co tim: o C6 O O

Tién sir tai luu thdng mach vanh: o C6: oPCl o CABG

5. Bénh van tim | ]

0 Hé van BPMC trung binh-nang o Hé 02 14 TB-nang

o Hep van PMC 0 Hep 02 la
6. [Rung nhi O O
7. Dot quy thiéu mau nao/dot quy xuat huyét m m

8. [Bénh phoi tic nghén man tinh/hen phé quan O O




9. |Bénh than man | |
I11.Kham [am sang
1. |Céan nang: kg Chiéu cao: cm
2. [Huyét ap (tm thu/ tim truong): / mmHg
3. [Tan sd tim | /ph
4. |Sung huyét O 0
0 khong phu 0 mét ca chan 0 dudi géi O trén goi
TM c6 noi O m

5. [Kho tho khi ndm (Orthopnea) 0 0
IV.Siéu am tim (ngay/ thang/nam): | |/ | /20 | |
1. [EF: % o Simpson BP
2. [Kich thudc nhi trai (2D) mm
3. [Van tdc van 3 14: m/s, PAPS mmHg, TAPSE mm
4. |LVEDD/LVESD mm

Bénh van tim: o0 Khéng o Co, Néu co:

VanbDM C: o H6 oHep o TB o Nang
5. Man2la&oHo o Hep 0 TB o Ning

Van3la&:o H6 o Hep o TB o Nang
V.Tri s6 can lam sang  (ngay/ thang/ nam): [ 12022
1. |NT-proBNP: pg/ml
2. ICA125 lan1: Ngay /thang/mam:  / /2022

lan 2: Ngay /thang/nam: [ /2022

3. [Creatinin huyét thanh: o pmol/L
4. | Sodium o mmol/I Postasium ommol/l  Hgb o g/dl
VI. DBiéu trji khi ndm vién
1. |Nitroglycerin o o
2. [Furosemide tinh mach O |




'Van mach/tang co

Thd may

Thay thé than

o g M W

Truyén mau

<

. Thuoc trudc xuat vién

Uc ché men chuyén

Uc ché thu thé

U'c ché thu thé kép angiotensin neprilysin

RN .

Uc ché men chuyén/tic ché thu thé/ e ché thy thé kép angiotensin

neprilysin

SGLT2 inhibitor

Chen thu thé beta

Thudc d6i khang thu thé aldosterone

Lot ti€u quai

©] o N o &

Statin

10. [Khéng dong

11. Khang tap tiéu cau

VIII. Theo doi

1. [Tx vong Ngay/thang/nam / /

2. [Tainhép vién do suy tim

Lan 1 Ngay/thang/nim / /




PHU LUC 2
BAN THONG TIN DANH CHO NGUOIl THAM GIA NGHIEN CUU
VA CHAP THUAN THAM GIA NGHIEN CUU

Tén nghién ctu: GIA TRI CA125 TRONG TIEN POAN TU VONG VA TAI NHAP
VIEN O BENH NHAN SUY TIM CAP

Nha tai tro: KHONG

Nghién ctru vién chinh: ThS.BS. Truong Minh Chau

Pon vi chu tri: Pai Hoc Y Duoc TP. H6 Chi Minh

I. THONG TIN VE NGHIEN CUU
1. Muc dich va tién hanh nghién céu

Ngudi bénh suy tim cap nhap vién cé tién luong rat xau, ti Ié tir vong twong duong
mot s6 loai ung thu. Ti 18 tr vong va tai nhap vién sau 1 ndm 13 45%, tir vong sau 5 nam I3
50%. Do d6 can nhiéu cong cu dé dy bao ti ¢ tir vong va tai nhap vién giup cho bac si 1am
sang du bao chinh xac hon. CA125 1a mot du an sinh hoc tiém ning va rat méi trong vai
tro tién luong két cuc bénh nhan suy tim cip. Chinh vi vay ching tdi moi Ong/Ba tham gia
nghién cuu “Gia tri CA125 trong tién doan tir vong va tai nhap vién bénh nhan suy tim
cap”

Nghién ctru dugc tién hanh tai Khoa Noi tim mach Bénh vién Nhan Dan Gia Dinh tir
thang 01/2022 dén thang 08/2024, véi ngudi bénh duoc chan doan suy tim cap. Néu Ong/Ba
dong y tham gia nghién ctu, Ong/Ba s& ky vao ban dong thuan phia duéi sau khi Ong/Ba
theo ddi thém céc thong tin lién quan dén nghién ciu sau day.

