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I. TONG QUAN BENH HOC

DICH TE
Ti LETU VONG
- Iy [ Sl‘Jy tim hién nay trén thé gi¢i wdc tinh 64,34 31% |®@18%
trieu treong hop. Bénh tim mach| Bénh khong lay
A~ A A > N o hiém kha
- Trén 50% bénh nhan t& vong trong vong 5 nam , e ".';':% ‘
sau khi dwoc chan doan suy tim. Ung thur Bénh truyén nhiém,
- Hon 1 triéu ngwdi phai nhap vién méi nam (& My 779% B ®6%  cncehienan
va chau AU) Bénhho hap  déndinh dudng
. 5 R N PEETIN Ve , man tinh
- Ty |& suy tim tang theo tudi va c6 lién quan dén cac cr.11ff
~ . N 7 ru s ~ - an thuon
bénh di kem khac nhw dai thao dwdong type 2, tang ® 4% ?
huyeét ap va béo phi. s
Cac nguyén nhan gay tw vong tai Viét Nam (WHO 2016).
Ty I& suy tim dwoc dw béo tang tr 2012 dén 2030, &nh hwdng dén hon

nguwdi trén 18 tudi.[?!

[1]. Lippi G, Sanchis-Gomar F. Global epidemiology and future trends of heart failure. AME Med J 2020;5:15.
[2]. Heidenreich PA et al. Forecasting the impact of heart failure in the United States: a policy statement from the American
Heart Association. Circ Heart Fail. 2013;6(3):606-619. 4
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Suy tim la mét héi ching lam
sang trong dé chwc nang tim
khéng dap (rng dd vé&i nhu cau
chuyén héa cua co thé. Suy tim
c6 thé do cac bat thuwong vé
cdu tric hoac chirc nang tim
lam gidm kha nang tébng mau
hodc d6 day that.
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McDonagh TA, Metra M, Adamo M, et al. Eur Heart J. 2021;42(36):3599-3726.

Adapted from: Maron & Rocco, 2011
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Table 3.1 Definition of heart failure with preserved (HFpEF), mid-range (HFmrEF) and reduced ejection fraction

(HFrEF)

ESC 2016

Type of HF HFrEF

HFpEF

1 | Symptoms % Signs’

Symptoms * Signs’

Symptoms * Signs*

2 | LVEF <40%

LVEF 40-49%

LVEF =50%

CRITERIA
Lo

|. Elevated levels of natriuretic peptides”;
2. At least one additional criterion:

a. relevant structural heart disease (LVH and/or LAE),

b. diastolic dysfunction (for details see Section 4.3.2).

I Elevated levels of natriuretic peptides®;

2. At least one additional criterion:
a.relevant structural heart disease (LVH and/or LAE),
b. diastolic dysfunction (for details see Section 4.3.2).

Table 3.2: Definition of heart failure with reduced ejection fraction (HFrEF), mildly reduced ejection fraction

(HFmrEF) and preserved ejection fraction (HFpEF). ESC 2021
Type of HF HFrEF HFmMrEF HFpEF
i a i a
< 1 | symptoms * Signs? Symptoms =+ Signs Symptoms =+ Signs
[i4
E 2 | LVEF <40% LVEF 41-49% ® LVEF 250%
% Objective evidence of cardiac structural and/or functional
3 abnormalities consistent with the presence of LV diastolic
dysfunction/raised LV filling pressures, including raised
natriuretic peptides®

[1]. Ponikowski P, Voors AA, Anker SD, et al. Eur J Heart Fail. 2016;18(8):891-975.
[2]. McDonagh TA, Metra M, Adamo M, et al. Eur Heart J. 2021;42(36):3599-3726.

ESC 2021 c6 sy thay ddi
trong phan loai suy tim theo
phan suét tdbng mau. Nhém
suy tim v&i phan suéat téng
mau giam nhe (HFmrEF),
phan loai dwa vao LVEF,
ddu hiéu va triéu chirng 1am
sang, khéng can dua vao s
thay dbi vé cau tric va chirc
nang tim nhw ESC 2016.
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MUC TIEU DIEU TRI
@ MUC TIEU

P R 4 h 4 D 4
Cai thién ty
Cai thién 1é t&r vong Cai thién Lam cham
triéu chirng | va tai nhap chat lvgng tién trién
suy tim vién do suy cudc song cla bénh
tim
- y @ AN P @ /

McDonagh TA, Metra M, Adamo M, et al. Eur Heart J. 2021;42(36):3599-3726. 7
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THUOC PIEU TRI

Céc thudc chinh trong diéu tri suy tim phan suat tdbng mau giam

L Uechmen ehuysnACEA L Candesartan 4hoac 8 mg x 1 laningay 32 mg x 1 laningay
Captopr 6,25 mg x 3 lan/ngay 50 mg x 3 laningay Valsartan 40 x 2 lan/ngay 160 mg x 2 lan/ngay
Enalapril 2,5mg x 2 Iénlnjgéy 10-20mg x 2 Iénlngéy Losartan 50 mg X 1 An Ingay 150 mg x 1 AN Ingay
Lisinopril 2,5-5mg x 1 lan/ngay 20-35mg x 1 lan/ngay
Ramipril 2.5mg x 1 l&n/ngay 5mg x 2 lAn/ngay _

_ Spironolactone 12.5mg x 1 lan/ngay 25-50mg x 1 lan/ngay
Bisoprolol 1,25 mg x 1 [An/ngay 10 mg x 1 lan/ngay _
e 3,125mg x 2 lAn/ngay 25-50mg x 2 lan/ngay Sacubitril - valsartan 100 mg x 2 lan/ngay 200 x 2 lan/ngay
Metoprolol succunate 12,5 mg x 1 lan/ngay 200mg x 1 [an/ngay
Nebivolol 1,25 mg x 1 lan/ngay 10 mg x 1 lan/ngay

La nhirng thubc tru cot chinh, cé vai trd trong cai thién triéu chirng, gidm ti 1 t& vong va tai
nhap vién do suy tim & bénh nhan suy tim phéan suat tong mau giam (HFrEF)

Ponikowski P, Voors AA, Anker SD, et al. Eur J Heart Fail. 2016;18(8):891-975. 8
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THUOC PIEU TRI .

