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1. Vai tro cua KSPH vd&i ganh nang bénh tim mach va t& vong
o BN DTD

2. Tac dong trén BC tim mach — than cta céc thuéc ha PH

3. Vi tri cac thudc ha BPH méi trong khuyén céo cap nhat
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PTD lam gia tang nguy co BC tim mach va t&r vong

All-cause death Khac
CVD death _ Bénh tim mach
Myocardial Ung thw
infarction
0 0.5 1 1.5 2 Bénh than

Risk increase

(relative to individuals without diabetes) Bénh tim mach

Nguyén nhan gay tir vong hang dau & bénh nhan BTD

CDC. National diabetes statistics report, 2014. http /Iwww.cdc /qov/dlabetes/pubs/statsreri%rt14/national-

diabetes-report-web.pdf https://trungtamthuoc.com/



UKPDS: KSDH tich cwc giup giam BC mach mau nho nhwng khong
lam giam BC mach mau I&n

Giam nguy co’ tim mach & BN PTD typ 2 doi héi tiép can da yéu to

All-cause mortality”

Diabetes-related death” Control of

dyslipidaemia

p = 0.052

Myocardial infarction”

Microalbuminuria®

Antihypertensive Antiplatelet
therapy therapy

Retinopathy progressiont

Microvascular complications”

Any di : int* |
y diabetes-related endpoint Weight loss Glycaemic
l T T T | -a?d Ilfest_tyle* control
0 10 20 30 40 interventon

Risk reduction (%)

*
Median follow-up, 10 years; fassessed as surrogate endpoints; follow-up, 12 years.

UKPDS 33. Lancet 1998;352:837-53. “In¢ludes smoking cessation.

https://trungtamthuoc.commbnymous. Eur Heart J 2013;34:3035-87.




Thoi gian cac thir nghiém CVOTs cua SGLT2i

CVOQOTs are RCTs that are primarily designed to assess CV outcomes, typically with a composite
primary outcome, such as 3P-MACE (CV death, non-fatal stroke or non-fatal myocardial infarction).

3P-MACE 3P-MACE

SP-MACE CV death or HHF CV death or HHF

EMPA-REG

DECLARE-TIMI
58
(dapagliflozin)

SORTED
(sotagliflozin)

OUTCOME®
(empagliflozin)

2015 2017

CANVAS/
CANVAS-R VERTIS CV
o (ertugliflozin)
(canagliflozin)
3P-MACE 3P-MACE - gt P
4 & EMPA-RE
3P-MACE, 3-point major adverse CV event; CV, cardiovascular; CVOT, CV outcomes trial; HHF, hospitalisation for heart failure; SGLT2, sogtis—q!#eQseUTDONIR®
1. Zinman et al. N Engl J Med 2015;373:2117—28. 2. Neal et al. N Engl J Med 2017;377:644-57. 3. Wiviott et al. N Engl J Med 2018;d0i:10.1 Moa1812389. 4.

NCT01986881. 5. NCT03315143. https://trungtamthuoc.com/



Nghién ctru danh gia an toan tim mach & BN BDTD

EMPA-REG CANVAS DECLARE-
OUTCOME! Program? TIMI 583 CREDENCE* | VERTIS CV

SGLT2 inhibitor Empaglifiozin  Canaglifiozin  Dapaglifiozin ~ Canagliflozin Ertugliflozin
N 7020 10,142 17,160 4401 8246
Duration of follow-up, median, 3.1 24 49 26 3.0
years

Age, mean = SD, years 63.1 + 8.6 63.3+8.3 63.9 +6.8 63.0+9.2 64.4+8.1
Female, % 28.5 35.8 37.4 33.9 30.0
HbAlc, mean = SD, % 8.1+0.8 8.2+0.9 83+1.2 8.3+1.3 8.2+1.0
Diabetes duration, mean + SD, NA 135+7.8  11.8+7.8  158+86  13.0£8.3
years

Established CV disease, % 100 65.6 40.6 50.4 100
History of HF, % 10.1 14.4 10.0 14.8 23.7
Reduced kidney function (eGFR

<60 mL/min/1.73 m2), % 25.9 20.1 7.4 59.8 21.9

CV, cardiovascular; eGFR, estimated glomerular filtration rate; HbAlc, glycated hemoglobin; HF, heart failure; NA, not available; SD, standard deviation.
1. Zinman B et al. N Engl J Med 2015;373:2117-2128. 2. Neal B et al. N Engl J Med 2017;377:644-657. 3. Wiviott SD et al. N Engl J Med 2019;380:347-357.