Tién hanh nghién cau: nghién ciru duoc tién hanh khi 6ng ba nhap vién trong 48 gid
sau nhap vién. 1 thang sau 6ng ba dugc ldy mau xét nghiém CA125 , xét nghiém nay 1a mot
xét nghiém chua duoc st dung thudng qui trong suy tim cap va sau d6 mdi 2 thang 6ng ba
tai kham truc tiép tai bénh vién hay dugc nghién ctiu vién goi dién truc tiép trong vong 1
nam, viéc tai kham nay 1a rit can thiét nham gia ting tuan thi trong diéu tri suy tim, mot
yéu té quan trong cai thién tién lwong cho ngudi bénh. Ong/Ba cd thé ngirng tham gia nghién

ctru bat ciru khi ndo trong qué trinh tham gia.




Néu bénh nhan khong thé ki vao bién ban dong thuan trong mét sé tinh huéng, than
nhan c6 thé ki thay thé.
2. Cac nguy co va bit lgi
Nguy co

Nghién ctru khong dem lai nguy co ton thuong hoic gy hai cho Ong/Ba. Nghién
ctru vién chi ghi nhan cac thong tin lién quan dén Ong/Ba dé nghién ciru. Céc thng tin nay
s& duoc ma hoa dé khong ai c6 thé nhan ra Ong/Ba. Ong/Ba duoc diéu tri dira theo Phac dd
cua bénh vién.
Lei ich

Khi Ong/Ba tham gia nghién ctiu s& dugc theo ddi va tu van tét hon. Pac biét khi
nghién ctu két thuc 1a co so dé dua ra nhung khuyén cao mai giup tién luong tét hon cho
ngudi bénh suy tim cap.
Cic diéu khodn khac

Ong/ Ba s& khong phai tra bat ky khoan tién nao khi tham gia nghién cau nay.

Ong/ Ba van s& phai thanh toan cac khoan trong chi phi diéu tri theo qui dinh.
Ngwoi lién hé

Moi thiac mac vé thdng tin nghién ciu, Ong/Ba vui long lién h¢ véi ThS.BS. Truong
Minh Chau — Khoa Nbi tim mach véi sé dién thoai 0908552085 hoic qua hop thu dién tir
chaudrl5@yahoo.com.vn
Sw tw nguyén tham gia

Ong/Ba dugc quyén tu quyét dinh, khdng hé bi ép budc tham gia

Ong/Ba c6 thé rat lui & bat ky thoi diém nao ma khong bi anh huong gi dén viée diéu
tri/cham soc
Tinh bao mat

Tat ca cac thdng tin khi tham gia vao nghién ciu cua dng/ba s& duoc bao mat. Tén
Ong/ Ba duoc viét tat, dung ma sb, nguoi khong co trach nhiém khong duoc tiép can thong
tin. Tén va hinh anh cua 6ng/ba s& khong duoc sir dung cho bat ki hinh thirc nao trong cac
bao cao két qua nghién ciru néu chua c6 su ddng y cia Ong/ Ba.
Il. CHAP THUAN THAM GIA NGHIEN CUU

Toi da doc va hiéu thong tin trén day, di c6 co hoi xem xét va dat cau hoi vé thdng
tin lién quan dén noi dung trong nghién ciru nay. Toi da noi chuyén truc tiép vai nghién ciu

vién va duoc tra loi thoa dang tat ca cac cau hoi. T6i nhan mot ban sao cua Ban Théng tin



cho nguoi tham gia nghién ciru va chap thuan tham gia nghién ciu ndy. Tdi tw nguyén dong

y tham gia.

Chir ky cia ngwoi tham gia:
Ho tén Chir ky

Ngay thang nam

Chir ky ciia Nghién ciru vién/nguwdi 1y chap thuan:

T6i, nguoi ky tén dudi ddy, xac nhan rang bénh nhan/nguoi tinh nguyén tham gia
nghién ciru ky ban chap thuan da doc toan bo ban thong tin trén day, cac thong tin nay da
dugc giai thich can ké cho (1) va (1) da hiéu rd ban chét, cac nguy co va loi ich cua viéc (1)

tham gia vao nghién cau nay.

Ho tén Chit ky

Ngay thang nam

(1): bénh nhan/nguoi tinh nguyén tham gia nghién ciru/ngudi lam ching hoac nguoi dai dién

hop phap.