@ ESC 2021

European Society
of Cardiology

(Clm f)

SGLT-2i
(Dapagliflozin/Empagliflozin)

.
chinh thtrc tré thanh mot w w 3
trong céac tru cot chinh trong """”‘“PP’“P”"“ or inappropriate QRS =130 ms
diéu tri suy tim phan suat

]
tbng mau gidm, bat ké cé Nm..,ch,.mz. ml%l??
hay khong BDTD. (e (Class la) :

f
If symptoms persist, consider therapies
‘ with Class Il recommendations
@ESC—

McDonagh TA, Metra M, Adamo M, et al. Eur Heart J. 2021;42(36):3599-3726. 9
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THUOC PIEU TRI

Nhirng Igi ich trén tim mach SGLT-2i mang lai la gi?
Nhirng bang chirng nao dan dén s thay déi trong
khuyén céo clia ESC?

I ’ or oral use only. {/,
‘- . | — £\
' Empagifionin  Empagifiozin | e m \(
[ iérdianw Jardiance® XIga. ‘
(dapagliflozin) 30 tablets
Tablet
mw Antidiabet

.....
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The Story of SGLT2 Inhibition in Heart Failure

Diabetes Diabetes and Non-Diabetes
o

Pre-clinical e Detectable
(subclinical) stage cardiac
of the disease of the disease involvement

Ty

Normal End-stage
Ventricular DECLARE-TIMI 58 EMPEROR-P d Heart Failure
- rreserve
Function
EMPA-REG OUTCOME EMPEROR-Reduced

HF Prevention HF Treatment

0 years 10 years

12
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LOI iCH TIM MACH O BENH NHAN BTP TYPE I

Patients Events Events per Weight HR HR (95% Cl)
1000 patient-years (%)

Treatment (n/N) Placebo (n/N) Treatment Placebo
Patients with atherosclerotic cardiovascular disease
EMPA-REG OUTCOME 4687/7020 2333/7020 772 374 439 294 —— 0-86 (0.74-0-99)
CANVAS Program 3756/6656 2900/6656 796 341 413 324 —— 0-82 (0-72-0-95)
DECLARE-TIMI 58 3474/6974 3500/6974 1020 368 410 382 —— 0-90(0-79-1.02)
Fixed effects model for atherosclerotic cardiovascular disease (p=0-0002) - 0-86 (0-80-0-93)
Patients with multiple risk factors
CANVAS Program 2039/3486 1447/3486 215 15.8 155 25.9 0-98 (0-74-1-30)
DECLARE-TIMI 58 5108/10186 5078/10186 539 13-4 133 741 1-01(0-86-1-20)
Fixed effects model for multiple risk factors (p=0-98) 1.00 (0-87-1-16)

035 050 1.00 250
Favours treatment Favours placebo

Figure 1: Meta-analysis of SGLT2i trials on the composite of myocardial infarction, stroke, and cardiovascular death (major adverse cardiovascular events)
stratified by the presence of established atherosclerotic cardiovascular disease

Phan tich tbng hop cac nghién ctru I&n trén dbi twong BN DTD type 1l cho thay
SGLT-2i gidam 11% céc bién cb tim mach chinh (HR = 0.89, 95% CI 0.83-0.96,
p=0.0014; appendix)

Zelniker TA, Wiviott SD, Raz I, et al. Lancet. 2019;393(10166):31-39. 13
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LOI iCH TIM MACH O BENH NHAN BTP TYPE I

Patients Events Events per 1000 Weight HR HR (95% CI)
patient-years (%)

Treatment (n/N) Placebo (n/N) Treatment Placebo
Patients with atherosclerotic cardiovascular disease
EMPA-REGOUTCOME 4687/7020  2333/7020 463 197 301 309 —a— 0-66 (0-55-079)
CANVAS Program 3756/6656 2900/6656 524 21.0 274 328 —i— 0-77 (0-65-0-92)
DECLARE-TIMI 58 3474/6974 3500/6974 597 19-9 239 36-4 —— 0-83(0-71-0-98
Fixed effects model for atherosclerotic cardiovascular disease (p<0-0001) - 0-76 (0-69-0-84)

Patients with multiple risk factors

CANVAS Program 2039/3486 1447/3486 128 89 9.8 302 —a— 0-83 (0:58-119)
DECLARE-TIMI 58 5108/10186  5078/10186 316 7:0 8-4 69-8 —— 0-84 (0-67-1.04)
Fixed effects model for multiple risk factors (p=0-0634) " 0-84 (0-69-1-01)
035 050 1.00 250
‘—
Favours treatment Favours placebo

Figure 2: Meta-analysis of SGLT2i trials on hospitalisation for heart failure and cardiovascular death stratified by the presence of established atherosclerotic
cardiovascular disease

SGLT-2i giam 23% nguy co t&r vong do tim mach va nhap vién do suy tim (HR =
0.77, 95% CI 0.71-0.84, p<0.0001), giam 31% ty Ié nh&p vién do suy tim (HR =

0.69, 95% CIl 0.61-0.79, p<0.0001; appendix)

Zelniker TA, Wiviott SD, Raz I, et al. Lancet. 2019;393(10166):31-39.

