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NOI dung

1. Suytim: tilé lwu hanh, phan loai va co'ché bénh sinh

2. Tacdodng trén suy tim & bénh nhan BTD clia cac chién lvgc
quan ly duwdng huyét va thudcbTb

3. Vaitro cua SGLT2i& bénh nhan suy tim: cac nghién clru dang
thwe hién
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Pai thao dwong la yéu té nguy co suy tim doc lap v&i bénh mach vanh

va tang huyét ap

Dai thao duwdng kem suy tim lam
tang ty 1& t& vong 1én 10 lan vaty
|& séng sau 5 ndm chi c6 12.5% 3

Nguy co suy tim tang gép
2-4 lan & nam gi¢i vab
lan & ni gioit

Tang 1% HbA1lc lam tang
12% nguy co suy tim & BN
|&n tubi bi dai thao dwdng 2

BN Dai thao duwéng chiém 25%
tdng sb BN trong cac nghién ctru
|&n vé suy tim 4

HF, heart failure; HbAlc, haemoglobin Alc.

1. Kannel & McGee. JAMA 1979;241:2035-2038. 2. Stratton et al. BMJ 2000;321:405-412. 3. Khan et al. JAMA 2014;311:2379-2380. 4. SOLVD investigators. NEJM 1992;327:685-691.




Suy tim khong hiém gap & benh HRan dar fhas dwong néu so véi cac

bién c¢cd mach mau I&n khac

DPTD Tip 2 va bénh tim mach: nghién ctru doan hé trén 1.921.260 ngudi

°7 Xuét hién 1&n dau S6 lwong bién cb Hazard ratio p value
> | Bénh mach méau bénh tim mach (95%Cl)
S ngoai bién Khong DTD
= 16,2% PTD  typ2
& Suy tim DTN &n dinh 2232 728 5 162(149-177) <0001
14.1% A i
= Pau that bTb khonAg on fi!nh 5286 245 - 153(132-176)  <0-0001
= ngurc 6n dinh NMCT khong t&rvong 5191 706 = 154 (1-42-1-67)  <0-0001
<(]CJ_ ) T& vong mach vanh bat ngo 5101 255 - 143(123-165)  <0:0001
tlr vong S _ 3072 866 e 156 (145-1-69)  <0-0001
=) Loan nhip hoac d6t ttr do tim
':g 60— —— Dot quy mach 3218 100 —a— 095(076-119) 065
= Con thoang thiéu mau nao 039: 21 B 145(131-1:60)  <0-0001
E = Bénh mach va,nh ' Pot quy thidu mau 5643 316 . = 172(152-1.95)  <0:0001
< 1D | | sonneang thicd Xudt huyét dusi nhén 1260 1 048(026-089) 0020
~:C_'G “ L Dot quy thiéu mau Xuét huyét ndi so 2265 84 —— 128 (1'02'1'62) 0035
Q T vong mach vanh Bé&nh mach mau ngoai bién 0074 992 B 298(276-322) <0-0001
BIN khong_on dinh N A >
@ “Loan nhip hoac dot t&r I Phinh dong mach cht bung 3051 62 — 0-46(035-059)  <0-0001
'I\— 100 - 7 T do tim mach | I T T 1
S 'Ype Xuét huyét ndi so | 02 0. |
diabetes diabetes | L phinh dong mach chi bung 5 5 _ ¢ 4
Xuét huyét dwdi nhén ” Hazard ratio

Lancet Diabetes Endocrinol 2015; 3: 105-13



Bénh nhén suy tim chad"RIHOERGRBM84F 40 dwong

w  US HF prevalence (NHANES 2011-2014) gy 154
@l TP 18 suy tim 16 2.5% & ngudi > 20 tudl, Kieu hinh bénh nhan suy tim chau
£ . hay6.5 triéu ca (2011-2014), wdc ting A
1 . 50% hay >8 tri¢u ca g/dogn 2012-2030
i,
d Younger Age

Fower |08 and KT Wi siiogy

— o Vi at 3 > - i ’
20-39 40.59 60.79 280
Age (Years)

® Males ® Females

"' First ADHF rates ARIC Surveillance (2005-2014)
= Nh@p vién vi suy tim & ngudi 255 tubi = s
luse |

.. l&111.6/1,000 ngudi ném, suy tim téi | | I e
275

beta-blocker
. nh@p vién la 6.6/1,000 nguéi ndm
W White Males ® Black Males = White Females B Black Females

Per 1,000 Person Years
3

55 -64

17.9
16.3
o
1.2 110
100
#2 7.6
50 39
. .
" =
65-74
Age

Benjamin EJ, et al. Circulation, 2018;137(12):e67- Mentz RJ, et al. JACC Heart Fail,

e492 2016;4(6):419-27
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Nguyén nhan suy tim & nguoi dai thao o’ng