PHU LUC 3

Hwéng din chan doan va diéu tri suy tim man tinh B§ Y Té nim 2020

BO Y TE CONG HOA XA HQI CHU NGHIA VIET NAM
Doc lap — Tw do — Hanh phic
Sb: 1762/QD-BYT Ha Noi, ngay 17 thang 4 ndam 2020

QUYET PINH
V& viéc ban hanh tai Iu;u chuyén mon
“Hwéng din chin doan va diéu tri suy tim man tinh”

BOQ TRUONG BO Y TE
Can cwr Luat Kham bénh, chita bénh ncam 2009,
Can cir Nghi dinh s6 75/201 7/IND-CP ngay 20 thang 6 nam 2017 cuia Chinh
phti quy dinh chire nang, nhiém vu, quyén han va co cdu (6 chire cia Bo Y té;
Theo dé nghj ciia Cuc truong Cuc Quan Iy kham, chiva bénh,
QUYET PINH:

Pidu 1. Ban hanh kém theo Quyel dinh nay tai liéu chuyén mén “Hudng dan
chan doan va diéu tri suy tim man tinh”

Piéu 2. Tai liéu chuyén moén ‘lllrcmg dan chédn doan va diéu tri suy tim man
tinh™ dugc ap dung tai cac co s kham bénh, chira bénh trong ca nude.

Piéu 3. Quyét dinh nay ¢6 hiéu luc ké tir ngay ky, ban hanh.

Piéu 4. Cac éng, ba: Chanh Vin phong B9, Chanh thanh tra B9, Téng Cuc
mrong, Cuc truong va Vu lurong cac Tong cuc, Cuc, Vu thuéc Bo Y té, Giam ddc
S& Y té cac tinh, thanh phé true thudc trung wong, Giam dbée cac Bénh vién truc
thuéc B Y té, Thu trudng Y té cac nganh chiu trach nhiém thi hanh Quyét dinh

nay./.

Noi nhan: KT. BQ TRUONG
- Nhu Dicu 45 THU TRUONG

- B truong (dé bao cao);

- Céc Thir truong: //' \

- Céng théng tin dién tr B& Y 1&: Website Cuc KCB:
- Luu: VT, KCB, PC.

Nguyén Truong Son



PHU LUC 4
Bang chap thuan hai ddng dao dic nghién ciu y sinh hoc cia Pai hoc Y
Duwogc Thanh phd Hé Chi Minh

PAI HQC Y DUGC TP HO CHI MINH CONG HOA XA HOI CHU NGHIA VIET NAM
HOI PONG PAO PUC TRONG NCYSH DPoc lap — Tw do — Hanh phiic
Sé6: 842 /HPPB-DHYD TP. H6 Chi Minh, ngay 20 thang 4.3 ndm 2021

V/v chap thuan cac van dé dao dirc NCYSH
CHAP THUAN CUA HOI PONG PAO PUC TRONG
NGHIEN CU'U Y SINH HOC PAI HOC Y DUQC TP. HO CHI MINH
lRB VNO1002/IORGO008603/FWA00023448

Can cir Nghi quyét sé 10/NQO-HDT ngay 20/10/2020 cua HGi dong trzrong Pai hoc
Y Duwoe TP. H6 Chi Minh vé viéc ban hanh Quy ché T6 chire va hoat dong cua Pai hoc
Y Dicge TP. H6 Chi Minh;

Can cir Nghi qiyét sé 26/NO-HDT ngay 20/10/2021 cua Hoi dong Trweong Pai hoc
Y Dwge TP. H6 Chi Minh vé viéc diéu chinh mot 6 néi dung tai Nghi quyet s6 10/NQ-
HDT ngay 20/10/2020 cua Hgi dong Trucng vé viéc ban hanh Quy ché té chirc va hoat
dong cua Pai hoc Y Dwge TP. Ho6 Chi Minh,

Can cir Thong tw 04/TT-BYT ngay 5/3/2020 cua Bo triwcng Bo Y @ quy dinh viéc
thanh lap, chitc ndng, nhiém vu va quyén han cua Hoi déng dao dive trong nghién curu
v sinh hoc;

Can cir Quyet dinh sé 3870/OD-DHYD ngay 6/10/2016 cua Hiéu truwong Pai hoc
Y Dwoe TP. H6 Chi Minh vé viéc ban hanh Quy ché té6 chirc va hoat dong cua Hoi dong
dao dhirc trong nghién citu y sinh hoc;

Can cir Quye{ dinh s6 939/0D-DHYD ngay 20/5/2021 cua Hié¢u tricong Pai hoc
Y Diwrge TP. H6 Chi Minh vé viéc thanh lap Hoéi dong dao dire tr ong nghién ciru y sinh
hoe, nhiém ky 2021 - 2026;

Trén co sé xem xét cua thwong truc Hoi déng Pao dire tr ong nghién ciru y sinh hoc
Pai hoc Y Dugce TP. Hé6 Chi Minh ngay 20/12/2021.