14
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LOI iCH TIM MACH O BENH NHAN BTP TYPE I

) TRUNG TAM DI & ADR QUOC GIA
DI (\B’ADR Q

DONG THUAN CUA HOI TIM MACH MY VE LIEU PHAP MO' GIUP GIAM
NGUY CO' TIM MACH O BENH NHAN DAl THAO BU'ONG TUYP 2 CO MAC
BENH TIM MACH DO XO VUA

13/12/2018 12:00-00 SA

Hai tim mach My vira dua ra ddng thuan méi vé viéc sir dung thubc rc ché kénh déng van chuyén Na-
Glucose 2 (SGLT2) va thubc déng van receptor glucagon-like peptid 1 (GLP-1) & bénh nhan dai thao dwéng
type 2 c6 bénh Iy tim mach do xo vira nham lam giam nguy co gap bién co tim mach. Dong thuan cung cap
théng tin lién quan dén Igi ich va an toan, khuyén cao dbi twong siv dung va tw van theo dbi vé thubdc rc ché
SGLT2 ciing nhw chat déng van receptor GLP-1

CANVAS
(HR 95% Cl)

EMPAREG-
OUTCOME

DECLEAR-TIMI 58
(HR 95% Cl)

CV death, non fatal
MI, or non fatal stroke

0.86 (0.75-0.97)

0.86 (0.74-0.99)

0.93 (0.84-1.03)

CV death

0.87 (0.72-1.06)

0.62 (0.49-0.77)

0.98 (0.82-1.17 )

All cause mortality

0.87 (0.74-1.01)

0.68 (0.57-0.82)

0.93 (0.82-1.04)

Heart failure
hospitalization

0.67 (0.52-0.87)

0.65 (0.5-0.85)

0.73 (0.61-0.88)

CV death or
Hospitalization

0.78 (0.67-0.91)

0.66 (0.55-0.79)

0.83 (0.73-0.95)

Renal composite

0.6 (0.47-0.77)

0.61 (0.53-0.70)

0.53 (0.43-0.66)

Ca ba thr nghiém CANVAS, EMPAREG OUTCOME, DECLEAR — TIMI 58 déu cho két
qua SGLT-2i vwot tréi hon gia dwoc trong viéc kiem soat dwdng huyét, giam cac bien ¢co

tim mach, giam ty 1é t&r vong va tai nhap vién do suy tim & bénh nhan BTD typ II.

SGLT-2i da tré thanh mot thude tru cot dé dy phong tién phat 1an thir phat & nhirtng bénh

nhan co bénh ly tim mach trong BTD.

Zelniker TA, Wiviott SD, Raz I, et al. Lancet. 2019;393(10166):31-39.

15
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)

Vay trén déi twong khéng mac BTD, SGLT-2i thé hién
vai trdo nhw thé nao?

16



Il. SGLT-2i TRONG DPIEU TRI SUY TIM

THU NGHIEM DAPA - HF

Thir nghiém 1am sang, phan nhém ngau nhién, déi chirng gia dwoc

Muc dich: Dé khéo séat an toan va hiéu qua cta dapagliflozin so v&i gia dwoc trén nén diéu tri chuadn & bénh
nhan suy tim c6 phan suét tbng méau giam.

Déi twong: 4744 bénh nhan suy tim man NYHA 1I-IV ¢6 phan suéat tbng mau <40% (42% c6 dai thao dwong)
Can thiép: Dapagliflozin 10mg/ngay hodc placebo trén nén diéu tri chuan.

Th&i gian theo doi trung vi nghién clru: 18.2 thang

Tiéu chi danh gia chinh: Suy tim ndng (nhap vién hodc kham cép clru va sau dé phai ding thubc TM diéu tri suy
tim) hoac t& vong do nguyén nhan tim mach.

oooo O

Tiéu chi chinh 386 (16.3%) 502 (21.2%) 0.74 (0.65-0.85) <0.001
Nhap vién do suy tim 237 (10%) 326 (13.7%) 0.70 (0.59-0.83)
Te vong do tim mach 227 (9.6%) 273 (11.5%) 0.82 (0.69-0.98)
T vong do moi nguyén nhan 276 (11.6%) 329 (13.9%) 0.83 (0.71-0.97)

McMurray JJV, Solomon SD, Inzucchi SE, et al. Dapagliflozin in Patients with Heart Failure and Reduced
Ejection Fraction. N Engl J Med. 2019;381(21):1995-2008. 17



Il. SGLT-2i TRONG DPIEU TRI SUY TIM

THU NGHIEM DAPA - HF

A Primary Outcome

1004 397 Hazard ratio, 0.74 (95% Cl, 0.65-0.85)
90 25| P<0.001 placebo
& 804 20 dapagliflozin
g 704 s
S 60
o 10
£ 50-
2 w0 ]
L; 304 0 T T T T T T T |
g 0 3 6 9 12 15 18 21 24
S 204
10
O T T T T T T T 1
0 3 6 9 12 15 18 21 24
Months since Randomization
No. at Risk
Placebo 2371 2258 2163 2075 1917 1478 1096 593 210
Dapaglifiozin 2373 2305 2221 2147 2002 1560 1146 612 210

Két qua tdng hop chinh cha suy
tim nang Ién, nhap vién do suy tim
hoac t&r vong do nguyén nhan tim
mach trong nhom dapagliflozin
thAp hon so voi gid dwoc (HR =
0.74; 95% CI, 0.65-0.85; P <0.001)

S dung Dapagliflozin giam 26%
nguy co tién trién suy tim nang lén
hoac t&r vong do nguyén nhan tim
mach so véi gia dworc.

McMurray JJV, Solomon SD, Inzucchi SE, et al. Dapagliflozin in Patients with Heart Failure and Reduced

Ejection Fraction. N Engl J Med. 2019;381(21):1995-2008.

18
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THU NGHIEM DAPA - HF

B Hospitalization for Heart Failure

C Death from Cardiovascular Causes

1000 397 Hazard ratio, 0.32 (95% CI, 0.69-0.98)

1004 397 Hazard ratio, 0.70 (95% CI, 0.59-0.83) .
90 25 %04 25
= $ 804
g 80 20 ;;; o 20
g 01 15 § o 15
s 609 " 3 10 -~
2 . — £ 50 —
£ 50 — - s —
£ o ° " 2 a0 ~
£ = E o
< 304 =TT 7171 S 304 S S S S S S S ]
£ 0 3 6 9 12 15 18 21 24 E 0 3 6 9 12 15 18 21 24
S 204 a 204
v
10 10
0+ T T T T T T , 0 T T T T T
0 3 6 9 12 15 18 21 24 3 6 9 12 15
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 2371 2264 2168 2082 1924 1483 1101 596 212 Placebo 2371 2330 2279 2230 2091 1636
Dapaglifiozin 2373 2306 2223 2153 2007 1563 1147 613 210 Dapaglifiozin 2373 2339 2293 2248 2127 1664

D Death from Any Cause

1004 30 Hazard ratio, 0.83 (95% Cl, 0.71-0.97)
90 25
£ 804 20
@ -
g 70 s
3 e /
2 5o —
£ ]
E 0 T T T T T T 1
2 0 3 06 9 12 15 18 21 24
3 204
] %
0 T T T T T T T d
0 3 6 9 12 15 13 21 24

Months since Randomization

No. at Risk

Placebo 2371 2330 2279 2231 2092 1633 1221 665 235
Dapagliflozin 2373 2342 2296 2251 2130 1666 1243 672 233

Dapagliflozin giam 30% nhap vién do suy tim, giam 18% t& vong do tim mach va 17% tt

vong do moi nguyén nhan.