4. Perkovic V et al. N Engl J Med 2019; 380:2295-306. httpS_//trungtamthuoc Com/



Time to first MACE — subgroup analysis by ASCVD

MACE Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio
patient-years patient-years (95% ClI)
ASCVD EMPA-REG OUTCOME 37.4 43.9 @ 0.86 (0.74-0.99)
CANVAS Program 341 41.3 @ 0.82 (0.72-0.95)
DECLARE-TIMI 58 36.8 41.0 @t 0.90 (0.79-1.02)
CREDENCE 55.6 65.0 — @ 0.85 (0.69-1.06)
VERTIS CV 40.0 40.3 @ 0.99 (0.88-1.12)
Pooled estimate i 0.89 (0.84-0.95)
(Q statistic P =0.34; 12 = 11.8%)
No ASCVD CANVAS Program 15.8 15.5 0.98 (0.74-1.30)
DECLARE-TIMI 58 13.4 13.3 T 1.01 (0.86-1.20)
CREDENCE 22.0 327 - e 0.68 (0.49-0.94)
Pooled estimate S 0.94 (0.83-1.07)
(Q statistic P = 0.10; 12 = 56.5%)
| | |

0.25 0.5 1.0 2.0

-« R
Favors Treatment Favors Placebo. .
* gigiap

P interaction = 0.63 ) ® EMPA-REG

_ o e e fence vt o, & . OUTCOME®
MAGE, tejor adverse cardiovaseuiar evente. e e s I 67
https://trungtamthuoc.com/



SGLT2i CVOTs: Két qua giam tir vong tim mach

CV death endpoint in SGLT2 inhibitor in CV outcomes trials

— . EMPA-REG OUTCOME! CANVAS Program?
X ~ 127
T 8 HR, 0.62 S HR, 0.87
& 71 (95%Cl, 0.49, 0.77) = (95% Cl, 0.72, 1.06)
> 6 P<0.001 o 5.
e o
= 5 g 6
a 4 =
. n 4 -
8 3 z
T 27 Placebq . -f':J 2 - Placebo
L — Empaglifiozin 5_6 ’-l'*"' = Canagliflozin
- T T T T T T T 1 O -# I I I I 1 1 1
0 6 12 18 24 30 36 42 48 0 26 52 104 156 208 260 312 338
Month Week
DECLARE-TIMI 583 . VERTIS CV
e\’ 12.5
I ' HR, 0.92
Dapagliflozin Placebo HR (95%Cl) o (95.8% Cl, 0.77-1.11)
N=8582 N:i518/1000 q>) 10.0 P=0.39
ate c
Rate/1000 % ) —
n (%) patiaﬁt-years "o patient-years = 7.5
2]
245 (2.9) 7.0 249 (2.9) 7.1 0.98 (0.82,1.17) = 5.0
]
. | . T 254 Placebo
0.5 1 2 o = Ertugliflozin
. ®
Favors Dapagliflozin Favors Placebo 0.0- ' ' ' I .'m_'_
Pe 0 6 12 24 36 " 43 8 BEMWMPA-REG
Cl confidence interval, CV, cardiovascular; HR, hazard ratio Month

1. Zinman B et al. N Engl J Med 2015;373:2117-2128; 2. Neal B et al. N Engl J Med 2017;377:644-657,

3. Wiviott SD et al. N Engl J Med 2019;380:347-357.

https://trungtamthuoc.com/
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Meta-analysis: Leii ich giam nguy co Tie vong tim mach chi thay voi
empagliflozin, khéng thay véi cac SGLT-2i khac!4

Events per 1,000 PY

CV death

Study name SGLT2 inhibitor Placebo HR (95% CI) P-value
Patients with ASCVD
EMPA-REG OUTCOME®14 12.4 20.2 ¢ i 1 0.62 (0.49, 0.77)
CANVAS Program?4 14.8 16.8 —— 0.86 (0.70, 1.06)
DECLARE-TIM| 5834 10.9 11.6 —H— 0.94 (0.76, 1.18)
Pooled analysis (all SGLT2 inhibitors) —— 0.80 (0.71, 0.91) 0.0005
Patients with multiple risk factors
CANVAS Program?4 6.5 6.2 ' il i 0.93 (0.60, 1.43)
DECLARE-TIMI| 5834 4.4 4.1 —Hil— 1.06 (0.79, 1.42)
Pooled analysis (all SGLT2 inhibitors) e — 1.02 (0.80, 1.30) 0.89

s s 25
 Prvalue for subgroup diference: 031 - -

Favours treatment Favours placebo

ASCVD: Q statistic = 7-42, p=0-0245, 1°= 73-:0%; MRF: Q statistic = 0-24, p=0-62, 1°= 0%. P-value for subgroup differences: 0-31

