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ABSTRACT

Background: Sacubitril/valsartan improves outcomes in heart failure with reduced ejection
fraction (HFrEF) in randomized trials. Real-world data from Vietnam remains limited.

Objectives: To evaluate 12-month clinical outcomes of HFrEF patients treated with and without
sacubitril/valsartan in routine practice.

Methods: An ambispective cohort study of 113 HFrEF patients followed for 12 months. The
primary endpoint was a composite of all-cause mortality or heart failure rehospitalization. Survival
analyses were performed using Kaplan—-Meier and Cox regression models.

Results: Mean age was 65.0 + 15.3 years; baseline EF was 28.8 + 7.7%; 60.2% were NYHA class lll.
At 12 months, all-cause mortality was 9.7%, rehospitalization rate 25.7%, and composite endpoint
28.3%. In unadjusted analysis, ARNI was associated with lower mortality (HR 0.13; p=0.006). After
adjustment for age and baseline eGFR, ARNI remained associated with reduced mortality risk
(HR 0.21; 95% CI 0.055-0.793; p=0.021). However, the association with the composite endpoint
was not significant after adjustment for age and baseline eGFR (HR 0.95; p=0.913). EF improved
significantly in both groups. Adverse events were comparable.

Conclusions: In this observational study, sacubitril/valsartan was associated with lower 12-month
mortality in HFrEF patients, while no significant association was observed for the composite
outcome after adjustment.
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TOM TAT
Patvan dé: Sacubitril/valsartan da chirng minh hiéu qua cai thién tién luong & bénh nhan (BN) suy
tim phan suédt téng mau gidm (STPSTMG) trong céc thir nghiém lam sang. Tuy nhién, di liéu thuc
hanh ldm sang tai Viét Nam con han ché.

Muc tiéu: Khao sat dac diém lam sang va két cuc 12 thang ctia BN STPSTMG diéu tri vGi va khong
vGi sacubitril/valsartan tai Bénh vién Pai hoc Y Dugc TP.HCM.

Ddi twong va phuong phap: Nghién cliru doan hé hoi ciru —tién cru trén 113 BN STPSTMG theo doi
12 thang. Két cuc chinh la bién cd gop (tr vong do moi nguyén nhan hodc tai nhap vién do suy tim).
Phén tich s6ng con st dung Kaplan-Meier va héi quy Cox.

K&t qua: Tudi trung binh 65,0 = 15,3; EF ban dau 28,8 = 7,7%; NYHA lll chiém 60,2%. Sau 12 thang,
t&r vong moi nguyén nhan 9,7%; tai nhap vién do suy tim 25,7%; bién c8 gdp 28,3%. Trong phan tich
don bién, nhém str dung ARNI ¢6 ty L& t&r vong thdp han (HR 0,13; p=0,006). Sau diéu chinh theo
tudiva eGFR nén, ARNIvan lién quan véi nguy co tir vong thap hon (HR 0,21; KTC 95% 0,055-0,793;
p=0,021). Tuy nhién, di vGi bién ¢ gdp, mai lién quan khéng con y nghia sau diéu chinh theo tudi
va eGFR nén (HR 0,95; p=0,913). EF cai thién cd y nghia & ca hai nhém. Ty (& bién ¢c8 bat Lgi tuong
duong gitra hai nhom.

K&t luén: Trong nghién cltu quan sat nay, diéu tri c6 sacubitril/valsartan c6 lién quan véi nguy co i
vong thap hon & bénh nhan STPSTMG sau 12 thang theo déi. Tuy nhién, mai lién quan vdi bién co
gbp khong con y nghia sau diéu chinh céc yéu té nén tang.

Ttr khéa: suy tim phén suat tdng mau giam, sacubitril/valsartan, ARNI, t&f vong, tai nhap vién.