Trong s6 nhirng bénh nhan bj suy tim v&i phan suat tbng mau gidm, s&¢ dung
dapagliflozin lam giam bién c0 suy tim nang, nhap vién va tlr vong do tim mach.

McMurray JJV, Solomon SD, Inzucchi SE, et al. Dapagliflozin in Patients with Heart Failure and Reduced

Ejection Fraction. N Engl J Med. 2019;381(21):1995-2008.
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THU NGHIEM DAPA - HF

Panh gi4 hiéu qua cua dapagliflozin trén
cac tiéu chi suy tim tién trién, nhap vién
va tir vong do tim mach & bénh nhan suy
tim kem/khéng kem BTD.

So voi gia dwoc, & nhém BN khong BDTD

dapagliflozin lam giam:

> 27% tbng bién cb tlr vong tim mach va
suy tim tién trién.

> 38% suy tim tién trién.

» 15% t&r vong tim mach va 12% t
vong do moi hguyén nhan.

Dapagliflozin giup giam ty 1é t& vong,
giam tién trién & BN suy tim v&i phan suét
tdbng mau gidm, bat k& cé hay khong co
bTD.

E Composite of cardiovascular death or worsening heart failure

354

Diabetes
304 Dapagliflozin
Placebo
251 No diabetes
x || Dapagliflozin |  _~—" o~ ____.
o 201 | ---me- Placeho | 7 T
8
j=4
2 -
= 15 S
a.
0] e
e
54 e
0 T T T T T T T
0 3 6 9 12 15 18 21

Months after randomization

@ Cardiovascular death
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251

[
=1

—
wn

Patients, %
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24

Months after randomization

Worsening heart failure
354
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25+
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—
v

Patients, %

...........
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=]

Months after randomization

E‘ All-cause death
354

304

251

[
o

—
wn

Patients, %

104

0 3 6 9 12 15 18 21 24
Months after randomization

Figure: Exploratory Analyses of Worsening Heart Failure and Cardiovascular and All-Cause Death in a Study
of the Effect of Dapagliflozin on Patients With Heart Failure With and Without Diabetes

Petrie MC, Verma S, Docherty KF, et al. Effect of Dapagliflozin on Worsening Heart Failure and Cardiovascular Death
in Patients With Heart Failure With and Without Diabetes. JAMA. 2020;323(14):1353-1368.
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THU NGHIEM DAPA - HF

@ ESC European Heart Journal (2020) 0. 114 FASTTRACK CLINICAL RESEARCH
European Society doi10.1093/eurheartj/ehaal83 ACC.20
of Cardiology

Effects of dapagliflozin in DAPA-HF according

to background heart failure therapy
DPanh gia hiéu qué ctia Dapagliflozin trén cac nén diéu tri suy tim khac nhau trong nghién ctru
DAPA-HF: , , ,
O S dungcac th‘uéc loi tiéu, L{CM(;/UCTT/ARNI, chen beta giao cam, cay ICD, cay CRT.
O S dung céc lieu lwong thuoc dieu tri UCMC/UCTT, chen beta khac nhau.
NHAN XET

Dapagliflozin (DAPA-HF) chirng minh cai thién tdng bién cb & bénh nhan suy tim. Dac biét
dapagliflozin cai thién t&r vong tim mach khi:

- C6 diéu trj bang thudc va thiét bj khac nhau

- Kem/khong kem BTD véi cac mirc HbAlc khac nhau.

Docherty KF, Jhund PS, Inzucchi SE, et al. Effects of dapagliflozin in DAPA-HF according to background heart failure therapy. Eur Heart J. 2020;41(25):2379-2392.

21
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THU NGHIEM DAPA - HF

Capgifiazin Fiscabo Hazard ratia Interacion P vake
Dapagliozin Placebo Hazard ratio (85% CI)  Interaction P value % c "
Oveenll Effact n=4744) AT 96%)  ITW2IT (115%) + 0.2 (068, 0.98)
Overall Effect (n=4744)  386/2373 (16.3%) 502/2371 (21.2%) —_— 0.74 (0.65, 0.85) Diuretie 1
1 Yoz [n=4008) 2001 (10.6%) 24B2007 (12.4%) —|-—' a2
Diurstic : Mo in=T3&) 6TZ(43%) 26054 (B.5%) _
Yes (n=4008) 358/2001 (17.9%) 457/2007 (22.8%) —=— 0.76 (0.66, 0.87) 027 “\«\:. {n=3370) ATIBE (10.1%) 207NETY (12.4%) _.._I 0.80 (066, 0.98) [
Ne (n=736) 28/372 (7.5%) 45/364 (12.4%) ——— 0.57 (0.36, 0.92) No{n=1374) BEETT (B.3%)  GEMST (9.5%) —:-—— 0.87 (061, 1.24)
] Digoedn
MRA 1 “Yes (n=B4T) B4G4E (121%) 62442 (14.0%) —_— 0.84 (058, 1.21) (]
Yes (n=3370) 281/1696 (16.6%) 361/1674 (21.6%) —_— 0.74 (0.63, 0.87) 0.97 o {n=385T) ATAS28 (9.0%) 2111928 (10.9%) + 0.2 (067, 1.00)
= - ARM
No (n=1374) 1050677 (15.5%)  141/697 (20.2%) — 0.74 (0.57, 0.95) R 2%y 2 %) ' 3 0s0pas e -
: No (n=d4236) 2123 (98%) 2822113 (11.9%) —— 082 (D68, 0.98)
Yes (n=887) 98/445 (22.0%)  111/442 (25.1%) —_ 0.86 (0.66, 1.13) 021 Wabradios |
No (n=3857) 288/1928 (14.9%) 391/1929 (20.3%) — 0.71 (0.61,0.83) Bt oA —— |aees 038
ARNI ACEUARD target dove '
1
Yes (n=508) 41/250 (16.4%) 56/258 (21.7%) R 0.75 (0.50, 1.13) 1.00 <Bir% (n=2438) 1B0ME08 (M0.0%) 1461230 (11.9%) —— 0.54 068, 1.07) nie
N = BT (TT%) HET23 (11.8%) ——
No (n=4236) 34512123 (16.3%) 44612113 (21.1%) — 0.74 (0,66, 0.86) e ot S e 1 oepnas
Ivabradine 1 <B0% (n=2208) 12071098 (40.8%) 14441110 (13.0%) +- 0.83 {065, 1.08) 060
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Figure 1: Effect of dapagliflozin compared to placebo on the primary composite Figure 2: Effect of dapagliflozin compared to placebo on cardiovascular death by
outcome by background heart failure therapy background heart failure therapy