Hoi déng dao dirc trong nghién cru y sinh hoc chdp thuin vé cac khia canh dao dirc
trong nghién ciru déi v&i dé tai:
= Tén de tai: Gid tri ciia CA 125 trong tién dodn tir vong va téi nhap vién bénh nhédn suy tim cap.
= Ma sd: 21598 - DHYD
= Ngudi thuc hién: Trwong Minh Chdu - Nghién ciru sinh
= Don vi chu tri: Pai hoc Y Dirge TP.HCM
- Pia diém trién khai nghién ciru: Bénh vién Nhdin Ddn Gia Pinh, Bénh vién Cho Ray
= Thoi gian tién hanh nghién ciru: tir thing 01/2022 dén thang 01/2024
= Phuong thic xét duyét: Qui trinh rit gon
Ngay ch(’§p thugn: 20/12/2021
Luu y: HPDDP c6 thé kiém tra ngiu nhién trong thoi gian tién hanh nghién ciru

KT. HIEU TRUONG TM. HQI PONG

v TRU ONG CHU TICH HOI PONG
DAl HOC J
Y DuUgc
THANH PHO
HO cHl /
O




PHU LUC5

Danh sach bénh nhan tham giam nghién ciu

SO Y TE THANH PHO HO CHI MINH CONG HOA XA HQI CHU NGHIA VIET NAM
BENH VIEN NHAN DAN GIA PINH Pjc lap — Tw do — Hanh phiic

DANH SACH NGUOI BENH THAM GIA NGHIEN CcU'U
TAI BENH VIEN NHAN DAN GIA PINH

Tén dé tai: Gia trj cia CA125 trong tién doan tir vong va tai nhdp vién bénh nhan
suy tim cép.

Nghién ciru vién: TRUONG MINH CHAU

Thoi gian: thang 2/2022 dén thang 10/2023.

STT HOQ VA TEN g‘:nM S;’;H SO NHAP VIEN MA Y TE

1 |TrinThiM 1942 22.042757 | 701310.10015989
2 [Neguydn ThiL 1941 22.011614 | 701310.21062981
3 | TrinhNgoc Q 1956 22.025469 | 701310.22066995
4 | HaThanhL 1957 22.042837 | 701310.22112308
5 | TuThiN 1954 22.051882 | 701310.22134206
6 | Nguyén ThiH 1941 22.025044 | 701310.20087700
7 | Nguyén Van G 1963 22.035406 | 701310.21032488
8 | Uéng Thi G 1937 22.026404 | 701310.22069536
9 |PangThiH 1951 22.026909 | 701310.13129517
10 | Neuy?n Thi N 1942 22.016918 | 701310.16162291
11 | VoThi T 1975 22.016928 | 701310.18164778
12| Hugnh van G 1955 22.016968 | 701310.20158495
13 | BuiThiL 1956 22.026405 | 701310.19044202
14 | Nguyén Van 0 1965 22.017023 | 701310.09017306
15 | Newin ThiD 1938 22.026098 | 701310.21096068
16 | Tran Thi Y 1947 22.028028 | 701310.18192949
17 [YaL 1970 22.018996 | 701310.22049892
18 |DonThi T 1929 22.017718 | 701310.10175152
19 | Truong Van H 1958 22.017626 | 701310.22022349
20 | Nguyén PhiL 1965 22.017826 | 701310.22003172
21 | Chung Sam Y 1935 22.052067 | 701310.22135110
22 | Nguyén Thi T 1935 22.017695 | 701310.22046199
23 | PamTaP 1959 22.020582 | 701310.19014957
24 |LeThiT 1960 22.022136 | 701310.22058070
25 | PaoChiy A 1948 22.034030 | 701310.22089797
26 | Bii Phuong B 1980 22.032045 | 701310.11031681
27 | NguyénKién T 1976 22.021419 | 701310.22008779
28 | Nguyén Van H 1960 22.036993 | 701310.13174652
29 | V6 Quang M 1937 22.042227 | 701310.22075645
30 | V6 Nguyén H 1959 22.022225 | 701310.21078874
31 |Lai VinH 1971 22.013397 | 701310.22034189
32 | Nguyén Van B 1930 22.043215 | 701310.22113327