1. DAT VAN DE

Suy tim & hdu qua cudi cung cua nhiéu bénh ly tim
mach va van la nguyén nhan hang dau gay t& vong va tai
nhép vién trén toan thé gidi. Trong dé, suy tim phan suéat
téng mau gidm (STPSTMG) c¢6 tién lugng xau, vdi ty & tor
vong l&n dén 50% trong vong 5 ndm ké tir khi chan doan.
Trong nhitrng ndm gan day, diéu tri STPSTMG da c6 nhiéu
budc ti€n dang ké. Sacubitril/valsartan —thudc (rc ché kép
neprilysinva thu thé angiotensin —da chirng minh hiéu qua
vugt trdi so vdi enalapril trong nghién ciru PARADIGM-HF,
giup gidm t&r vong tim mach va nhap vién do suy tim [1].
K&t qua nay da dua ARNI trg thanh mot trong bén tru cot
diéu trj nén tang trong cac khuyén cdo qudc té€ va trong
nudc [2,3]. Tuy nhién, di liéu vé hiéu qua va tinh an toan
clia sacubitril/valsartan trong thu'c hanh lam sang tai Viét
Nam con han ché, dac biét véi thdi gian theo déi dai hon 6
thang. Do do, nghién cliu nay dugc thuyc hién nham:

(1) Mé ta dac diém lam sang va can lam sang clia bénh
nhan STPSTMG diéu tri ngoai tru; (2) Khao sat két cuc
l&m sang sau 12 thang diéu tri véi va khong vdi sacubitril/
valsartan trong thuc hanh ldm sang.

*Téc gia lien hé

2. D01 TUQONG VA PHUONG PHAP NGHIEN CU'U
2.1. Déi twgng nghién ciru

Nghién ctru bao gdm cac BN = 18 tudi dugc chan doén
suy tim phan suat téng mau giam (EF < 40%) va diéu tri
ngoai tru tai Bénh vién Pai hoc Y Dugc TP.HCM tu thang
2/2022 dén thang 12/2024. Tat ca BN c6 thdi gian theo doi
t6i thiBu 12 thang sau thdi diém bat dau nghién clru.

Tiéu chuan loai trir gdm: mat theo dbi, hd so bénh
an khéng day du dir liéu theo quy trinh nghién ctru hoac
khong dong y tham gia.

Nghién ctru da dugc HOi dong Dao dirc trong nghién cliu
y sinh ctia Bénh vién Dai hoc Y Dugc TP.HCM chép thuén.
Tat ca bénh nhan déu dugc bao méat théng tin theo quy dinh.
2.2. Thiét ké nghién ciru

Nghién ctru doan hé hdi cltu—ti€n clru. Cac bénh nhan
dugc xac dinh tai thai diém bat dau theo dbi (baseline) a
th&i diém kham ngoai tri dau tién trong giai doan nghién
clru. Drliéu nén dugc thu thap tirho so bénh an (hoéi ctru),
sau d6 bénh nhan dugc theo déi tién clu di 12 thang dé
ghi nhan céac két cuc. BN dugc phan vao nhém ARNI néu
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dang st dung sacubitril/valsartan tai thai diém bat dau
theo déi, va nhém khéng ARNI néu khéng str dung thudc
tai thoi diém nay.
2.3. Bién sé nghién ctru

K&t cuc chinh: bién ¢ gép bao gom tr vong do moi
nguyén nhan hoac tdi nhap vién do suy tim trong 12 thang.
Cac két cuc phu gém: t&r vong do moi nguyén nhan, thay
déi EF, NT-proBNP va céac bién c6 an toan bao gom tang
creatinine = 30%, tdng kali = 5,5 mmol/L, tut huyét 4p tam thu
< 100 mmHg. Céc bién ¢6 an toan dugc ghi nhan néu xuét
hién bat ky thdi diém nao trong qué trinh theo d6i 12 thang va
duoc dinh nghia theo bién ¢ dau tién, khong s dung gia tri
x&u nhat hay gia trj tai thoi diém cudi.
2.4. Phan tich théng ké

Bién dinh lugng dugc trinh bay dudi dang trung binh =
dé léch chuan (TB £ SD), so séanh bang phép kiém t-Student
hodc Mann-Whitney U. Bién dinh tinh trinh bay béng tan
s6 va ty & phan tram, so sanh bang phép kiém chi binh
phuong hoac Fisher. Phén tich séng con s dung phuaong
phap Kaplan-Meier va hdi quy Cox dé udc luong HR (hazard
ratio) véi khoang tin cdy 95%. Trong cac trudng hgp cé so
bién c8& rat thap hoac cé 6 bang 0, udc luong HR dugc tinh
todn bang mé hinh Cox vdi hiéu chinh continuity, va két qua
dugc dién giai than trong. Gié tri p < 0,05 dugc xem la cé y
nghia théng ké&. Phan tich dugc thuc hién bang phan mém
R. Do s8 bién c6 han ché, s6 bién dua vao mé hinh da bién
dugc giéi han nham tranh qua khdp, luwa chon dua trén 'y
nghia ldm sang (tudi, chic nang than).
3. KET QUA NGHIEN cU'U
3.1. Dic diém chung ctia mau nghién cttu