Docherty KF, Jhund PS, Inzucchi SE, et al. Effects of dapagliflozin in DAPA-HF according to background heart failure therapy. Eur Heart J. 2020;41(25):2379-2392. 22
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THU NGHIEM DAPA - HF

Dapagitiozin Placebo Hazard ratio (95% Ci) Interaction Pvalie | == == == == == s s e e e e e e n

I - - > 7 LI > I
Overall Effect (n=4744) 3862373 (16.3%)a 50202371 (21.2%) — 0.74 (065, 0.85) : Dap ag I IﬂOZIn to ra co h Ieu q ua |
L] ry L d ~ 7

ACEIAR + bt ok + VA rhon so voi gia dwoc trén cac |

Yes (n=2765) 22011401 (15.7%) 28511364 (20.9%) —_— 072 (0.61, 0.86) I ,oa , , ‘A , >

No (n=1979) 1861972 (17.1%) 21711007 (21.6%) —_—r 077063089 O I tieu Chl Ch In h hay tieu Chl tU’ I
ACEUARB 250% target dose + beta-blocker 250% target dose | . . ~ A~ , |

Yes (n=975) B7/523 (128%) 86452 (19.0%) —_— 066 (0.48, 0.91) I VOﬂg tim maCh khl benh n han CO |

No (n=3759) 31911850 (17.2%) 4161919 (21.7%) —_— 077 (066,089 I ad 7 X < A . I
CEIARD 260 3 o et oo % et e M . ' str dung cac thu6c diéu tri suy |

Yes (n=711) T2 (129%) 62339 (18.3%) _ 0.70 (0.48, 1.01) . , ~ X1
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ACEVARB 250% target dose + bata-blocker 250% target dose + ICD? : I '
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a5 05 a5 100 125 150
Dapaglifiozin better Placebo better

Figure 3: Effect of dapagliflozin compared to placebo on the primary composite outcome by combinations of
background heart failure therapy

Nghién ctru nay da chi ra rang dapaglifiozin khdng chi ci thién ket qua trén cac liéu phap dieu
tri suy tim khac nhau ma con c6 lgi ich nhat quan.

Docherty KF, Jhund PS, Inzucchi SE, et al. Effects of dapagliflozin in DAPA-HF according to background heart failure therapy. Eur Heart J. 2020;41(25):2379-2392. 23
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THU NGHIEM EMPEROR-Reduced

Thir nghiém 1am sang, phan nhém ngau nhién, mu déi, c6 déi chirng

Q Muc dich: D& khao sat an toan va hiéu qua ctia empagliflozin so véi gia dwoc trong diéu tri b&nh nhan suy tim
c6 phan suat tong mau giam.
Q Déi twong: 3730 bénh nhan suy tim man, =218 tudi, NYHA II, llI, IV, c6 phan suat tbng mau <40%
Q Can thiép: Empagliflozin 10mg/ngay hodc placebo trén nén diéu tri chuan.
O Thoi gian theo doéi trung vi nghién clru: 16 thang
Q Tiéu chi nghién ctru chinh:
Tiéu chi chinh: Két hop t&r vong do tim mach hay nhap vién lan dau do suy tim.
Tiéu chi danh gia phu:
Phu 1: Tdng nhi*ng I4n nhap vién do suy tim 1an dau ciing nhw céc 1an sau
Phu 2: Toc d6 giam do loc cau than theo théi gian
Két QUéI Empagliflozin (n,%) Placebo (n,%) HR (95% CI) P value
(n=1863) (n=1867)
Tiéu chi chinh 361 (19.4%) 462 (24.7%) 0.75 (0.65-0.86) <0.001
Tiéu chi phu th nhat 388 (20.8%) 553 (29.6%) 0.70 (0.59-0.81)
Tiéu chi phu thw hai -0.55+0.23 -2.28+0.23 1.73 (1.10-2.37)

Packer M, Anker SD, Butler J, et al. Cardiovascular and Renal Outcomes with Empagliflozin in
Heart Failure. N Engl J Med. 2020;383(15):1413-1424. 24
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THU NGHIEM EMPEROR-Reduced

A Primary Outcome

Hazard ratio, 0.75 (95% Cl, 0.65-0.86)
P<0.001
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Days since Randomization

No. at Risk
Placebo 1867 1820 1762 1526 1285 1017 732 497 275 135
Empagliflozin 1863 1826 1768 1532 1283 1008 732 495 272 118

Empaglifiozin gidm 25% tong bién c6 t& vong do tim mach va nhap vién do suy tim (HR =
0.75, 95% CI, 0.65-0.86, p<0.001), gidm 30% ty & cac IAn nhap vién do suy tim (HR = 0.70,

95% Cl, 0.58-0.85, p<0.001) so v&i gia dwoc.