NAM SINH

STT HQ VA TEN Nam | NG SO NHAP VIEN MA Y TE

33 | Lé Thanh Tudn 1977 22.016425 701310.21059961
34 | Trin Thi M 1945 22.015801 701310.18049034
35 | L& Thanh H 1968 22.041395 701310.22108819
36 | VivanQ 1950 22.047566 701310.22123678
37 | BuiVan K 1970 22.022858 701310.22059793
38 | Tran Van H 1964 22.023745 701310.22050470
39 | V& Hoang H 1977 22.025021 701310.22065690
40 | Nguyén Phic T 1960 22.033646 701310.20135113
41 | Huynh Thi H 1954 22.022610 701310.17070228
42 | Nguyén Thi Hong P 1976 22.042397 701310.22111139
43 | Nguyén Thi C 1961 22.025162 701310.22065733
44 | Nguyén Thi Ngoc T 1965 22.025154 701310.22065804
45 | Phan Van P 1967 22.042128 701310.22110515
46 | Nguyén T 1947 22.053589 701310.22138735
47 | Nguyén Van T 1963 22.053313 701310.22137984
48 | Pham Dic B 1962 22.050138 701310.22130142
49 | Nguyén ThiK 1955 22.044303 701310.16140505
50 | Nguyén Thi T 1957 22.042411 701310.22111170
51 | Nguyén Hong Q 1954 22.039771 701310.22104256
52 | LwuPhat D 1939 22.038486 701310.19089155
53 | Lé Thai Pang K 1974 22.030933 701310.22081755
54 | Pang Ngoc T 1947 22.029902 701310.21024318
55 | Tran Thi L 1962 22.032692 701310.20075596
56 | SinH 1960 22.035715 701310.22094511
57 |LeThiB 1941 22.032501 701310.09000147
58 | ToAnh T 1970 22.025829 701310.19212371
59 | Luu Thanh K 1983 22.028957 701310.22076398
60 | Tran Nguyén Ky L 1999 22.008130 701310.18140918
61 | Tran Thi Minh N 1941 22.009175 701310.18116984
62 | Hoang Vin Q 1958 22.012233 701310.13040733
63 |LéThiX 1934 22.043845 701310.19087762
64 | Tran Thanh H 1964 22.048306 701310.19116400
65 | Duong Minh Q 1994 22.015126 701310.22038794
66 | Tran Thi Tuyét Q 1960 22.012202 701310.18113948
67 | V& Thi Hoa 1937 22.034223 701310.17006384
68 |VoVinN 1971 22.020285 701310.22053320
69 | Nguyén ThiL 1955 22.041202 701310.22108263
70 | Pham Thi H 1936 22.008163 701310.19074098
71 | HO Thi M 1955 22.018208 701310.22011019
72 | Nguyén Xuan H 1979 22.012892 701310.22004410
73 | LoiN 1934 22.033115 701310.18127283
74 | ViiHiu M 1969 22.017479 701310.21057827
75 | Nguyén Vin I 1953 22.009655 701310.19162864
76 | Trinh Van T 1969 22.011708 701310.22006160




NAM SINH

STT HO VA TEN = ——— SO NHAP VIEN MA Y TE
am | Nir

77 | Nguyén Hing T 1944 22.009885 701310.12153501
78 | T6 Van Bao 1950 22.005561 701310.22012756
79 | Tran Thi V 1949 22.009512 701310.11221139
80 |LéNgocK 1965 22.010954 701310.22027911
81 | Nguyén Hoang S 1957 22.014433 701310.22037119
82 | Pham Van T 1955 22.019370 | 701310.22050494
83 | D4 Thi H 1955 22.037561 701310.16072079
84 | Nguyén Thi P 1957 22.010410 | 701310.22025791
85 | Nguyén Thi Méong T 1959 22.030913 701310.17077263
86 | Nguyén Ngoc H 1954 22.022535 701310.16161996
87 | Chéu Xuan T 1933 22.054966 701310.20128571
88 | Tran Thanh Q 1959 22.006496 701310.22015314
89 |LéVinV 1975 22.038090 | 701310.22100628
90 | Nguyén Van T 1942 22.019392 | 701310.09065973
91 |BuiThiH 1924 22.033713 701310.15079038
92 | Nguyén Dirc V 1959 22.046042 701310.21029795
93 | Nguyén Thanh T 1965 22.043216 701310.22112766
94 | Nguyén Thi D 1934 22.013330 701310.11095527
95 | Nguyén Vin A 1949 22.009430 701310.19202189
96 | Nguyén Thi G 1928 22009183 701310.16069575
97 | Nguyén Nguyét P 1949 22.009270 | 701310.22023202
98 | Hoang Thi B 1947 22.038041 701310.15029286
99 | Nguyén Thi b 1937 22.007568 701310.10142502
100 | H6 Thi C 1938 22.010643 701310.14120944
101 | Nguyén Thi Bich T 1958 22.012257 701310.22031153
102 | Huynh Van U 1972 22.013444 701310.15184354
103 | Nguyén Thi T 1962 22012365 701310.21061234
104 [SGAL 1965 22.008208 701310.20109624
105 | Nguyén Qudc T 1965 22.053032 | 701310.13105421
106 | Ly Thi T 1959 22.050696 701310.20007184
107 |BiuN 1942 22.051024 701310.22132467
108 | Hoang Vin C 1935 22.049678 701310.22129204
109 | Nguyén Thi B 1937 22.051028 701310.10128501
110 | Hoang Thi Kim N 1960 22.047071 701310.09049650
111 | Nguyén Van T 1973 22.054224 701310.22024409
112 | Tran Thi H 1952 22.045328 701310.19209232
113 | Nguyén Thanh N 1943 22.052802 701310.12052693
114 | Nguyén Kim H 1953 22.043219 701310.20001213
115 | Tén That Hoang T 1956 22.043737 701310.22058149
116 | Pham Thi G 1949 22.043959 | 701310.22115002
117 | Nguyén Xuin H 1983 22.043492 701310.22113928
118 | Truong Hing S 1941 22.045740 701310.09017246
119 | Huynh Van L 1973 22.047764 701310.22124205
120 | Nguyén Thi U 1943 22.042484 701310.14210452