1. Zinman et al. N Engl J Med 2015;373:2117-28. 2. Neal et al. N Engl J Med. 2017;377:644-57. 3. Wiviott et al. N Engl J Med 2018;d0i:10.1056/NEJM0a1812389. 4.
Zelniker et al. Lancet 2018;doi:10.1016/30140-6736(18)32|5pbt>ps -//tru ngtamth uoc.com/




T vong do moi nguyén nhan: Lei ich ciing chi thay
khi diéu tri empagliflozin

Events per 1,000 PY All-cause mortality

Study name SGLT2 inhibitor Placebo HR (95% CI) HR (95% CI) P-value
Patients with ASCVD

EMPA-REG OUTCOME®!2 19.4 28.6 —— 0.68 (0.57, 0.82)

CANVAS Program?3 21.1 23.1 —— 0.89 (0.75, 1.07)
DECLARE-TIMI 5324 21.3 23.2 —1 0.92 (0.79, 1.08)

Pooled analysis (all SGLTZ2 inhibitors) —— 0.83 (0.75, 0.92) 0.0003

Patients with multiple risk factors

CANVAS Program?3 11.2 13.4 ' i ' 0.79 (0.58, 1.07)
DECLARE-TIMI 5324 11.0 11.7 —— 0.94 (0.78, 1.12)
Pooled analysis (all SGLTZ2 inhibitors) ——r 0.90 (0.77, 1.05) 0.18
I I
0.5 1 2.5
< >
Favours treatment Favours placebo

ASCVD: Q statistic = 6-87, p=0-0322, 1= 70-9%; MRF: Q statistic = 0-92, p=0-34, 1= 0%. P-value for subgroup differences: 0-69

ASCVD, atherosclerotic cardiovascular disease, Cl, confidence interval; HR, hazard ratio; PY, patient-year; SGLT2, sodium—glucose transporter 2.
1. Inzucchi et al. Diabetes Care 2018; 41:e4-5. 2. Zelniker et al. Lancet 2018;d0i:10.1016/S0140-6736(18)32590-X. 3. Neal et al. N Engl J Med. 2017;377:644-57. 4. Wiviott et al. N

Engl J Med 2018;d0i:10.1056/NEJMoa1812389. https -//tru ngtamth uoc.com/




EMPA-REG OUTCOME: risk reduction in CV death and hHF with

empaglifiozin was early, sustained, and independent of baseline
HbA1c and change in HbA1c

In patients with CV disease and T2D on top of standard of care

HOSPITALISATION DUE TO HF

CARDIOVASCULAR DEATH

7 9 -
359, 4.1% absolute risk1:2 - 5.9% absolute risk!2
< - e 8- 38% =
X 6 RRR IN SOC + placebo (N=2,333) ~ 0 SOC + placebo (N=2,333)
- HOSPITALISATION T 74 RRR IN CV
So NG 2
> > 6+
® =
5 4 — = 54
3 2,
2 °7 E
5 , 3
- 2.7% absolute risk? © 3.7% absolute risk?
e ., SOC + empagliflozin (N=4,687) o SOC + empagliflozin (N=4,687)
0 .EARLY
T T T T T T T T impact? I l l l | | l
0 6 12 18 24 30 36 42 48 12 18 24 30 36 42 48

Time (months)
Secondary endpoint: HR=0.62; 95% CI: 0.49, 0.77; p<0.001

Time (months)
Part of 3-P-MACE composite primary endpoint: HR=0.65; 95% CI: 0.50, 0.85; p=0.002

Empagliflozin is not indicated for the treatment of HF. Cumulative incidence function. SOC: statins, ACEis/ARBs, beta blockers, antiplatelets, glucose-lowering medications.

ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin receptor blocker; Cl, confidence interval; CV, cardiovascular; HF, heart failure; hHF, hospitalisation for heart failure; HR, hazard ratio;
RRR, relative risk reduction; SOC, standard of care, T2D, type 2 diabetes mellitus

1. JARDIANCE (Summary product characteristics). Ingelheim am Rhein, Germany: Boehringer Ingelheim GmbH; February 2019.

Zinman B et al. N Engl J Med 2015;373:2117-2128.
https://trungtamthuoc.com/

2.
3. Inzucchi SE et al. Circulation 2018;138:1904-1907.
4. Fitchett D et al. J Am Coll Cardiol 2018;23:71:364-367.