Packer M, Anker SD, Butler J, et al. Cardiovascular and Renal Outcomes with Empagliflozin in
Heart Failure. N Engl J Med. 2020;383(15):1413-1424.

25



Il. SGLT-2i TRONG DPIEU TRI SUY TIM

THU NGHIEM EMPEROR-Reduced

Subgroup Empagliflozin Placebo Hazard Ratio (95% Cl)
no. of patients with eventsftotal no.
Overall 361/1863 462/1867 = = 0.75 (0.65-0.86)
Baseline diabetes status
Diabetes 200/927 265/929  — 0.72 (0.60-0.87)
No diabetes 161/936 197/938 —=— 0.78 (0.64-0.97)
0.1I25 O.IZS 0?5 110 210 4?0 810

- L

Empagliflozin Better Placebo Better

Két qua twong déng trén cac phan nhom bé&nh nhan c6 hay khéng c6 BTD.

Empagliflozin wu thé hon gia dwoc trong cai thién cac }(ét cuc suy tim & bénh nhan
suy tim phan suat tong mau giam da dieu tri néi khoa toi wu bat ké c6é hay khéng co
PTD.

Packer M, Anker SD, Butler J, et al. Cardiovascular and Renal Outcomes with Empagliflozin in
Heart Failure. N Engl J Med. 2020;383(15):1413-1424. 26
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Phan tich téng hop gitra DAPA — HF va EMPEROR — Reduced

A All-cause mortality

D First hospitalisation for heart failure

Number with event/number of patients (%) HR (95% C1) Number with event/number of patients (%) HR (95% Cl)
SGLT2 inhibitor Placebo SGLT2 inhibitor Placebo
EMPEROR-Reduced 249/1863 (13-4%) 266/1867 (14-2%) 092 (0:77-1-10) EMPEROR-Reduced 246/1863 (132%) 342/1867 (18-3%) -~ : 0.69 (0.59-0-81)
DAPA-HF 276/2373 (11-6%) 329/2371(13-9%) 0-83(0:71-0-97) DAPA-HF 231/2373(9.7%) 318/2371 (13-4%) . E 070(059-0-83)
Total 0-87 (0-77-0-98) Total ‘ ; 0.69 (0-62-0.78)
Test for overall treatment effect p=0-018 Test for overall treatment effect p<0-0001 [ T i !
Test for heterogeneity of effect p=0-39 Test for heterogeneity of effect p=0-90 025 050 075 1.00 1.25
B Cardiovascular death ) . E First kidney outcome composite
Number with event/number of patients (%) HR (95% C1) Number with event/number of patients (%) HR (95% CI)
SGLT inhibitor Placebo SGLTZ inhibiter Placebo
EMPEROR-Reduced 187/1863 (10-0%) 202/1867 (10-8%) 092 (0.75-1-12) EMPEROR-Reduced 18/1863 (1.0%) 331867 (18%) = : 052 (029-0.92)
DAPA-HF 227/2373 (9-:6%) 273/2371 (11:5%) 0.82 (0-69-0-98) DAPAHE 2812373 (12%) 3902371 (1:6%) = ; 071 (0-44-116)
Total 086(076-098) . - 062 (0-43-0-90)
Test for averall treatment effect p=0-027 H
Test for heterogeneity of effect p=0-40 Test for overall treal_ment effect p=0.013 T T T t
Test for heterogeneity of effect p=0-42 025 050 075 1.00 1.25
C First hospitalisation for heart fallureor r.;ndmvas:\flnrdeam . F Al (first and recurrent) hospitalisation for heart failure or cardiovascular death
jumber with event/number of patients (%) HR (95% CI) N N
Number with event/number of patients (%) RR (95% Cl)
SGLT2 inhibitor Placebo
SGLT2 inhibitor Placebo
EMPEROR-Reduced 361/1863 (19-4%) 462/1867 (24.7%) 075(0-65-0-86) H
DAPAHE 3862373 (163%) So2/2371 (212%) 074(0-65-0-85) EMPEROR-Reduced 575/1863 (30-9%) 753/1867 (40-3%) —— 0.76 (0-65-0-89)
Total 074(0:68-0.82) DA :IA—HF 567/2373 (23.9%) 742/2371 (31:3%) t : 075 (O?;J 88)
Test for averall treatment effect p<0-0001 Tot ' 075(0-68-0-84)
Test for heterogeneity of effect p=0-89 Test for overall treatment effect p<0-0001 r - - 1 .
Test for heterogeneity of effect p=0-91 0-25 050 075 1.00 125

L

Céc hiéu qua trén tirng tiéu chi clia 2 nghién ctru nén tang cho thay vai trd clia SGLT-2i: gidm
tlr vong chung do tim mach, giam nhép vién, tai nhap vién do suy tim, giam bién co vé than.

Zannad F, Ferreira JP, Pocock SJ, et al. Lancet. 2020;396(10254):819-829.
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Phan tich téng hop gitra DAPA — HF va EMPEROR — Reduced

A Diabetes status

Number with event/number of patients (%) HR (95% CI)
SGLT2 inhibitor Placebo
With diabetes i
EMPEROR-Reduced 200/927 (21-6%) 265/929 (28-5%) —.— 072 (0-60-0-87)
DAPA-HF 215/1075 (20.0%) 271/1064 (25-5%) - 075 (0-63-0-90)

Subtotal ’ : 074 (0-65-0-84)

Test for overall treatment effect p<0-0001
Test for heterogeneity of effect p=0-76

Without diabetes :
EMPEROR-Reduced 161/936 (17-2%) 197/938 (21-0%) —— 0.78 (0-64-0-97)
DAPA-HF 171/1298 (13-2%) 231/1307 (17.7%) —l— 0-73 (0-60-0-88)

Subtotal ‘ 075 (0-65-0-87)

Test for overall treatment effect p<0-0001
Test for heterogeneity of effect p=0-65
Test for treatment by subgroup interaction p=0-81

0,|25 U'ISO 0‘I75 1-;)0 l-I25

Hiéu qua nhat quan cta dapagliflozin va empagliflozin bat k& bénh nhan c6 hay
khong c6 dai thdo dudng.