NAM SINH
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121 | Nguyén Thi C 1952 22.048543 701310.22010291
122 | Huynh Thi Thanh V 1936 22.037314 701310.09031350
123 | Nguyén Thanh M 1963 22.041444 701310.10038077
124 | Pham Hong H 1949 22.054536 701310.13204419
125 | Huynh Thi N 1937 22.040624 701310.22106777
126 | Tran Hiru N 1981 22.032288 701310.19074915
127 |LéThiL 1955 22.054726 701310.09027185
128 | Nguyén Thi B 1975 22.010176 701310.10035328
129 | L& Thi Minh T 1991 22.008988 701310.19044611
130 | Pham Vin T 1956 22.007714 701310.17067053
131 |Pam Thi T 1938 22.008081 701310.09018890
132 | Tran Thj Ngoc G 1993 22.038263 701310.19179509
133 | Nguyén Vin T 1961 22.013058 701310.17081853
134 | Nguyén Thi Kim D 1964 22.006170 701310.18094937
135 | HOo Thi H 1940 22.046247 701310.09134424
136 | Pham Vian T 1955 22.046141 701310.21100276
137 | Nguyén Van H 1966 22.048477 701310.22111729
138 | Nguyén ting Sai G 1965 22.046997 701310.22073013
139 | Pang Vian Khéi 1957 22.036672 701310.22096720
140 |L&ThiG 1963 22.036322 701310.22096031
141 | Nguyén Thi T 1941 22.033208 701310.19188123
142 | Huynh Thj Thién N 1974 22.033976 701310.11103426
143 |LeThiL 1968 22.031198 701310.18146814
144 [LéVanT 1952 22.029836 701310.22078944
145 | Pham Van T 1955 22.032540 701310.22086174
146 | Nguyén Van H 1951 22.030880 701310.22081750
147 | Nguyén ThiL 1946 22.049155 701310.10019980
148 | Pao Thi L 1955 22.022042 701310.22057831
149 | Tran Thi N 1955 22.031915 701310.16067292
150 | Nguyén Ngoc S 1964 22.028862 701310.12139398
151 | Nguyén Hoang P 1958 22.043807 701310.14091676
152 | Huynh Thi S 1954 22.048402 701310.22126012
153 |LéHou T 1958 22.052328 701310.09003045
154 | Nguyén Thanh H 1962 22.044111 701310.12218966
155 | Nguyén Cam Xuan H 1955 22.040492 701310.13162988
156 | Dong Van H 1973 22.051561 701310.22053753
157 | Trdn Van K 1942 22.010231 701310.20105070
158 | Vo Au Mai 1948 22.053775 701310.12086543
159 [LéVan T 1940 22.021607 701310.22056826
160 | Ngo Thi C 1942 22.046865 701310.15038553
161 | Lé Quang P 1965 22.012596 701310.22032033
162 | Nguyén Thi H 1954 22.051137 701310.09077282
163 | Tran Thi Lé H 1963 22.016239 701310.19025523
164 | Nguyén Van H 1955 22.027870 701310.09178502
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165 | Tran Thi H 1967 22.016665 701310.22043513
166 | Nguyén Thi T 1937 22.018559 701310.19063935
167 | Lé ThiM 1961 22.018459 701310.18043522
168 | Pong Thi V 1971 22.018912 701310.19008494
169 | Lé Thanh L 1950 22.020286 701310.21099327
170 | Nhén Thi Kim H 1955 22.017679 701310.11150824
171 | Dwong Van H 1960 22.035412 701310.11108783
172 | Duong Thi L 1937 22.043288 701310.12024951
173 | Trinh Thi U 1950 22.012485 701310.20114167
174 | Lé Van B 1952 22.012429 701310.21006198
175 | Vi Thé H 1944 22.020039 701310.19046983
176 | Nguyén Thi S 1953 22.015025 701310.22038672
177 | Nguyén Minh T 1975 22.044306 701310.15082957
178 | Lé ThiKim L 1956 22.020600 701310.22054327
179 | Tran Van N 1958 22.036392 701310.22096237
180 | Phan Vin N 1954 22.036481 701310.22096384
181 |L&ThiT 1942 22.036085 701310.14038013
182 | Nguyén Thi Kim C 1938 22.045850 701310.09149488
183 |KhwuThi T 1954 22.025356 701310.22066710
184 | Nguyén Thé V 1955 22.028497 701310.20141207
185 [ Nguyén H 1943 22.024593 701310.21075607
186 | Nguyén Van H 1971 22.029733 701310.22078701
