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Cac bworc tieén trong diéu tri suy tim}
tlr khuyén cao ESC 2016 dén nay

CHARM-Alternative? (2003)

SOLVD-T' (1991) 2,028 pafients SHIFTS (2010) PARADIGM-HFT (2014) 0
2 569 patients Candesartan (ARB) vs 6,558 patients 8442 patients EMPEROR:
Enalapril (ACE) vs placebo: placebo: dine (I, inhibitor} vs . an (ARNI) vs Preserved (2021)
= 16% ¥ all-cause mortality 2% O mordelity g HF syt | B/ = gy — DELIVER (2022)
CIBIS I (1999)
2,647 patients
Bisoprolol (BB) vs placebo:
= 34% +Jr all-cauze mortality

2010s

2014 2020

CHARM-Added* (2003) EMPHASIS-HF® {2011)
MERIT-HF? (1999) 5 548 patients T et DAPA-HF (2019)
3991 patients Gandesartan (ARB) vs Eplerenone (MRA) vs EMPEROR-
H;* * ﬂlr;m rm'tﬂilr 15% wl-'cv martality or HF % ~Ir-CVrru'Hly HF )
: . or - or
hospitalization italization VICTORIA (2020

1. SOLVD Investigators. M Engl J Med 1991;325:293-302 2. MERIT-HF study group, Lancet, 1999, 353:2001-7 3. Granger et al. Lancet 2003;362:772-6 4 MchMurray et al. Lancet 2003;362:767-771; 5. Swedberg et al_ Lancet
2010;376:875-85 6. Zannad et al. N Engl) Med 2011;364:11-21; 7. McMurray et al. N Engl | Med 2014;371-953-1004 B CIBIS-L B.

VICTORIA —sGC stimulator — Vericiguat
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050 - (HR 0.90|(95% Cl 0.82-0.98) Placebo

» 5,050 HFrEF (EF>45%) 045 P-yalue 0.019
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r . _3 0.35 =
+ TCBDG chinh: 2 a0
=
CV death, first hHF T "%
> 020
E 0.15
E 0.10 -
3 005 Absolute event reduction 4.2/ 100 pt-yrs
0.00 : : | : : : : :
o] 4 8 12 18 20 24 28 32
Number at Risk: Months Since Randomization
Vericiguat 2526 2009 1621 1154 826 577 348 25
Placebo 2524 2053 1555 1047 772 550 324 110 o

N Engl J Med 2020;382:1883-93.
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VICTORIA (Vericiguat - sGC stimulator)
chwa giam twr vong tim mach

[Cardiovascular Death [HF HospitalizationJ

55 0.55
5 HR 0.93 (5% C10.81-1.06) ] HR 0.90 (95% C10.81-1.00)
I U.SU = [+ 0.50 =
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g 020 - Vericiguat g 0.20
5 g ericigua S =
& 0415 B 015+
3 3
g 010 £ 0.0
3 | 3
Q 005 s
0.00 = T T T T T T T 1 0.00 T T T T T T T 1
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Number atRisk: Months Since Randomization Numberat Risk:  Mionths Since Randomization
Ver ::iul..:f 2528 2376 @56 1468 1070 TTO 487 185 1 Ve il:l:_i iat 2526 2098 1620 1153 825 STT 248
Placebo 2524 2370 1951 1439 1045 TG 471 157 o Flacebo 2524 2052 1554 1096 T 558 223 110 [
N Engl J Med 2020;382-1883-93.

GALACTIC-HF (Omecativ mecabril - Cardiac Myosin Activation)
Chwa giam tw vong tim mach
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Placebo 4112 3310 28E9 2102 1349 p4T 141 Flacebo 4112 3871 3560 222 1788 BdS 201
Omecamtiv mecarbil 4120 3391 2853 2158 1430 700 164 Omecamliv mecarbil 4120 3338 3336 2710 1838 903 224

N Engl J Med 2021, 384:105-116
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Bwdéc tién cia SGLT2i trong diéu tri HFrEF