1.00 \ - Diabetes, Heart Failure Free
Do cac bénh dongmackhi BTD £ on -
« Bénh machvanh 5 HR 10.6 (CI: 10.4-10.9)
o "X, 2 § N = 151,738 nguoi 2 65
* Tal g hU et a S 0.50 - - ’
. Béo ph%l P g \\\ (Medicare)
Bénh cotim do BTB:téc dong trurc oas - e iR
tiép lén co'tim do dwdng mau cao va T g
san pham chuyén héa dudng (AGE) 000 | I | I o |
« Xoho6a cotim va RLCN tam ’ ' * e : ;
tru,o,ng Yéu té'nguy co’ suy tim Hazard ratio 95% Cl P
. Rad@@”l diéu hoa canxi va RLCN ’ - —
Tudi tai thoi diém ban dau (moi 5 nam)  1.40 1.35-1.45 0.001
g Gth’ do, oxy hoa, Bénh tim mach thiéu mau 2.36 2.06-2.60 0.001
viém BMI (mdi 2.5 don vi) 1.12 1.09-1.15 0.001
o A HbA1c trung binh (mbi %) 1.32 1.23-1.41 0.001
 Nhiém mo té bao Thoi gian méc DTD (m&i nam) 1.05 1.03-1.07 0.001
DPam niéu vi thé* 0.78 0.65-0.93 0.006
RLCH té bao cotim Tidu dam* 1.25 1.08-1.46  0.004
Suy than giai doan cudi* 1.54 1.04-2.30 0.032
Ph&wy: HCWHO Huyét 4p tam Trwong TB (méi5mmHg)  1.10 1.04-1.16 0.001
trén S& dung insulin* 1.25 1.06-1.48 0.007
AGE: advanced glycation end St dungSU* 0.2 OBl ( i
e . S dung metformin* 1.02 0.86-1.22 0.849
product RLCN:roi loan chircnang Gigi tnh nir* 0.07 0851 10 0656

RLCH:r6i loan chuyénhéa

Bell DS, Diabetes Care,2003;26:2433-41. Nichols GA. Diabetes Care, 2004;27:1879-84. Bertoni AG. Diabetes Care, ﬁlVE & .
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Suy tim va BTD chia sé chung mot s6 co ché bénh sinh gibng nhau

Suy tim Cac dac diém sinh ly bénh chung PTb

Réi loan chirc | Tang dwong huyét
nang ndi mo E

Suy giam kha nang co
bop co tim

Xo/chét theo chwon . o x iAo
A s Hong i Peé khang Insulin i | chtrc nang té bao
trinh té bao co tim ) beta tuy
: Roiloan chirc

Hoat hoa hé than kinh Poc tinh gay ra b&i cac

nang ty thé

thé dich san pham glycat hoa
L i Hoat héa RAAS i S thoai héa neuron
‘ viem myelin

LV, left ventricular; RAAS, renin-angiotensin-aldosterone system

Adapted from: Sena CM et al. BBA Mol Basis Dis 2013;1832:2216; Aroor AR et al. Heart Fail Clin 2012;8:609; Anker SD
et al. Heart
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Kiém soat chat dwdng mau va suy tim?

Risk ratio (95% Cl) Pinteraction
Bién c6 tim mach chinh 0:95(0-91-0.99) 023
Bién c6 tim mach chinh m& rong 0-96 (0-92-1:01) 017
T vong do moi nguyén nhan 099 (0-94-1:05) 067
Tl vong tim mach 098 (0-91-1.06) 0-92
NMCT —— 0-92 (0-86-0-99) 0-15
Dot quy —— 0-99 (0-91-1.07) 027
Suytim B 114 (1-01-1-30) 0-0002
DTN khéng 6n dinh — 0-97 (0-84-1-11) 0-05
Téi thong machvanh — 092 (0-91-1-04) 0-07
' ' T 1
0.6 0.8 12 1.4
“— —>
Favours glucose lowering Favours standard care

Udell JA et al.Lancet Diabetes Endocrinol,

2015;3(5):356-66

More glucose Less ghucose Weight Heart failure risk
control control matho (95% <)
Events Total Everts  Total
PPAR agonists
2005 PROactive™ 281 2605 198 2633 9.5% —— 1430021171
2006 ADOPTY n 1456 28 2845 36% 4 156 (050-272)
2006 DREAM™ 4 2635 2 2634 o7% ——p 7-03(1.:60-30.90)
2004 BARI2DY 248 1183 18 nis 57% 1w 114 (097-134)
2009 RECORD® 61 220 29 0y 8% e 210(135-327)
2014 AleCandio™ b7 3616 100 3510 77% -—— 122 (0-94-159)
Subtatal 13715 15184 359% <> 142(115-176)
Heterogenseity: Taur »0-04; 1'=13-82, df=S; pe0-017; #=64%
Test for overall effect: 223.29; p=00010
DPP. 4 inhibitors
2013 EXAMINE™Y 106 2701 8g 2679 73% —1— 110(090-158)
2013 SAVOR-TIMI 53" 289 8280 28 8212 5% — 127 (107-151)
Subtotal 10981 10851 168% & 325 (108-145)
Heterogeneity: Tau'=0.00; =015, di=1; p=070; F=0%
Test for overall effect Z=2.94; p=0 0033
Intensive control
1998 UK Prospective Diabetes Study® fo 729 36 1138 55% — 001{062-1:34)
2008 ACCORD® 152 5128 124 5123 83% S B 118(093-149)
2008 ADVANCE® 220 5571 22 5569 93% e 0955(079-1-14)
2009 VADTY 76 842 82 899 6% ——— 041(0.66-1.25)
Subtotal 14320 12729 203% @ 100(0-88-113)
Heterogeneity: Tau'=0.00; 1'=2.80, dfe 3 p=0.42; F=0%
Teat for overall effect: Z-0 01; p=0.99
Insulin glazgine
2012 ORIGINY 310 6264 343 6273 98% | 0490 {077-145)
Subtotal 6264 6273 98% < 090 (077-145)
Heterogeneity: not apphicsbile
Test for overall effect: 7-1.34, p=018
Weight koss
2013 Look-AHEAD* 99 2570 19 575 7% —e—t 040¢{062-104)
Subtotal 2570 2575 1% - 080(062-104)
Heterogeneity. not applicable
Test foc overall effect: 7-1 67, p=0.10
Total 47850 47652 100% <> 114(101-1.30)
Hetecogonoity, Taw'=0.04; y'=45 56, df=13; p«0-0001, F=71% f T T 1
Test for overall effect: 2204 pe0 041 0z o5 1 2 5
Test for subgroup differences: ¥ 2185 diag: p=0.00021, F<B17% <« —>
Favours ghucose-lowering Favours standard care
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Anh hwong cua thuée DTD Ién bien c6 tim mach chinh khong song