Nghién cttu ghi nhan 113 BN STPSTMG, trong d6 88 BN
thuéc nhém s dung ARNI va 25 bénh nhan thudéc nhém
khéng st dung ARNI. Tudi trung binh 65,0 = 15,3 nadm; EF
ban dau 28,8 = 7,7%. Phan l&n BN NYHA llI (60,2%). So
vd&i nhom ARNI, nhdm khéng ARNI c6 creatinine cao hon
va do loc cau than udc doan (eGFR) thdp hon ¢ y nghia
théng ké (p <0,001) (Bang 1).

Bang 1. Pac diém chung clia mau nghién ctu

Pic diém cl;?f:g (:E:;) Iﬁ]:l\?lg p
(n=113) (n=25)

Tudi (nam) 615!:)?3* fo; 6?{‘; 0,540
Giginam (n, %) | 78(69,0)|64(72,7)| 14 (56,0)| 0,142
BMI (kg/m?) 2:;58* 2%”98* 213’;* 0,012
HA tam thu (mmHg) 111‘5';”‘31 ”12”%1 1 11%’2* 0,462
EF (%) 23:3* 23”%* 23”1* 0,760
LVDd (mm) 6%"2* 6%’,‘:;* 5%”?3"’ 0,837
NT-proBNP (pg/mL) 423?87 - 3551211 Gfgf; 0,121
Creatinine (mg/dL) 11”5671* 16?3?61 33’?54* <0,001

Mau Khong
Pac diém chung (:EI;;) ARNI p

(n=113) (n=25)
. 2| 60,7 =% 65,7 = 42,0 =

eGFR (mU/phut/1,73m") 27.5 23.6 33.4 <0,001

eGFR <30 ml/phut(n,%)| 16 (14,2) | 3(3,4) [13(52,0)]| <0,001
. 4,06 = 4,05+ 4,06 =

Kali (mmol/L) 0.55 0.56 0,51 0,944

Bién dinh luong so sénh bang kiém dinh t-Student
hodc Mann-Whitney U; bién dinh tinh bang Chi-square
hodc Fisher. HA: huyét ép, EF: phén suét tong mau; LVDd:
duong kinh thét trai cudi tdm truong;

V& phéan do suy tim theo chic ndng ctia H6i Tim New
York (NYHA), da s6 BN & mic NYHA Il (60,2%), NYHA Il
chiém 34,5%. Bénh dong mac thudng gap la dai thao dudng
(47,8%), bénh than man (39,8%) va rung nhi (28,3%).

3.2. Ty lé sir dung thudc nén tang theo khuyén céao

Ty & st dung day dd 4 nhédm thuéc nén tang tang tur
57,5% lén 64,1% sau 12 thang. Ty & dat = 50% liéu dich
ARNI tang tu 26,1% lén 43,5%. Trong nhom 25 BN chua
dung ARNI trong sudt thoi gian theo doi, cé 10 BN dugc
diéu tri thay thé bang ('c ché men chuyén hodc c ché
thu thé, va 15 BN khoéng dugc diéu tri véi bat ky thudc nao
thudc nhém Grc ché hé renin — angiotensin.

3.3. Bién cd gop va tir vong sau 12 thang

Sau 12 thang theo doi, ghi nhan 11 BN tir vong (9,7%),
trong dé 10 truong hop t& vong do suy tim (8,8%). Ty L€ tai
nhép vién do suy tim la 25,7% (n =29). Bién c& gop (t& vong
do moi nguyén nhan hoac tai nhap vién do suy tim) xay ra & 32
BN (28,3%). Trong 11 ca tirvong, da s& (6 trudng hgp) tirvong
trong vong 3 thang dau theo dai (ty L& tlr vong do moi nguyén
nhan sau 3 thang la 5,3%). Tai nhap vién do suy tim tap trung
chui yéu trong 1 thang dau theo déi vai 10 trudng hap (ty L& tai
nhap vién do suy tim sau 1 thang la 8,8%).