DAPA-HF EMPEROR-Reduced
(Dapagliflozin) (Empagliflozin)
Not
Tii vong tim mach p=1 33529 significant
Giam ti i
Tt vong do moi 17% . Not
nguyén nhan p=0.022 significant
Nhap vién 30% 30%
(lan dau & tai nhap vien) p=0.00003 p=0.003
Cai thién trigu +28 +1.?
chdng cd nang/ Thay déi KCCQ (8 thang) e e
CLCS P<0.001 p: not applicable

DiF fiéu fir cac nghién ciru riéng biét, khdng nhim muc dich so sanh trre tidp

1 Volume 133, Issue 25, 21 June 2016, Pages 2671-2686; 2. N Engl J Med 201; 36411-2; 3. N Engl J Med 2014, 371:993-1004
4, https./fdoiorgN0NE]/CIRCULATIONAHANE 02351E; 5. doi.org/10.1016/S014£0-6736(10)6T198-1

DAPA-HF: Dapagliflozin giém 21%
nguy co dét tr, roi loan nhip that & ngwng tim

010
1

Placebo - 175/2371
Dapagliflozin - 140/2373

HR 0.79 (95%Cl 0.63-0.99), p=0.037

Cumulative Probability
0.05
1

g
o

T T T T T T T T T
0 a0 180 270 360 450 540 B30 V20
Days since Randomization
Number al risk
Placebo 2371 2317 2257 2202 2047 1599 1196 648 223
Dapaglifiozin 2373 2329 2273 2223 2098 163% 1216 653 227

Placebo

Dapaghflozin

European Heart Journal (2021) 00, 1-12
doi:10.1093/eurheartj/ehab560

CAP NHAT CHAN DOAN VA BIEU TRI BENH LY NGUOI CAO TUOI




HOI NGHI KHOA HOC THUONG NIEN 2023
LIEN CHI HOI LAO KHOA TP.HO CHI MINH

ESC 2021 - SGLT2i dwoc khuyén cao ngay tir bwéc khoi dau
dé giam tr vong cho BN HFrEF

| ESC 2016 - Diéu tri tirng bwoc|

ESC 2021
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Management of HFrEF

To reduce mortality - for all patients

To reduce HF hospitalization/mortality - for selecred patients

=

Eur J Heart Fail. 2016 Aug;18(8):891-975. doi: 101002/ejhf 592
2 ESC/HFA guideline on management of heart failure 2021
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DIEU TRI HFrEF vs HFpEF

HFrEF

ARNI/ACE-i/ARB

[11 2021 ESC Guidelines for the diasnosis and treatment of acute and chronic heart failure ; [21Khuvén cio ciia héi tim mach quéce gia vé chin dodn va digu tri suy tim cip va suv timmman (2022)
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SGLT2-i giup giam tw vong do TM hoac nhap vien vi suy tim o BN HFpEF
T vong do tim mach hoac Nhap vién vi suy tim N Nhap vién lan dau vi suy tim —
100 = Hazard ratio, 0.79 Pl ;f& = 12-|
90 50 (85% Cl, 0.69-0.50) Ly = B0
—_ R e g
% 80 . P=0.001 ,' ARR EE- 5 Empaglifiozin
] i 33% g |
= 2 - Empaglifiozin ]ig . .
o 60 _—_ E = 4 .
o 504 5 & 24
F - 2 o
l:‘: 20 0= — — @ 31 & % 12 15 18 21 24 27 3 13 36
2 30 0 3 6 9 12 15 18 21 24 27 30 33 36 s e e
a - Placebo
Tir vong do tim mach
] e - e b I B | 95%C), 0.76-1.09)
0 3 [ 9 12 15 18 21 21; 27 30 33 36 g 1 Lie e
. Months since Randomization 25 ™
No. at Risk BN & i
Placebo 2991 2888 2786 2706 2627 2424 2066 1821 1534 1278 961 681 400 gE B i Aezin
Empaglifiozin 2997 2928 2843 2780 2708 2401 2134 1858 1578 1332 1005 709 402 I3 ¢ g Lo
E = 44
Empagliflozin giup gidam nguy co tir vong do tim mach hodc nhap B 2
ié i i . 3 & ‘ o . ié a = T T T T T T
vién vi SL{Y t!m o IE!N;HFp!EF, !Jat.lfe co llay b_(!mn!; ooﬂ.'l'B. Hiéu T I v E bk & A & D w s
qua nay chu yéu den tir giam nhap vién vi suy tim Months since Randomization