187 | Lam Dang Ngoc A 1967 22.029302 701310.21063099
188 | Pao Ngoc T 1933 22.036750 701310.10068600
189 | Mai Van T 1933 22.045284 701310.22064171
190 | Lé Hoai N 1959 22.028094 701310.22074170
191 [L&ThiM 1949 22.051655 701310.09055630
192 | L& ThiC 1953 22.037842 701310.20121520
193 | Ho Pic D 1987 22.044686 701310.12142982
194 | Phan Thanh P 1958 22.041830 701310.19043289
195 | Nguyén Thi T 1936 22.041062 701310.20122360
196 | Pang Thi T 1952 22.023033 701310.21013930
197 | Téng Thi T 1932 22.022844 701310.20010333
198 | Nguyén Kim T 1973 22.023402 701310.22061033
199 | Tran Thi T 1945 22.023008 701310.22060133
200 | Nguyén Hiru H 1957 22.025888 701310.22068055
201 | Tran Thi H 1967 22.049874 701310.22049874
202 | Phuong Tri T 1953 22.040518 701310.20110145
203 | Trinh B 1966 22.043782 701310.22114487
204 | Tran Thi D 1936 22.022397 701310.22058780
205 | Nguyén Thi Thu C 1963 22.017813 701310.17113866
206 | Thai Thi Hué 1936 22.006252 701310.09255510
207 | Huynh Hung D 1962 22.022594 701310.21079427
208 | Huynh Chi H 1959 22.049694 701310.22129228
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209 | Pham Thi T 1948 22.040956 701310.22107601
210 | Nguyén Thi T 1967 22.046171 701310.21048724
211 | Nguyén ThiL 1961 22.014792 701310.13099810
212 | Phan Thi B 1951 22.012929 701310.12032370
213 |LéThiH 1951 22.031008 701310.22082144
214 | Lam Van P 1987 22.035246 701310.21058614
215 | Dinh Thi L 1965 22.049151 701310.22127783
216 | Trdn Vin D 1949 22.033264 701310.09125078
217 | Nguyén Vin C 1960 22.042793 701310.18141162
218 | Truong Anh N 1940 22.047342 701310.22015390
219 | Nguyén Van T 1946 22.051203 701310.19046484
220 | Pham Hong O 1942 22.045391 701310.22009849
221 | Hoang Vin P 1956 22.020355 701310.22053692
222 | Nguyén Ngoc P 1974 22.020180 701310.22053137
223 |LéVan T 1934 22.052744 701310.18044700
224 | Té Thanh P 1972 22.052439 701310.22136058
225 | Téng Chung H 1967 22.017476 701310.22045280
226 | Nguyén Hitu S 1959 22.019454 701310.22051157
227 | Tran Thi T 1941 22.051181 701310.14176333
228 | Huynh Binh A 2004 22.039255 701310.22103319
229 | Hoang Thi Thanh P 1936 22.006417 701310.09045260
230 | Nguyén Thanh N 1964 22.020124 701310.11256638
231 | P4 Thi Kim C 1948 22.029695 701310.15113748
232 | D6 Vian S 1936 22.054786 701310.19026554
233 | Nguyén Van N 1957 22.046633 701310.22121233
234 | Nguyén Thi T 1963 22.022564 701310.22059192
235 | Huynh Thi Thim T 1975 22.044648 701310.21067529
236 | Tran Quic V 1963 22.046580 701310.19091093
237 | P& Ngoc N 1948 22.038692 701310.11244387
238 | Pham Thi My P 1968 22.029893 701310.18120254
239 | Nguyén Trong V 1958 22.028898 701310.11079194
240 | Trinh Bach H 1957 22.017231 701310.22041643
241 |L&ThiQ 1957 22.015014 701310.18201234
242 | Nguyén Minh b 1960 22.029194 701310.16075453
243 | Truong Cong T 1962 22.029812 701310.20097089
244 | Nguyén Thi My L 1955 22.054085 701310.22139788
245 | LuuDuy H 1991 22.023799 701310.22062401
246 | Nguyén Thanh L 1969 22.033259 701310.22087957
247 | Pham Bich P 1969 22.027388 701310.14067847
248 | Nguyén Thi T 1937 22.023835 701310.20052303
249 | Duong Minh L 1988 22.027896 701310.22073620
250 | Ma Thi Ngoc A 1984 22.052354 701310.18034090
251 | Lam Thi N 1982 22.035367 701310.18089823
252 | Liéng Hot Ha T 1995 22.034566 701310.22091411
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am | Nir