hanh v&i suy tim

MACE outcome HF Outcome Use in HF
""""" Tir vong TM/NMCT/TBMN ~ Tir vong + tdi nh@p vién do suy tim -
Insulin — — v
Metformin < — v
SU e Jes v
TZD Rosiglitazone < 1 %
Pioglitazone |
GLP-1 A Lixisenatide < - v
Liraglutide |
DPP4-i — Saxagliptin 1 Thé@n trong
Alogliptin Tns Thén trong
Sitagliptin < v
SGLT2-i l l v

Fitchett DH, et al. Eur J Heart Fail, 2017;

19(1):43-53
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Thiazolidinedione v&i bigh & sUy'Eif™ oo™

Céac thir nghiém ngau nhién caa TZDs Nghién ctru quan sat caa TZDs va suy
tim
= Nhdm so sanh: TZD sv gia dwoc
. e _ = Nhom so sanh: st dung TZD sv khong
= Tiéu chi: tat ca bién c0 lién quan suy tim str dung TZD

= Tiéu chi: Suy tim

Stud OR (95% Stud OR (95%

GSK et 2.17 (0.96- Dele - 1.67

PROactiv - 4:29)(1.23- a — (1.37-

BREA —= Zd¥)1.60- Hartun - &%?

. ; . 41-

¥bta 3019601.08 g 378
0102 05 12 510 4.08) Inzucc . :

Diéu tri gitpbaové  Dieutri cohai hi mm (1.17-

P Pidutrigiip Didu tri 150

) baové cohai (1.14-

1,98)

Tota (1.33-

| 1.80)

Singh S, et al. Diabetes Care. 2007;30:2148-
2153.
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DPP4i voi bién cotim

mach _ DPP-4 inhibitors )
' |
1.3+ : % 1.27(L07-151) " os
; i l
1 1-2- . |06
\ |
| —
I 1.1- | 1.?7(0.79-1.46) : _ 0.3 §
‘ I_I 1.00 (0.83-1.20) : O
E w 1.04+— . — 0 -
= 0O . _1_ <
> < c
» = 0.9- L - 03 2
= % 0.90 (0.74-1.08) o
=
> o 0.8- - 06 S
T L =
0.7— - 09 ©

0.6 SAVOR-TIMI53 EXAMINE TECOS CARMELINA
saxagliptin alogliptin sitagliptin linagliptin

Home P. Diabetologia, 2019

doi: 10.1007/s00125-018-
4201
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ch cua cac thuoc GLP-1 va SGLT2i

Thuéc (nghién cteu chinh)

Tiéu chichinh

Tidecomdary outcome

T vong@™ wlaash

T vong chung

Nhép vién do suy tim

Lixisenatide
ELIXA

Liraglutide
LEADER

Semaglutide
SUSTAIN-6

Exenatide
EXSCEL

SGLT2 inhibitors
Empagliflozin
EMPA-REG

Canagliflozin
CANVAS

Dapagliflozin

DECLARE-TIMI 58

doi:10.1007/s40256-019-00325-9

1.02 (0.89-1.17)
T vong tim mach, NMCT, dét
quy, DTN khéng 6n dinh

0.87 (0.78-0.97)
T vong tim mach, NMCT, dét quy

0.74 (0.58-0.95)
T vong tim mach, NMCT, dét quy

0.91 (0.83—-1)
T vong tim mach, NMCT, dét quy,

0.86 (0.74-0.99)
T& vong tim mach, NMCT, dét quy

0.86 (0.75-0.97)
T vong tim mach, NMCT, dét quy
0.93 (0.84— 1.03)
Tt vong tim mach, NMCT, dét quy,
0.83 (0.73-0.95)
T vong tim mach hoac nhap vién
do suy tim

American Journal of Cardiovascular Drugs

1.00 (0.90-1.11)

T vong tim mach, NMCT, d6t quy,
DTN khoéng on dinh, nhap vién do
suy tim, tai théng machvanh

0.88 (0.81-0.96)

T vong tim mach, NMCT, dét quy,
DTN khéng on dinh hodc nhap vién
do suy tim, tai théng machvanh
0.74 (0.62-0.89)

T& vong tim mach, NMCT, dét quy,
DTN khoéng én dinh hodc nhap vién
do suy tim, tai thdng mach vanh

Xem cét tiép theo

0.89 (0.78—1.01)
T vong tim mach, NMCT, dét quy,
DTN khong 6n dinh can nhap vién

Xem cét tiép theo

Xem cét tiép theo

0.98 (0.78-1.22)

0.78 (0.66-0.93)

0.98 (0.65-1.48)

0.88 (0.76-1.02)

0.62 (0.49-0.77)

0.87 (0.72—-1.06)

0.98 (0.82-1.17)

0.94 (0.78—-1.13)

0.85 (0.74-0.97)

1.05 (0.74-1.50)

0.86 (0.77-0.97)

0.68 (0.57-0.82)

0.87 (0.74-1.01)

0.93 (0.82-1.04)

0.96 (0.75—-1.23)

0.87 (0.73-1.05)

1.11 (0.77-1.61)

0.94 (0.78-1.13)