Zannad F, Ferreira JP, Pocock SJ, et al. Lancet. 2020;396(10254):819-829. 28
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U'U PIEM CUA SGLT-2i

Hiéu qua dén sém.

[Dung nap tot va an toan.

(Khﬁng anh hwéng dén hiéu qué cua thudc
| khéc khi dung phdi hop.

J
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U'U PIEM CUA SGLT-2i

Worsening heart failure or cardiovascular death, first 100 d
2 A

Original Investigation
February 17, 2021

Time to Clinical Benefit of Dapagliflozin and
Significance of Prior Heart Failure
Hospitalization in Patients With Heart Failure
With Reduced Ejection Fraction

David D. Berg, MD, MPH1; Pardeep S. Jhund, MBChB, MSc, F’hDZ; Kieran F. Docherty, MBChBZ; etal

0.8

0.6 - - —

HR (dapagliflozin vs placebo)

» Author Affiliations 7 At 28 d:
HR, 0.51 (95% Cl, 0.28-0.94); P=.03

JAMA Cardiol. 2021;6(5):499-507. doi:10.1001/jamacardio.2020.7585
0.2

Day
St dung dapaglifiozin cho théy hiéu qua rat sém. Céac két cuc chinh gidam nhanh va cé y
nghia thdng ké sau 28 ngay ké tir khi phan nhém ngau nhién (HR28 ngay — 0,91; [95% Cl,
0,28-0,94]; P = 0,03). Sau 28 ngay, cac tac dung nay bat dau 6n dinh dan theo thoi gian.

Berg DD, Jhund PS, Docherty KF, et al. Time to Clinical Benefit of Dapagliflozin and Significance of Prior Heart Failure Hospitalization
in Patients With Heart Failure With Reduced Ejection Fraction. JAMA Cardiol. 2021;6(5):499-507. 30
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UU PIEM CUA SGLT-2i

EMPEROR-Reduced DAPA-HF

Empagliflozin Placebo Dapagliflozin Placebo

(n=1863) (n=1867) (n=2373) (n=2371)
Serious adverse events 772 (41-4%) 896 (48-1%) 846 (35-7%) 951(40-2%)
Any renal adverse event 175 (9-4%) 192 (10-3%) 141 (6-0%) 158 (67%)
Volume depletion 197 (10-6%) 184 (9-9%) 170 (7-2%) 153 (6:5%)
Ketoacidosis 0 0 3(01%) 0
Severe hypoglycaemic events 6 (0-3%) 7 (0-4%) 4 (0-2%) 4(0-2%)
Bone fractures 45 (2-4%) 42 (2-3%) 48 (2-0%) 47 (2-0%)
Lower limb amputation 13 (0-7%) 10 (0-5%) 13 (0-5%) 12 (0-5%)
Fournier's Gangrene 1(0-1%) 0 0 1(0-1%)

Data are n(%). Definitions of medical concepts describing adverse events of interest were not exactly similar between
the two trials. The absolute numbers of events cannot be compared across the two trials because of different
definitions and observation periods. For EMPEROR-Reduced, we show here adverse events up to 7 days after
discontinuation of study medication, and for lower limb amputations up to the end of the trial. For DAPA-HF, we show
here on-treatment analysis set for all adverse events, except for lower limb amputation shown on and off treatment.
See appendix (p 4) for additional details on adverse event definitions.

Table 2: Relevant adverse events reported in the two trials

Ty l& cac bién cd ha dwdng huyét
nghiém trong |a thap. Céac bién cb trén
than, cat cut chi, gdy xwong twong dbi
thdp va twong dwong gitba nhoém sk
dung SGLT-2i va gia dwoc trong 2 thi
nghiém. Khéng co trwdng hop nao ghi
nhdn nhiém toan ceton trong thir
nghiém EMPEROR-Reduced.

Céac phan tich gop & nhém BN suy tim
c6 phan suat tbng mau gidm cho thay
tinh an toan va dung nap twong dbi tot
cla nhém SGLT-2i.

Zannad F, Ferreira JP, Pocock SJ, et al. SGLT2 inhibitors in patients with heart failure with reduced ejection
fraction: a meta-analysis of the EMPEROR-Reduced and DAPA-HF trials. Lancet. 2020;396(10254):819-829.
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U'U PIEM CUA SGLT-2i

Recommended treatment for heart failure

Study SGLT2i+ARNI  ARNI HR (95%Cl) Weight (%)
no. of patients with events/ total no.
DAFA-HF 41/250 56/258 s 0.75 (0.50, 1.13) 41.16
ARNI EMPEROR-HF 51/340 93/387 — 0.64 (0.46, 0.90) 58.84
Overall (I-squared = 0.0%, P = 0.559) <> 0.68 (0.53, 0.89) 100.00
-~ SGLT2i Vs. ARNI ]
- ’I]lElirect comparison: HR 0.93, 95%CI 0.82-1.06 I - ]
Heterogeneity statistic Chi-Squared=1.19 0.35 = 1.00 o 2.50
P-value=0.28 Favours SGLT2i+ARNI  Favours ARNI

SGLT2i

Ty 1é t& vong tim mach va nhap vién do suy tim thdp hon & nhém s dung phdi hop
SGLT-2i va ARNI so v&i ARNI don tri, hiéu qua nay c6 y nghia thong ké trong nghién
ciru EMPEROR-HF.

Viéc st dung két hop SGLT-2i va ARNI mang lai hiéu qua bao vé tim mach tét hon, gitp
giam ty 1é t& vong va nhap vién do suy tim.