Hiéu qua cua Empagliflozin theo PSTM
2/3 bénh nhan c6 LVEF 2 50%

Subgroup Empaglifiozin  Placebo Hazard Ratio (95% Cl)
no. of patients with events/total no.
Overall 415/2997 511/2991 HEH 0.79 (0.69-0.90)
Diabetes at baseline
Yes 239/1466 291/1472 (-] 0.79 (0.67-0.94)
No 176/1531 220/1519 | — | 0.78 (0.64-0.95)
LVEF at baseline
<50% 145/995 193/988 —a—] 0.71 (0.57-0.88)
=50% to <60% 138/1028 173/1030 [ 0.80 (0.64-0.99)
=60% 132/974 145/973 —=— 0.87 (0.69-1.10)
No 2331878 306/1866 HElH 0.73 (0.62-0.87)
Yes 182/1119 205/1125 = 0.87 (0.71-1.06)
I I 1
0.25 0.50 1.00 2.00

Empagliflozin Better Placebo Better
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DELIVER: Giam 189% tiéu chi chinh
(Td vong tim mach/suy tim nang han)
Q1 Placebo
610 events
9.6 (8.9-10.4) per 100py
g -
5
8w ] o
5~ Dapagliflozin
g 512 events
= 7.8 (7.2-8.5) per 100py
22 -
o
2 HR 0.82, 95% CI1 0.73-0.92
=0
© w - P =0.0008
NNT = 32
(=
0 1 2 3
Years since Randomization
~r > F ra i~ "~ ra
Ket qua co y nghia tren BN co EF > 60%
Primary Composite All Pafients — . : 0.82(0.73, 0.92)
LVEF < 80% — 0.83(0.73, 0.95)
LVEF = 0% — | 0.78 (0.62, 0.98) |
T
Worsening HF Event Al Patients —i— : 0.79(0.69,0.81) All Patients N = 6263
LVEF < 60% —— 0.77 (0.66, 0.91)
e 0.83 (0.64, 1.07) LVEF < 60% N = 4372 (70%)
: LVEF = 60% N = 1891 (30%)
Hospitalization for Heart Failure All Patients —— | 0.77 (0.67, 0.89)
LVEF < 60% — 0.75 (0.63, 0.89)
—_— 0.82 (0.62, 1.07)
|
|
CV Death Allbatents _ 0.88 (0.74, 1.05)
LVEF < 80% ——8——  0.95(0.78,1.16)
= : 0.68 (0.47, 1.00)
|
All-cause Death All Patients —— 0.94 (0.83, 1.07)
LVEF = 80% —J— 0.97 (0.84, 1.13)
—u—: 0.86 (0.68, 1.09)
Fawvors Dapagliflozin | Favors Placebo
s s 1 am o s
N Engl J Med 2022; 387:1089-1098 Hazard Ratio

CAP NHAT CHAN DOAN VA BIEU TRI BENH LY NGUOI CAO TUOI




HOI NGHI KHOA HOC THUONG NIEN 2023
LIEN CHI HOI LAO KHOA TP.HO CHI MINH

Nghién ctru anh hwéng ctia Dapagliflozin trén ap lwc mao mach phéi bit
trén BN Suy tim PSTM bao ton

Nghién ctru ngau nhién ma déi danh gia hiéu qua cua Dapagliflozin trén huyét déng lac nghi va vin dong
cuia bénh nhan Suy tim PSTM bao tén

Thiét ké nghién ctru

Sor do nghién ciru

Inclusion criteria r \.-
= HFpEF (LVEF 250%) @ \
« NYHA Il N

* PCWP 225 mmHg during exercise
Exclusion criteria

* TIDM

= Cardicmyopathies

* Pericardial disease

Dapagliflozin 10 mg QD

J

Placebo
(n=20)

Dapagliflozin

Placebo QD
= 24dweeks —

= Other causes of dyspnea or HF not
due to HFpEF

Assessment at baseline and 24 weeks

= Invasive exercise testing

+ Hemodynamics by high fidelity
micromanometer catheters

Primary endpoint

* Pulmonary capillary wedge
pressure (PCWP) incorporating
measurements at rest and peak
exercise

ACC.23
wcCcC

Placebo treated
(n=17)

Borlaug, B | 411-14 FCR 3. ACC 2023.