3.4. So sanh bién cd giita nhém cé si* dung ARNI va
khong sr dung ARNI

Khi so sénh gitta nhom c6 str dung ARNI (n=88) va nhém
khéng str dung ARNI (n=25), két qua cho thay bién cd goép
khong khac biét cé y nghia gitra hai nhdm. Tuy nhién khi
phan tich riéng L& tirng két cuc chinh, nhdm ARNI c6 ty L& tur
vong do moi nguyén nhan thap hon céy nghiathéng ké: 5,7%
S0 Vvdi 24,0% (HR 0,13; KTC 95% 0,03-0,56; p=0,006). C4 hai
nhom co ty & séng con tuong duong (khoang 95-100%) &
méc 0-2 thang dau. Nhém khong ARNI bat dau cé tir vong
sdm tlr thang th& nhat. T thang thi 3-5, hai dudng cong
biéu thi ty l& séng con cuia hai nhém bénh nhan tach biét ré.
Nhém khéng dung ARNI gidm nhanh xudng muc 80%, trong
khi nhém duing ARNI duy tri & muc 97% (Bidu dd 1).

Bién c5 gdp (tir vong hofc ti nhap vign)
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Tik vong do moi nguyén nhan

100% ey 0.00
T 94.3%

_____

o ———_=====

Xie suit khong tir vong

25%

—— ARNI (n=88, sy kign: 5)
— = Khang ARNI (n=25, sy kién: 6)

%

Bi€u dd 1. Dudng cong Kaplan-Meier cac két cuc chinh

Trong phén tich Cox da bién diéu chinh theo tudi va
eGFR viéc sir dung ARNI khong con lién quan cé y nghia
V@i bién c8 gop sau 12 thang (HR 0,95; KTC 95% 0,38-2,36;
p=0,913). (Bang 2A). D&i vdi tr vong do moi nguyén nhan,
sau diéu chinh theo tuéi va eGFR, st dung ARNI lién quan
vGi nguy ca tir vong thap hon (HR 0,21; KTC 95% 0,055~
0,793; p=0,021) (Bang 2B).

Bang 2A. Phan tich Cox da bién d6i vdi bién c6 gép sau

12 thang
Bign s6 HR KTC 95% p
St dung ARNI
(06 sovdrkhong) 0,95 | 0,38-2,36 | 0,913
Tudi (m&i 1 n&m tang) 1,01 | 0,99-1,04 | 0,346
eGFR ban dau
(i 1 mU/phut téng) 0,89 | 0,97-1,01 | 0,254

Bang 2B. Phan tich Cox da bién d&i véi tir vong moi
nguyén nhan

Bién s6 HR KTC 95% p
St dung ARNI 0,21 |0,055-0,793| 0,021
(c6 so vai khong)
Tudi (mi 1 ndm tang) 1,03 | 0,99-1,07 | 0,115
eGFR ban dau
(mi 1 mU/phut téng) 0,98 | 0,95-1,01 | 0,769

HR: hazard ratio; KTC: khoang tin cay;

Trong 88 BN c6 str dung ARNI, nhdm bénh nhan dugc
dung thudc vdi lisu dat = 50% liéu dich theo khuyén cédo
(= 200 mg/ngay) cé ty L& tr vong do moi nguyén nhan thap
hon cé y nghia so v&i nhém lieu < 200mg/ngay (0,0% so Vdi
10,0%, HR 0,17, KTC 95% 0,03-0,98, p = 0,047). Ty & bién
c6 gdp & nhém lidu = 200 mg/ngay cling thap han (15,8% so
vGi 34,0%, HR 0,46, p = 0,056), dat gan ngudng cd y nghia
théng ké. Do s6 bién cé thap va tlr vong do moi nguyén
nhan & nhém st dung lidu ARNI = 200mg bang 0, két qua

ARNI =
200mg
(n=38)

ARNI<| HR
200mg | (KTC p
(n=50) | 95%)

Bién co

0,49
(0,21-
1,13)

6 16

Tai nhap vién do suy tim (15,8%)| (32,0%)

0,085

0,46
(0,20-
1,04)

A 6 17
Bién cb gop (15,8%)| (34,0%) 0,056

3.5. Cai thién phan suat téng mau va NT-proBNP

EF cai thién & ca hai nhdm sau 12 thang. Nnom cé s
dung ARNI c6 EF tang ttr28,8 +7,9 % 1én 44,0 +14,7 % (p <
0,001), nhém khong sir dung ARNI tang tir 30,4 £5,7 % lén
51,44+12,2 % (p < 0,001). Tuy nhién su cdi thién EF nay lai
khéac biét khong cé y nghia théng ké gitra hai nhém bénh
nhan (p = 0,172) (Biéu db 2).