253 | Nguyén Thi T 1942 22.031920 701310.17077223
254 | Huynh Thi L 1945 22.031265 701310.10044419
255 | Ho Van D 1973 22.031669 701310.18184638
256 | L& Vib 1971 22.020325 701310.22021958
257 |HaThiT 1936 22.023203 701310.09113275
258 | Triéu Thanh D 1951 22.043841 701310.22009424
259 | Hoang Van V 1955 22.029046 701310.14013567
260 | LéThiK 1944 22.016670 701310.22043521
261 |LéQuyK 1949 22.030737 701310.22081208
262 | Nguyén Thi H 1943 22.032135 701310.22085137
263 | Hau Mac T 1955 22.013836 701310.19055976
264 | Ly ThiN 1978 22.043911 701310.22114917
265 | Tran ThiL 1974 22.027237 701310.22071283
266 | Nguyén Thi Kim D 1982 22.020736 701310.22054676
267 | Thach S 1977 22.020788 701310.21050566
268 | Nguyén Thi Yén N 1990 22.035933 701310.22094881
269 | Vo Kim L 1942 22.018555 701310.22048270
270 | P& Thi X 1951 22.019208 701310.22050584
271 | Nguyén Tan V 1947 22.024637 701310.10081875
272 | Nguyén Thi M 1946 22.025858 701310.14168840
273 | D5 YénP 1972 22.035343 701310.22093679
274 | Nguyén Thi L 1963 22.026189 701310.22033280
275 | Tran Thi L 1953 22.026189 701310.22069008
276 | Truong Bach Y 1944 22.033614 701310.22089035
277 | Tran Thi H 1947 22.049917 701310.22129672
278 | Tran Thanh T 1955 22.044331 701310.22116030
279 | L& ThiR 1967 22.039614 701310.21067142
280 | Nguyén Thi P 1960 22.044217 701310.20098625
281 | Ngé Thi My L 1969 22.033587 701310.16083246
282 | Nguyén Thi L 1934 22.051557 701310.12224123
283 | Thach Thai B 1982 22.027454 701310.22072362
284 |LéVanL 1969 22.050764 701310.15164111
285 | Pham Ngoc M 1970 22.023999 701310.18106867
286 | Vi Quang T 1956 22.023425 701310.22061381
287 | Pham Ho B 1937 22.010602 701310.22026928
288 | Nguyén Ky H 1969 22.046586 701310.22121149
289 | Pao Tién T 1963 22.007564 701310.21043978
290 | Viét Thi Kim H 1959 22.054269 701310.22115445
291 | Nguyén Van H 1960 22.031778 701310.22084167
292 | Nguyén Van T 1961 22.025806 701310.22017654
293 | Nguyén Thi H 1956 22.054737 701310.22141673
294 | Pham Thi Can 1928 22.049499 701310.16167985
295 | Pham Thi H 1935 22.032475 701310.22085999
296 | Vi Pinh T 1971 22.014821 701310.22037922
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297 | L& ThiV 1949 22.037455 701310.18108083
298 | Trdn Ngoc C 1941 22.028412 701310.22075085
299 | Nguyén N 1955 22.028469 701310.22075209
300 | Vo Van U 1946 22.053840 701310.22139322
301 | Nguyén Thi H 1929 22.026936 701310.16007986
302 | Nguyén Vin V 1957 22.034312 701310.22090758
303 | Tran Thi N 1942 22.016395 701310.22040756
304 | Nguyén Thi H 1954 22.042791 701310.22038248
305 | Pham Vin D 1953 22.047577 701310.13180217
306 | Huynh Hitu P 1984 22.012182 701310.22030955
307 | Nguyén Thi U 1948 22.041829 701310.22109475
308 | Tran Chi T 1977 22.048395 701310.22010597
309 | Khwu Thi A 1950 22.042235 701310.22110677
310 | Nguyén Thi Ba 1934 22.040058 701310.12049836
311 | Phong Diép M 1966 22.037804 701310.22035402
312 | TranLé D 1978 22.009387 701310.22012555
313 | Ung Théi C 1974 22.051780 701310.22134177
314 | Nguyén Thi H 1955 22.019558 701310.10063625
315 | Nguyén Thi H 1953 22.021828 701310.22057370
316 [ Ngd Tan T 1993 22.020810 701310.22054805

Thanh phé H6 Chi Minh, ngdy  thing  nam 2024
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