Yan Y, Liu B, Du J, et al. ESC Heart Fail. 2021;8(3):2210-2219. 32
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U'U PIEM CUA SGLT-2i :_ HIEU QUA KHI DUNG PHOI HOP _:

ACE/ARB ARNI Chen beta MRAs Loi tiéu SGLT-2i
Na ﬂ‘ Tang thai Natri nidu Qy
Cai thién chirc nang than
va chuyén hoa tim-than

4
Giam tién va hau ganh
@ ﬂ Giam ap Iyc 1én thanh Q/\/>

that trai

8. Jl Giam phu thé tich

khoang ké

| Tac dung c6 loi ctia SGLT-2i c6 thé bd sung va cai thién hiéu qua cla cac thubc didu tri !
| suy tim khac. |
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CO’ CHE CUA SGLT-2i TRONG SUY TIM

Novel mechanisms of
benefit in heart failure
with SGLT2 inhibition

Improved myocardial

Altered adipokine Autophagy Improved cardiac
regulation Induction lonic honmeostasks energetics
\ Suppression of L4 Increased glucagon Inf:re‘a:'ed catabollsrfn
leptin secretion 7\ vsinsulin ratio due 7\ Timicking:a state o
by adipocytes \1]‘ to increased urinary \y fasting due to
St & : +/ increased urinary
glucose excretion < 2
NHE-1 SGLT1 glucose excretion
l inhibition inhibition 1
s ‘ Increased
2o ]‘:1 Activation of l ketone body
AT Reduced }' | SIRT1 and AMPK, production
£ serum leptin 1:‘) HIF1,2alfa Reduced intracellular
sodium and restored
sodium-calcium exchanger
function
Autophagic (AN
clearance of l
m ‘damaged .
organelles s o —m Improved intracellular
Reduced “wown calcium transients and
epicardial fat e cardiac contraction
Reduced oxidative stress
and inflammation
Increased ATP
/ production
Improved Improved \
Ezr:l;:vascular - cardiovascular - Improved cardiac
This figure was created using Servier outcomes work efficiency © 2020 S Joshi

Medical Art. https://smart.servier.com/

Joshi SS, Singh T, Newby DE, Singh J. Sodium-glucose co-transporter 2 inhibitor therapy: mechanisms
of action in heart failure. Heart. 2021;107(13):1032-1038. 34
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SGLT-2i — Mét tru cot méi trong diéu tri suy tim phan suat tobng mau giam
Management of HFrEF

To reduce mortality - for all patients

g g HFrEF: LVEF = 40% AND SYMPTOMS
g g Initiate Standard Therapies 3
: JACe-/ARN G| €
5 E then substitute ARNI BETA BLOCKER MRA SGLT2 INHIBITOR £
8 £ |3
=1 = =
E E g
= m
E Assess Clinical Factors for Additional Interventions g To reduce HF hOSPItallzatlonlmortallty - for selected patients
I~ z
HR >70 bpm and Recent HF haspitalization Black patients on optimal GDMT, Suboptimal rate contral for " =
W g sinus rhythm 3 c.,:id, Eﬁ;m " or patients u:dile to tolerate. AF, :'l,'hp:r:i::K symptoms e E Volume overload
3 s Consider abradime® ARMUACEVARE despite optimized GDMT z >
g E « Cansider combination + Consider digoin g Diuretics
= % hydralazine-nitrates = g
Z2 E o ]
Initiate standard theropies as soon a3 pessible and titrate every 2-4 weeks to target or maximally toferated dose over 3-6 months
g g SR with LBBB = 150 ms SR with LBBB 130149 ms or non LBBB= 150 ms
§ ¢ s
g E 2 E CRT-P/D CRFPID )
=13
: 1 ; :
z
= o Reassess LVEF, Symptoms, Clinical Risk E z
¥ E & Ischaemic aetiology Non-ischaemic aetiology
g 4 3 T ico )
= O =
g v = -
b E NYHA I/, Advanced HF LVEF = 35% and LVEF > 35%, @
g F| or High-Risk Markers NYHA 1-1V (ambulatory) NYHA I, and Low Risk a1 Atrial fibrillation Atrial fibrillation Coronary artery disease Iron deficiency
S .
§ 2 comsom 2 _Digoxin) _ PVI_) CABG ) Ferric carboxymaltose )
g g * Referral for advanced HF Refer ta CCS CRT/ICD S ytirhn et itk garm ArtE) a— - - -
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Il. SGLT-2i TRONG DPIEU TRI SUY TIM

HUONG DAN SU DUNG

Muc dich

> Cai thién chat lwong cudc séng.
» Giam tai nhap vién do suy tim.
» Giam ttr vong tim mach.

Chi dinh

> Suy tim c6 EF gidm (< 40%) c6 hoac khdng
dai thdo duong.

Chédng chi dinh

> Di trng vé&i thube.

» Co thai hoac dang cho con bu.

» eGFR < 30 mL/phut/1,73m? (dapagliflozin),
eGFR < 20 mL/phat/1,73m? (empagliflozin)

> CO biéu hién triéu chirng tut huyét 4p (hodc
HATT < 95mmHg).

Liéu ding
> Ca dapaglifiozin va empagliflozin liéu kh&i dau va
lieu dich 10 mg/ngay.

Mot sé lvu y

> Dai thdo dworng Type 1 khéng phai la chdng chi
dinh tuyét dbi, nhung can trong nhiém toan ceton
khi bat dau liéu phap.

> Tang nguy co nhiém tring niéu.

» Twong tac insulin, sulfonylurea tang nguy co ha
dwong huyét qua marc.

> Thiazide va thubc loi tiéu quai d& gay bai niéu
qua mirc, mat nwédc, ha huyét ap co triéu chirng
va suy than trwéc than.
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IIl. TONG KET

2 th&r nghiém DAPA-HF va EMPEROR-Reduce da chirng minh SGLT-2i ¢c6
hiéu qué’ trong giam tor vong va nhap vién do suy tim & bénh nhan suy tim
phan suét tdng mau gidm bét ké c6 hay khéng dai thao dwdng.

Hiéu qua clia SGLT-2i dén sém, thc dung cd loi clia SGLT-2i c6 thé bd sung
va cai thién hiéu qua cua céac thuoc dieu tri suy tim khac (ARNI/ACEI, MRA,
chen beta, ...).

SGLT-2i an toan va dung nap twong doi tot, cac bién chirng ha duong
huyét nghiém trong, nhiém toan ceton hiém xay ra.
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