0.65 (0.50-0.85)

0.67 (0.52-0.87)

0.73 (0.61-0.88)
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Tac dungkhong
dong nhatlén suy
tim cua liraglutide
Nghién cru LEADER (N=9,341)
Pai duwong typ 2, nguy co tim mach cao

Phén tich dwdi nhom
Chronic heart failure v

Yes —e—
No e

0.94 (0.72-1.21)
0.85 (0.76-0.96)

Nghién cru FIGHT (N=300)
Bénh nhan suy tim nang, c6 giam LVEF

Marso SP, et al. NEJM, 2016;375:311-22
Margulies KB, et al. JAMA, 2016;
316(5):500-8

Patients with an Event (%)

0.53

1004 209 \ia7ard ratio, 0.87 (95% C, 0.73—1.05)
90 P=0.14
15+
80
70— 104
60— Placebo
54
W Liraglutide
40+ 0 T T T I T T T T 1
30- 0 6 12 18 24 30 36 42 48 54
20
10+
0 ] | | I | I I 1
0 6 12 18 24 30 36 42 48 54

Months since Randomization

Time to death or rehospitalization for heart failure

Death or Rehospitalization

55+
501
45-
40
35
30
251
20
15-
10-

for Heart Failure, %

HR, 1.30 (95% Cl, 0.92-1.83); log-rank P=.14

Liraglutide

T T T

T T T T T T T 1
15 30 45 60 75 90 105 120 135 150 165 180
Days Postrandomization
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uy tim cua SGLT T ¢

n event/N analysed (%)

om/

ac CVOTs

SGLT2i Placebo
Study HR (95% ClI) p-value
- ®1
E'\QCP:CDREG OUTCOME 126/4687 (2.7) 95/2333 (4.1) 0.65 (0.50, 0.85) o 0.002
- 2
DECLARE-TIMI S8 212/8582 (2.5)  286/8578(3.3)  0.73 (0.61, 0.88) i
Total population
MRF 61/5108 (1.2) 94/5078 (1.9) 0.64 (0.46, 0.88) < &
0.30*
eCVD 151/3474 (4.3) 192/3500 (5.5) 0.78 (0.63, 0.97) o
34
CANVAS Program 123/5795 (2.1)  120/4347 (2.8)  0.67 (0.52, 0.87) 0.002
Total population
MRF - - 0.64 (0.35, 1.15) <
0.91*
eCVD - - 0.68 (0.51, 0.90)
0.5
All SGLT2 inhibitors are not indicated for heart failure treatment
Direct comparison of studies should be interpreted with caution due to differences in study design, populations and <
methodology Favours SGLT2i  Favours placebo

*p-value for interaction.

1. Zinman B et al. N Engl J Med 2015;373:2117 (supplemental appendix); 2. Wiviott S et al. N Engl J Med 2018;DOI: 10.1056/NEJM0a1812389;

3. Neal B et al. N Engl J Med 2017;377:644 (supplementary appendix); 4. Mahaffey KW et al. Circulation2017;137:323

*AVING
IVES
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1 4 N\

Giam nguy co nhap vien do suy tim som va duy tri sudt thei gian thoy
nghiém va nhat quan ¢ ca 2 liéu

77 — Placebo — Empagliflozin 10 mg — Empagliflozin 25 mg
6 -
:\5 Empagliflozin 10 mg Empagliflozin 25 mg
~ 5 HR 0.62 HR 0.68
S (95% CI 0.45, 0.86) (95% CI 0.50, 0.93)
> 4 - p=0.004 p=0.02
< Pooled doses
=z 3 HR 0.65
) (95% CI 0.50, 0.85)
E 2 4 p=0.0017
5
1 -
O i | L] L] L] ] L] ] L |
0 6 12 18 24 30 36 42 48
No. at risk Months
Placebo 2333 2271 2226 2173 1932 1424 1202 775 168
Empagliflozin 10 mg 2345 2306 2256 2204 1981 1473 1240 804 188
Empagliflozin 25 mg 2342 2308 2267 2223 2007 1477 1247 830 207

Empagliflozin is not indicated for the treatment of heart failure. HHF was a prespecified secondary outcome. Prespecified analysis. Cumulative incidence
function; treated set. HHF, hospitalisation for heart failure

Zinman B et al. N Engl J Med 2015;373:2117; van de Borne P et al. ESC-HF 2016; poster P2231
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Empaglflozin lam giam tt vong tim mach va nhap vién do suy tim

nhat quan & bénh nhan cé hay khéng cé suy tim ltic ban dau

Empagliflozin Placebo p-value for
n with event/N analysed (%) HR (95% CI) interaction
CV death
All patients 172/4687 (3.7) 137/2333 (5.9) 0.62 (0.49, 0.77) La 0.5601
HF at baseline
No 134/4225 (3.2) 110/2089 (5.3) 0.60 (0.47, 0.77) _._
Yes 38/462 (8.2) 27/244 (11.1) 0.71 (0.43, 1.16) PS
HHF
All patients 126/4687 (2.7) 95/2333 (4.1) 0.65 (0.50, 0.85) NR
HF at baseline
No 78/4225 (1.8) 65/2089 (3.1) 0.59 (0.43, 0.82)
Yes 48/462 (10.4) 30/244 (12.3) 0.75 (0.48, 1.19)
0.|25 1 AI,

pd g

~
Favours empagliflozin ~ Favours placebo

Empagliflozin is not indicated for the treatment of heart failure. HHF was a prespecified secondary outcome. Cox regression analysis in patients treated with =1
dose of study drug. CV, cardiovascular; HF, heart failure; HHF, hospitalisation for heart failure