HARCH 4 - 8. 2021
MEW DRLEANS

Nghién clru anh hwéng cua Dapagliflozin trén ap lwc mao mach phéi bit
trén BN Suy tim PSTM bao tén

Thay doi Ap Irc mao mach phéi bit

Thay dbi can nidng, thé dich

Overall mixed model LR p<0.001

I 1
A -3.5 mmHg A -6.1 mmHg

-
L[SE% Cl-6.7; -0.4) {95% C1-11.2; -1.0)
20- p=0.029 p=0.019
| | e o Treatment
A Study Dapagliflozin Placebo effect
Measurement A mean mean -
— period (SD) (SD) estimate
B 104 {95% CI)
E
£ _ . 100.8 98.1
— Body wei Baseline
% 04 - dy weight, kg (26.5) (18.2)
a7 0.2 (-5.9;-1.1)
2 Change
£ Lo 4.2) (2.6)
g : 3,779 3,643
= e Plasma volume, mL  Baseline d 0
= 1
g (346) (755) [285)
L2 j-204 A 170 115 (-510; -60}
o (343) (322)
=30~ Placebo Dapagliflozin Placebo Dapagliflozin
Luc nghi Van dang

ACC.23
wCC

Borlaug, B | 411-14 FCR 3. ACC 2023.

MARCH 4 - 4, 2023

Ew DRLEAMNS

0.006

0.015
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Phan tich gop DAPA-HF va DELIVER (n=11,007)
giam [14%)|tdr vong tim mach

20
1

HR 0.86 (95% Cl 0.76-0.97) p=0.01
Placebo

Dapagliflozin

Cumulative Percentage (%)
10
1

T T T 1 T T T T T | T T
0 80 180 270 360 450 540 630 720 810 900 990 1080
Days since Randomization

vicMurray JJV et al Eur J Heart Fail. 2019;21:665-675
solomon SD et al Eur J Heart Fail 2021;23:1217-1225

Nhin lai hiéu qua cua cac nhom thuéc theo PSTM (EF)

ARB ARNI
Dapagliflozin

B CV death or HF hospitalization c GV death or HF hospitalization
A =2 Erarcion = 036 h =2 Eirtersciion = 0022
P -interaction =0.71 | 5 i i ] ' |
= i & i 2 |
= I jre) i i) I
: g ! e :
= ! £ 104 21,0+
i ! & n=
| s ‘B
I | g 1
" ! 0.8 0.5
| Y, L . S ) e T W . —r T T T T
G - 15 20 25 30 35 40 45 50 55 &0 &5 70 75 15 20 25 30 35 40 45 50 55 B0 65 70 75
Left vertricular ejection fraction (%) Left ventricular sjection fraction (%)
*Companed wih placeba *Cormparsd with snalapi| o valsarian
Empagliflozin MRA Digitalis
CV death or HF hespitalization o CV death or HF hospitalization E CV death or HF hospitalization
s 2.0 2.4 -
5 5 Maon Unemmpﬁim_ E_; P-rieraction = DOOT ! 3 Piinferaofion =013 !
2 £ cubic spline regressicn nodel = | £ !
28 i 2 | £ |
g T 210 2104 .
S S 2 :
§! ; 2 3 |
1 |
E o H T o |
05 0.5+ i
cer Rt E st r e 15 20 25 40 35 4D 45 50 &5 60 €5 T0 75 15 20 25 30 35 40 45 50 55 G0 65 70 75
4
Baselra Lok i Epction Facion i L i
Ecn Ll Left ventricular ejection fraction (%) Lett ventricular ejection fraction (%)
"Comps red with placebo *Compansd velh placsto

Kaondo T & Mclfuray JWW Eur Heart J 2021 Inferaclion between the effect of: (A} the sodum—glucose co-iransporter 2 (3GLT2) empagifiazin; from Bulier ef al - and of {B) the anglofensin recepior blocker (ARE) candesartan;, () the anglotensin receptor-
nepritysin inhibor (ARNI) sacublirl valsarian; (D) the mineralocariicald receptar anfagonists [MRAs) spironolacions and eplerenone; and (E) the dighalls giycoside digaxin according ba baseline L'VEF In the ials reported by Dewan ef 512 and the Digialls
Imvastigation Group®.
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LVEF thay déi theo thi gian va co lién quan dén cac
dac diém cu thé cua bénh nhan