So sanh mirc d6 cai thién EF gilra nhém ARNI va khéng ARNI

45

p = 0.172 (NS)

+20.9 £ 13.8%

35 —_
+15.2 % 15.4%

ARNI Khéng ARNI
n=8 n=25

Bi€u dd 2. Cai thién phan suat tdng mau sau 12 thang

Ty l& NT-proBNP < 1000 pg/mL tai thoi diém két thuc theo
doi twong duong gitra hai nhém, 55,6% & nhém co6 dung
ARNI so vGi 50,0% & nhom khéng dung ARNI (p = 1,000).
3.6. Tinh an toan

Ty L& bién ¢ béat lgi tuong duong gitta nhém co sir dung
ARNIva khoéng sir dung ARNI. Tang creatinine = 30% ghi nhan
véity & 22,7% dnhém dung ARNI so vGi 24,0% & nhdm khong
dung ARNI (p=1,000). Tut huy&t &p tdm thu < 100 mmHg c6
xu hudng cao hon & nhom dung ARNI (30,7% so vdi 16,0%)
nhung chua dat y nghia thong ké (p=0,205).

SO trudng hop phai ngung thubc trong qua trinh theo
d6i 8 nhém cé dung ARNI thép, trong dé cac nguyén nhéan
dan dén ngung thudc chu y&u do huyét ap thap va xay
ra cac bién cd vé than bao gbm tén thuong than cép va
bé&nh than man tién trién. M6t bénh nhan cé thé cé nhiéu
nguyén nhan ngung thudc (Bang 4).

Bang 4. Ty l& ngung thuéc do tac dung bat lgi

phan tich liéu can dugc dién giai than trong. (Bang 3). Neuva R T0>T3 T3>T6 | T6-T12
A o . B SR ; guyén nhan ngung _ _ _
Bang 3. Ty L& bién c6 sau 12 thang theo dbi giira 2 nhém (n=7) (n=2) (n=4)
lieu ARNI Bi&n c6 vé than 4(57.1%) |1 (50.0%) | 2 (50.0%)
o ARNI= [ ARNI<| HR Tang Kali > 5.0 1(14.3%) | 2(100%) | 0 (0%)
Bién co 200mg | 200mg | (KTC p
(n=38) | (n=50) | 95%) Tut HA tam thu < 100 mmHg | 4 (57.1%) | 0(0%) | 2 (50%)
. _ o 0 5 0,17 4. BAN LUAN
Tirvong domoinguyennhan | goc) |(10,00) (g’gg’)' 0,047 Nghién cttu doan hé trén 113 bénh nhan STPSTMG
’ diéu tri ngoai tru tai Bénh vién Dai hoc Y Dugc TP.HCM

>
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cung cap dit liéu thue hanh lam sang 12 thang vé hiéu qua
va tinh an toan cla sacubitril/valsartan.

Vé dac diém dan s6, tudi trung binh 65,0 = 15,3 nam
tuong doéng véi nghién ciu PARADIGM-HF (63,8 tudi)
[1]. Tuy nhién, ty l& bénh nhan NYHA Ill trong nghién ctu
clia chuing t6i cao hon (60,2% so vGi khoang 25% trong
PARADIGM-HF), phan anh mic do bénh nang hon trong
thuc hanh [dm sang tai trung tdm diéu tri chuyén sau. EF
trung binh ban dau tuong tu cac nghién ciu thuc t€ khac
tai chauA.

Trong phan tich don bién, nhém s dung ARNI c6 ty L& tor
vong thap hon dang ké so v&i nhdm khéng sir dung. Sau diéu
chinh theo tuéi va chlc nang than, mai lién quan gilta ARNI
va nguy co tirvong van con y nghia théng ké. K&t qua nay phu
hop vai xu huéng Loi ich tir vong ghi nhan trong PARADIGM-
HF [1], du thiét k& nghién cttu va dan sé khac biét.