Fitchett DH et al. Eur Heart J 2016;37:1526; Zinman B et al. AHA 2016; posterS2044
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Empagliflozin lam giam t&r vong tim mach va tw vong do moi nguyén nhan nhat

quan & bénh nhan c6 hodc khéng cé phi dai that trai Itc bandau

Empagliflozin Placebo p-value for
nIN (%) . ('foageFfY n/N (%) . goaéeFfY HR (95% Cl) if]l::r%rcot;’opn
3P-MACE
All patients 410/3965 (10.3) 37.1 236/2008 (11.8) 42.9 0.87 (0.74,1.02) 0.03
LVH at BL: No 395/3870 (10.2) 36.6 222/1963 (11.3) 41.1 0.89 (0.76, 1.05)
LVH at BL: Yes 15/95 (15.8) 57.3 14/45 (31.1) 143.7 0.39(0.19, 0.81) I—.—
CV death
All patients 141/3965 (3.6) 12.1 118/2008 (5.9) 20.3 0.59 (0.46, 0.76) 0.40
LVH at BL: No 132/3870 (3.4) 11.6 109/1963 (5.6) 19.1 0.60 (0.47,0.78)
LVH at BL: Yes 9/95 (9.5) 32.1 9/45 (20.0) 78.9 0.40 (0.16, 1.01)
All-cause mortality
All patients 226/3965 (5.7) 19.4 171/2008 (8.5) 29.4 0.65 (0.54, 0.80) 0.11
LVH at BL: No 217/3870 (5.6) 19.1 160/1963 (8.2) 28.1 0.67 (0.55, 0.83)
LVH at BL: Yes 9/95 (9.5) 32.1 11/45 (24.4) 96.4 0.32(0.13,0.78)
0.1 1 10

pd g

~
Favours empagliflozin ~ Favours placebo

Empagliflozin is not indicated for the treatment of heart failure

3P-MACE, 3-point major adverse cardiovascular events; BL, baseline; CV, cardiovascular; LVH, left ventricular hypertrophy
VermasS et al. Diabetes Care 2019; doi: 10.2337/dc18-1959




Empagliflozin cho thay lgi ich thétpedétkérdigaghvesasei rong dwong & cac mirc dd

suy tim
D Empaglifiozin Placebo .
n with event/ "1 P®  p yith event/ RCl° Per "‘;‘,‘::2.',“’ "'::: g,‘b wbem:y
Nanolyzed (%) .~ Nanalyzed (%) . interaction
HHF or CV death
S-year HF risk according to baseline Health ABC risk score
Low to average (<10%] 101/2844 (3.5) 120 68/1382 (4.9) 16.8 0.71 (0.52, 0.9¢) .—.—J p=0.4280
High (10-20%) 60/1012 (5.9) 207 58/815 (11.3) 40.3 0.52 [0.36, 0.75) r— -t
Very high [20%) 22/204 (10.8) 38.0 217118 (18.3) 700 0.55 (0.30, 1.00) .
CV death
§-year HF risk according to boseline Health ABC risk score
Low fo average [<10R]  70/2864 (2.4) 8.2 5171382 (3.7) 124  0.65 (0.45. 0.94) e p=0.74660
High (10-20%) 46/1012 (4.5) 15.4 41/81§ (8.0) 7.3 0.57 (0.38, 0.88) e
Very high [20%) 14/204 (6.9) 234 15/115 (13.0) 472 049024102 »
HHF
Syeor HF risk occording fo baseline Health ABC risk score
Low to averoge (<10W)  41/2844 (1.4) 45 268/1382 (2.0) 6.9 0.71 {0.44. 1,14 —— p=0.3822
High (10-20%) 23/1012 (2.3] 7.9 27/518 (5.2} 18.8 0.42 (0.24, 0.73] e ]
Very high [20%) 11/204 (5.4) 19.0 10/115 (8.7) 33.3  0.61 (0.2, 1.45) ‘
0.1'25 0.'25 0:5 1 2 4

Favours empaoglifiozin Favours placebo

Fitchett DV et al. European Heart Journal (2018) 39,
363-370
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EMPRISE: dac diem ban dau cua bénh nhan EMFRISEW

DPP-4i Empagliflozin Standardised

(n=17,551) (n=17,551) differences*
Age, years, mean (SD) 58.76 (9.09) 58.71 (8.96) 0.01
Male 9435 (53.8) 9441 (53.8) 0.00
History of CV disease 4330 (24.7) 4309 (24.6) 0.00
Ischaemic heart disease 3191 (18.2) 3146 (17.9) 0.01
Previous coronary revascularisation 819 (4.7) 811 (4.6) 0.00
Ischaemic or haemorrhagic stroke 924 (5.3) 938 (5.3) 0.00
Heart failure 852 (4.9) 870 (5.0) 0.00
PAD or surgery 941 (5.4) 913 (5.2) 0.01
Hypertension 13,373 (76.2) 13,362 (76.1) 0.00
CKD 1270 (7.2) 1221 (7.0) 0.01

Data are n (%) unless otherwise stated
*Balance between treatments was assessed by calculating standardised differences for each covariate, with meaningful imbalances set at values greater than 0.1 CKD, chronic kidney disease; CV,
cardiovascular; DPP-4i, dipeptidyl peptidase-4 inhibitor; EMPA, empagliflozin; MI, myocardial infarction; PAD, peripheral arterial disease