Dién tién®
HFmrEFa | HFpEF
_} : LVEF 40-49%- . LVEF 250%

Yéu t5 lién quan dén dién tién®: Yéu td lién quan phuc héi®:

BTH, Bé&nh tim TMCB, Tré tudi, ni¥, suy tim nhe, théi gian suy tim
theo ddi kém, ngan, it bénh di kem

NT-proBNP cao

Diata from patients with 22 EF measurements in the SwedeHF study (N=4842) between May 2000 and December 2012,

*Reference uses the term HF with midrange EF (EF 40-48%) for this group; "EF decrease; *EF increase.

EF = gjection fraction; HF = heart failure; HFmrEF = heart fafure with mildly reduced ejection fraction; HFpEF = heart failure with preserved ejecton fraction: HFrEF = heart failure wih
reduced ejection fraction; LVEF = left ventricular ejection fraction; NT-proBNP = N-terminal pro-B-type natriurefic peptide.

Savarese G et al. JACC Heart Fail. 2019;7:306-317.

Hiéu qua cua SGLT2i trén dai LVEF

HFimpEF
Dapagliflozin

HEpEF
Similar to that which emerged for ACEI/BB/ MRA Dapagliflozin

Foundational drugs for HF, agnostic of LVEF Empagliflozin
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Cac giai doan suy tim & Chién lwoc diéu tri

Patients at risk for HF but
without current or previous
symptoms/signs of HF
and without structural/
functional heart disease or
abnormal biomarkers

Patients with hypertension,
CVD, diabetes, obesity,
exposure to cardiotoxic

agents, genetic variant for
cardiomyopathy, or family
history of cardiomyapathy

PHFSA

Patients without current or
ﬁ;ﬁ;‘ﬂmﬁmﬂﬂgs Patients with current or
1 ot Tha follnwdnlln:g:g previous symptoms/signs
' Sy of HF

Structural heart disease

i

Evidence of increased
filling pressures

)

Risk factors and

« increased natriuretic
peptide levels or

» persistently elevated
cardiac troponin

in the absence of

competing diagnoses

2022 AHA/ACE guidefine for the g
Heart failure

JH(®) ‘

AHA/ACC/HFSA HF Guidelines

- SGLT2i dudc khuyén cao trén tit ca cac giai doan Suy tim

Stage A
At-Risk for HF

GOMT

of major
medication
classes

GDMT Across HF Stages

StageCand D
Stage B Stage C: Symptomatic HF and Stage D: Advanced HF
Pre-HF HFrEF: LVEF <40% HFmrEF: LVEF 41-49% HFpEF: LVEF 250%

SGLT2i (4-hHF/CV Death)
Class 2a

SGLT2i (J-hHFfCV Death)
Class 2a

Vi lgng tham khdo thong tin ké toa Dapagiifiozin tai Vit Nam

idupndmlle‘hm‘m P& mf wl Carvbral Bustration Online shesd Wpﬁﬂ.lmmmm.
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~ ~
Két luan
Tu vong trén BN suy tim van con rat cao - hon 50% BN tif vong sau 5 nam.
2021, Tiép can diéu tri suy tim da thay doi:
- Co thém SGLT2i
- Phdi hgp cang sém cang t6t cac thudc trong 4 tru cot
SGLTi2- Dapagliflozin gitp BN Suy tim PSTM giam dat ca 3 muc tiéu dieu tri cot loi:
* Giam tf vong tim mach/Td vong do moi NN
* Giam nhap vién
+ Cai thién trieu ching/kha nang van dong/chat ludng cudc song

AHA/ACC khuyén cao SGLT2i xuyén suét cac giai doan suy tim dé giam nhap vién vi suy tim hay

tr vong tim mach

XIN CHAN THANH CAM ON
SU THEO DOI CUA QUY DONG NGHIEP

CAP NHAT CHAN DOAN VA BIEU TRI BENH LY NGUOI CAO TUOI