Tuy nhién, d&i v&i bién c6 gép, mai lién quan khong
con daty nghia sau khi diéu chinh theo tuéi va eGFR. Diéu
nay c6 thé phan anh mot s6 yéu t8. Thi¥ nhat, sy khac biét
rat lén vé chirc nang than gira hai nhom tai thai diém ban
dau cho thay kha nang ton tai hién tugng confounding by
indication, khi cac bénh nhan nang hon hodc c6 chéng
chi dinh tuwong dai it dugc chi dinh ARNI. Do dd, méi lién
quan gitra ARNI va nguy co tir vong thap hon trong nghién
ctu nay khéng nén dugc dién giai nhu méi quan hé nhan
qua. Th hai, bién c8 gdp trong nghién ctu chl yéu bi chi
ph&i bdi tai nhap vién, vén phu thudc nhiéu yéu t6 ngoai
diéu tri ndi khoa nhu tuan thu, kiém soat dich va kha nang
ti€p can cham soc y té.

Ty L& tai nhap vién khong khac biét co y nghia gilra hai
nhém, tuong ty mot s6 quan sat trudc day [1]. Diéu nay
cho thay viéc t6i uu hoéa toan dién diéu tri suy tim van
doéng vai trd quan trong bén canh lua chon thudc.

C4a hai nhém déu ghi nhéan cai thién EF c6 y nghia sau
12 thang. Murc tdng EF & nhém ARNI tuong dong vdi xu
huéng cai thién cdu tric va chic nang tim dugc bao céo
trong nghién citu PROVE-HF [6]. Ngudng NT-proBNP <
1.000 pg/mL - lién quan tién lugng t6t hon & bénh nhan
suy tim [7] - dat dugc & khoang mot nira s6 bénh nhan
con s6ng tai thoi diém k&t thic theo ddi. Mac du muc cai
thién EF tuyét d&i & nhom khong ARNI cao hon, su khac
biét gitra hai nhém khéng c6 y nghia théng ké, c6 thé do
sai khac vé dac diém ban dau gitra hai nhém, déc biét (a
chirc nang than va kha nang dung nap diéu tri, cing nhu
c& mau han ché&. Ngoai ra, sy cai thién EF c6 thé chiu anh
hudng bdi cac yéu td khac ngoai ARNI nhu t8i wu hoa diéu
tri nén tang.

V& tinh an toan, ty & bién cd bt lgi gilta hai nhém
tuwong duong. Tut huyét ap a bién c8 thudng gap nhat &
nhém ARNI, phi hgp véi dif lidu tir PARADIGM-HF [8]. Ty
& ngung thudc do tac dung phu thép, cho thay kha nang
dung nap 6t trong diéu kién thy'c hanh lam sang.

Nghién cltu cé mot s6 han ché. Pay la nghién clu
quan sat don trung tdm véi c8 mau han ché, do dé khéng
loai trir hoan toan céc yéu t8 gay nhiéu con sét lai. Sy
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khac biét dang ké vé chirc ndng than nén gitra hai nhém
c6 thé anh hudng dén két cuc. Ngoai ra, thdi gian theo dbi
12 thang c6 thé chua du dé danh gia day du céc bién cd
dai han.

5. KET LUAN

Viéc str dung sacubitril/valsartan dugc quan sat co
lién quan v@i nguy cd tir vong thap hon trong thuc hanh
lam sang diéu tri STPSTMG. Tuy nhién, do ban chat nghién
clu quan sat va su khac biét dang k& vé dac diém nén
gitta cac nhom, két qua can dugc dién giai than trong.
Sacubitril/valsartan dugc dung nap t6t, véi ty 1& bién co
bat lgi tuong duong nhom khéng st dung.

6. KIEN NGHI

Sacubitril/valsartan nén dugc can nhac s dung va t6i
wu liu didu tri STPSTMG khi khong cé chéng chi dinh. Can
thém cac nghién clu da trung tdm véi c8 mau lén hon va
thdi gian theo ddi dai hon dé xac nhan cac két qua trong
thye hanh lam sang tai Viét Nam.
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