Patorno E et al. ACC 2019; poster 19-A-15797-ACC AVI NG
BVES
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Tac dong trén két cuc giam nhap vién do suy tim cua empagliflozin

nhat quan tir RCT dén thwe hanh |am sang

SGLT2 inhibitor Placebo

Study n with event/N analysed (%) HR (95% CI) p-value
EMPA-REG OUTCOME®!

eCVD 126/4687 (2.7) 95/2333(4.1) 0.65 (0.50, 0.85) == <0.001
DECLARE-TIMI 582

MRF 61/5108 (1.2) 94/5078 (1.9) 0.64 (0.46,0.88) | e 0.30"

ASCVD 151/3474 (4.3) 192/3500 (5.5) 0.78 (0.63,0.97) = = '
CANVAS Programs3

MRF - - 0.64 (0.35, 1.15) I—o— 0oL

eCVD - — 0.68 (0.51, 0.90) o '

0.25 1 4
EMPRISE complements the results from EMPA-REG OUTCOME® < >
and indicates that the HHF findings translate into routine clinical practice Favours SGLT?2 inhibitor Favours placebo
Empagliflozin DPP-4 inhibitor
EMPRISE4t O
Without CVD 17/13,243(0.1) 47/13,243(0.4) 0.35(0.20, 0.61)
With CVD 63/4217 (1.5) 120/4217 (2.8) 0.53(0.39, 0.72) O
Empagliflozin is not indicated for the treatment of heart failure 0.25 1 4
Comparisons of trials should be interpreted with caution due to differences in study design, populations < >
and methodology. Definitions of HHF vary between studies Favours empagliflozin Favours DPP-4 inhibitor

*p-value for interaction; TBroad heart failure definition. See slide notes for definitions and abbreviations

. Zinman B et al. N Engl J Med 2015;373:2117;2. Wiviott S et al. N Engl J Med 2018; 2018;380:347;
. Mahaffey KW et al. Circulation 2018:137;323; 4. Patorno E et al. AHA 2018; poster1112 *IAVVEIQG
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Céc thudc BDTD cuing nhém Tiéu co chung

|eu qua trén bién cd tim mach

Table 2. Class effect of newer drugs
Outcome DPP-4i GLP-1 RAs SGLT-2i
HF NO YES YES
3/4 Neutral® 5/5 Neutral  3/3 Reduction
MACE YES NO NO
Neutral 3/5 Reduction 2/3 Reduction
CV death YES NO NO
Neutral 1/5 Reduction 1/3 Reduction

For scientific communication only
Please refer to local product
information

Home P. Diabetologia, 2019

doi: 10.1007/s00125-018-
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Piéu tri BUOC 1 1a metformin va diéu chinh I6i séng toan dién (gom kiém soat can ning va van déng thé lwc).i:

A
: [ Néu HbA,_ trén muc tiéu
HF OR CKD
PREDOMINATES "‘éf P
e Tién sir BTMDXV (ASCVD) A o o . o » P . .
- “Nguy co cao BTMDXV bao Tién st suy tim ( LVEF<45%) CAN GIAM THIEU NGUY CO' CAN GIAM THIEU TANG KHI CHI PHi
" o A . C6 bénh than man (CKD ). N . L - 2 A = . o —“ .
gbm >55 tudi + Phi dai that eGFR - 30-60 ml/min : Dam HA DUONG HUYET QUA MU'C CANiHO AC KHUYEN LA VAN DE LONS-10
trai hoidc he? dong maclj\ niéu vi luong , dc biét I3 c6 KHICH GIAM CAN
vanh , DM canh , M chi dam niéu dal lugng ETHER/
duéi trén 50%! == DPP-4i GLP-1RA SGLT2R 20 T, . —
good efficacy
S SGLT2R
KHUYEN DUNG J J < < tor&m 3 T
2N O SGLT-2i v&i bang chirng giam D
KHUYENDUNG HE va/hodc tien trién CKD HAIC iAIC HAIC HAIC
GLP-1 v&i bang chirng giam /hod : 5
bign o8 tim mach trong cac thir nghiém above target above target above target above target If A1C above target
h_____CY?I:’i;’ne(iiR_d_"‘_____ J J o J I A1C above target W e
e wd Néu SGLT-2i khéng dung nap GLP-1 RA SGLT2R |
SGLT-2i v&i bdng ching giam ho3c CCP hodc néu eGFR SGLT2R SGLTZF s i ' 4 J
bién ¢6 tim mach (6 chi khéng du?, thém
dinh giam bién codtlrsn mach) GLP-1 RA vdi lgi ich CVD OR OR DPP-4i DPP-4i GLP-1 RA with TZD" sue
néu eGFR du d3 dugc chirng minh
T e chime ™0 20 oR OR SGLT2E griod sliosy
[, - & 2D GLP-1RA for:ght
— if A1C above target ] J \L' \b \;f \L‘ \L
¥ N I AC above target Y J [ If A1C above target
Né&u can tang cudng thém, hodc [ i
BN liic nay khong dung nap véi *  Tranh diung TZD & bénh N I A1C above target h 4 N
GLP-1 RA va/hodc SGLT-2i, chon nhan suy tim . g P P
cac thudc thé hién an toan tim Continue with addition of other agents as outlined above \L ‘L
mach: Chon cé<3 thyé’c thé hién ‘l, If quadruple therapy required, * Insulin therapy basal insulin
= Xem xét thém nhém thuéc an toan tim mach: or SGLT2i and/or GLP-1 RA not with lowest acquisition cost
khdc (GLP-L RA hodc SGLT- *  Néu dang dung SGLT-2i , WAIC shove target tolerated or contraindicated, use OR
2i) v8i loi ich trén bénh tim can nhic thém GLP1-RA \E,r regimen with lowest risk of « Consider DPP-4i OR SGLT2i
g\;\;hAga k[gm c(;U:ng khéng c6 béng chirng gidam CVD waeight gain with lowest acquisition cost®
" PP-41 neu da = DPP-4i (trir saxagliptin) & x
:jun%Gle-jE‘RA bénh nhan suy tim (néu Consider the addition of SU® OR basal insulin: PREFERABLY
- nsulin nen N _ 9 . 3
. 1D . ﬂiﬁﬁ:ié‘:ﬂgﬁplm) = Choose later generation SU with lower risk of hypoglycemia DPP-i (f not on GLP-1 RA)
" Sus - SUS I = Consider basal insulin with lower risk of hypoglycemia’ based on weight neutrality
1. Proven CVD benefit means it has label indication of reducing CVD everts 8. Choose later generation SU to lower risk of hypoglycemia, \5/
2. Be aware that SGLT2i labelling varies by region and individual agent with Giimepitido hes shown similar CV safety to DPP-4I If DPP-4i not tolerated or
regard to indicated level of 6GFR for initiation and continued use 7. Degludec / glargine U300 < glargine U100/ detemir < NPH insuiin contraindicated or patient already
3. Empaglifiozin, canaglifiozin and dapagiificzin have shown reduction in HF and to 8. Semaglutide > liraghutide > dulaglutide > exenatide > lbdsenatide on GLP-1 RA, cautious addition of:
reduce CKD progression in CVOTSs. Canaglifiozin has primary renal outcome data from 9. I ;
CREDENCE. Dapagifiozen has primary heart failure outcome data from DAPA-HF L L o * SU® « TZD* « Basal insulin

. Degludec or U100 glargine have demonstrated CVD safaty
Low dose may be better tolerated though less well studied for CVD effects

Actioned whenever these become new clinical considerations reg: of cground gi

10. Consider country- and reglon-specific cost of drugs. In some countries
TZDs relatively more expensive and DPP-4i relatively cheaper

g medications.

LVH = Left Ventricular Hypertrophy; HFrEF = Heart Fallure reduced Ejection Fraction
UACR = Urine Albumin-to-Crestinine LVEF = Left Ventricular Fraction
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TO AVOID

Use principles in Figure 1

' ASCVD predominates ' ' '
. o ; i HForCKD predominates |
i TiénslrBTMDXV (ASCVD) - i+ Tién st suy tim ( LVEF<45%) R
+ * 'Neuycocao BTMDXV bao gom>55 tusi t + 'Cébénhthanman(CKD).eGFR:30-60 &
] + Phi dai that trai hodc hep déng mach ] ] ml/min ; Dam niéu vi lwgng , déc biét la 5
: vanh, DM canh , DM chi dwdi trén 50%! : : c6 dam niéu dai luong : Cﬁ
‘- -:“-"- —- :—: -‘—': ————— -. .h'-—--’*i-iﬁ'-~’-- .-_*-'-_-,- — --J

AR A SR S O T —— A B R R G T O R . e . .. ( = 5 1
- o - \ KHUYEN DUNG
: ~ KHUYEN DUNG ] s SGLT-2i v&i bang chirng giam HF va/hodc tién trién CKD trong cac thir
s GLP-1vdi bang chirng gidm bién c6 tim mach ' nghiém CVOT néu eGFR dd3
L e el | | . fe ]
M OR 3 P s e nn e OR ~-=r==-ermmemn—- e 1
PRI . I SR PR Né&u SGLT-2i khdng dung nap hodc CCD hodc néu eGFR khéng du?, thém
i SGLT-2i v&i bang chirng giam bién ¢6 tim mach ( cé chi I N ~ - . ’
M dinh giémgbié’n cgﬁm mach) néu eGFR 60(3 1 GLP-1RA v6&ilgiich CVD da dugc chirng minh
R e R R A P Pl b el -. . i >
8
[ lfllhk“abonhmct ] [ If HbA, above target ] NG
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Phong nglra tién phat Béwh:{ifr SR BNCBDTD tip 2

HbA1c>6.5%
consistent with
T2DM

Consideration of metformin as first-line
Aggressive treatment of other CVD pharmacologic therapy to improve glycemic
risk factors control and reduce CVD risk
(Class I1a)

Further management of diabetes per
N primary care provider or
endocrinology

HbAlc<7.0%after
lifestyle therapies and
metformin?

Does the patient
have other CVD risk
factors?

Reinforce the importance of diet and
physical activity and continue current
management

“This information is for scientific update only. Please refer to locally approved
product

information of related drugs whenever treatment is
considered.” 2019 ACC/AHA guideline for primary
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Phong ngwa tien phat bénh tim mach ¢ BN BTD tip 2

4. For adults with T2DM and additional ASCVD risk factors who require glucose-
lowering therapy despite initial lifestyle modifications and metformin, it may
be reasonable to initiate a sodium-glucose cotransporter 2 (SGLT-2) inhibitor
or a glucagon-like peptide-1 receptor (GLP-1R) agonist to improve glycemic
control and reduce CVD risk (54.2-9-54.2-14).

“This information is for scientific update only. Please refer to locally approved
product

information of related drugs whenever treatment is
considered.” 2019 ACC/AHA guideline for primary
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Thw nghiém cua SGLT2I & nguwol suy tim man

Panh gia két cuc

EMPEROR-Preserved? EMPEROR-Reduced? Dapa-HF3 SOLOIST-WHF45
(empagliflozin) (empagliflozin) (dapagliflozin) (sotagliflozin)
Sample size 4126 2850* 4500 6667+
« Patients with chronic HF, with and without diabetest » Symptomatic HFrEFt . T2D
) . * Elevated NT-proBNP * Elevated NT-proBNP « Chronic HF
Eﬁ:’e'r’i’;'us'on « eGFR 220 ml/min/1.73 m? . eGER 230 m/min/1.73 m? + Elevated NT-proBNP
» Hospital admission for worsening HF
HFpPEF (LVEF >40%) HFrEF (LVEF <40%) HFrEF (LVEF <40%) and haemodynamically stable
Pri dooi Time to first event of adjudicated CV death Time to first occurrence of CV death, Ti to first t of CV death HHE
AU Gl [oreliE or adjudicated HHF HHF or urgent HF visit ime to first event o eath or

* All-cause mortality « Total number of HHF and CV death « Total number of CV death, HHF or
* All-cause hospitalisation « Time to death from any cause urgent HF visit
Key secondary : Time to first occurrence of + Composite of 250% sustained eGFR * Composite of 250% sustained eGFR
endpoints sustained reduction of decline, ESRD or renal death decline, chronic d|§Iy5|s, renal
eGFR o transplant or sustained
* Change from baseline in KCCQ eGER <15 ml/min/1.73 m?2
* Change from baseline in KCCQ
Start date March 2017 March 2017 February 2017 May 2018
Expected June 2020 June 2020 December 2019 January 2021

completion date

For scientific communication only. Please refer to local product
information

*NT-proBNP-based enrichment of the population with patients at higher severity of HF; TNYHA class II-IV; ¥Patient numbers different between CT.gov and other referenceSee
slide notes for abbreviations 1. ClinicalTrials.gov NCT03057951; 2. ClinicalTrials.gov NCT03057977; 3. ClinicalTrials.gov NCT03036124; 4. ClinicalTrials.gov

NCT03521934; 5. EU Clinical Trials Register 2017-003510-16. (all accessed July 2018)



http://www.clinicaltrialsregister.eu/

Th& nghiém cia SGLT2i & Mdes{Aigkamenoc.com/
Panh gia co nang

EMPERIAL-Preserved? | EMPERIAL-Reduced?
Study drug Empaglifozin 10 mg qd Empagliflozin 10 mg qd
Sample size 300 300
) ) * Chronic HF NYHA class lI-1V
Ic(:Zelrr;:lusmn * Walking distance in the 6-minute walk test <350 m
HFpEF (LVEF >40%) HFrEF (LVEF $40%)
Primary endpoint Change from baseline to Week 12 in exercise capacity (6-minute walk test)
Change from baseline to Week 12 in:
» KCCQ-TSS Kansas City Cardiomyopathy Questionnaire Total Symptom Score
* CHQ-SAS dyspnoea score Chronic Heart Questionnaire Self-Administered
Secon(-iary Standardised
endpoints s s E
* Clinical Congestion Score, PGI-S of HF symptoms, PGI-S of dyspnoea, PGI-C
of HF symptoms, PGI-C in dyspnoea, NT-proBNP
Change from baseline to Week 6 in exercise capacity (6MWT)
SHAE: date March 2018 March 2018
Expected
June 2019 June 2019

completion date

For scientific communication only. Please refer to local product

HFpEF, heart failure with preserved ejection fraction; HFrEF, heart failure with reduced ejection fraction; LVEF, left ventricular ejection

fraction
1. ClinicalTrials.gov. NCT03448419; 2. Abraham WT et al. ESC-HF 2018; poster P303; 3. ClinicalTrials.gov. NCT03448406;
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Thur nghiéem cua SGLT2o nguworsuy tim

man Danh gi& chuyén héa (nghién ctruco’

Che) Phase lll randomised double-blind placebo-controlled study (EMPA
VISION HF)

Aim: A mechanistic CMR and CPET study to assess effects of empagliflozin treatment on cardiac
metabolism (energetics) and function in patients with HFpEF and HFrEF

Population: Chronic HF (HFrEF or HFpEF) with or without diabetes
Empagliflozin 10 mg qd

Cohort A:
Patients with HFrEF
Placebo qd
n=43 Frsssssasansns s s E R R R RN AN AR RN RN EREREERERERE R 4

Empagliflozin 10 mg qd
Patients with HFpEF
b Placebo qd

n=43

Follow-up

Follow-up

12 weeks

For scientific communication only. Please refer to local product
information
CMR, cardiac magnetic resonance imaging; CPET, cardiopulmonary exercise test; HFpEF, heart failure with

preserved ejection fraction; HFrEF, heart failure with reduced ejection fraction
ClinicalTrials.gov. NCT03332212




https://trungtamthuoc.com/

KET LUAN

- Pai thao dwdng la yéu té nguy co suy tim doc 1ap véi bénh mach vanh va tang huyét ap

« Viéc bao vé bénh nhan dai thao dwéng typ 2 khdi cac bién cb tim mach, ddc biét nhap vién do suy tim la diéu can thiét

« Céc thudc trc ché SGLT2 cho thay hiéu quéa gidm nhap vién do suy tim & BN dai thao dwdng typ 2

« Khuyén céao ADA 2020 hwéng dan st dung thudc SGLT2i la lwa chon hang dau sau Met cho cac bénh nhan dai thao
dwdong co kem suy tim

» Khuyén cdo AHAACC 2019 lan dau tién duwa thuéc SGLT2i nhw Ia liéu phap gilip phong ngiva tién phat bien co tim
mach & bénh nhan dai thao duwd'ng cé kém yéu to nguy co bénh tim mach do xo vira (1I1B)
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