Kiém soat bién chirng & BN PTD typ 2
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HHF outcomes in SGLT2 inhibitor CV outcomes trials

- EMPA-REG OUTCOME!? CANVAS Program?
8 —
< 64 HR, 0.65 S 7- HR, 0.67
S (95% ClI, 0.50, 0.85) =~ (95% ClI, 0.52, 0.87)
g 57 £ 67
o Q
& 4 B >
e
= e 47
= 3- =
% 2 37
3 27 S 24
S Placebo & Placebo
o 1 — Empagliflozin 17 = Canagliflozin
= T T T T T 1 O T T T T T T
0
0 6 12 18 24 30 36 42 48 0 26 52 104 156 208 260 312 338
Month Week
4o DECLARE-TIMI 583 % VERTIS CV
S HR, 0.73 S 49 HR, 0.70
£ 37 (95% ClI, 0.61, 0.88) |5 (95% Cl, 0.54, 0.90)
q>) / = 7
e e
27 =
=
; o 21
5 4. 5
& Placebo T 1 Placebo
— Dapagliflozin — Ertugliflozin
® Y
0 T T T T T T T T 0 T T T T f*‘._l_
0 180 360 540 720 900 10801260 1440 0 6 12 24 36 B 8 ‘.f EMPA-REG
a
Cl, confidence interval; CV, cardiovascular; HHF, hospitalizg{ion for heart failure; HR, hazard ratio; SGLT2, sodium-glucose cotransporter 2. Month .;t“ .. OUTCOMgEo
1. Zinman B et al. N Engl J Med 2015;373:2117-2128. 2. Neal B et al. N Engl J Med 2017;377:644-657. e
3. Wiviott SD et al. N Engl J Med 2019;380:347-357 (figure provided by D.K. mtelj@'li)f sttlﬁu N gtamth uoc.co m/



SGLT2i giam nguy co’ Nhap vién do suy tim

bat ké phan nhém BN co/khdng BTML4

Events per 1,000 PY HHE
Study name SGLT2 inhibitor Placebo HR (95% CI)

Patients with ASCVD

EMPA-REG OUTCOME®14 9.4 14.5 R
L |
CANVAS Program?4 7.3 11.3
—
DECLARE-TIMI 5834 11.1 14.1

Patients with multiple risk factors
CANVAS Program?4 2.6 4.2
DECLARE-TIMI 5834 3.0 4.6

0.|35 0.5 1 2|
< >

Favours treatment  Favours placeabo

0.65 (0.50, 0.85)

0.68 (0.51, 0.90)
0.78 (0.63, 0.97)

0.64 (0.35, 1.15)
0.64 (0.46, 0.88)

P-value

ASCVD, atherosclerotic cardiovascular disease; Cl, confidence interval; HHF, hospitalisation for heart failure; HR, hazard ratio; PY, patient-year; SGLT2, sodium—glucose transporter 2.
1. Zinmanetal. N Engl J Med 2015;373:2117-28. 2. Neal et al. N Engl J Med. 2017;377:644-57. 3. Wiviott et al. N Engl J Med 2018;doi:10.1056/NEJM0a1812389.

4. Zelniker et al. Lancet 2018;doi:10.1016/S0140-6736(18)32590-X. http s://trun gtamth uoc.com/




Empagliflozin and the risk of
HHF in routine clinical care

EMPRISE @€

LLLLLLLLLLLLLLLLL -WORLD EFFECTIVENESS

A first analysis from the EMPRISE study
Patorno et al. Circulation 2019

https://trungtamthuoc.com/



Empagliflozin giam nhép vién do suy tim & ca BN c6 va khong cé bénh tim mach
EMPRISE nhat qguan véi KQ cua EMPAREG OUTCOME

EMPRISE*! EMPA-REG OUTCOME®-

0.057 ---- Sitagliptin ---- Empagliflozin

0041 HR 0.51 I 49%
0034 (95% Cl0.39,0.68) oo g=——- ' |
0.02 1 p<0.0001 ..,—--"J‘- 6 H R O . 65

(95% CI 0.50, 0.85)

7 7 — Placebo —— Empagliflozin

0.011 N e T > p=0.002
0 4= . . . . . . . 4 -
0 3 6 9 12 15 18 21 24
0.0517 ---- DPP-4i ---- Empagliflozin 3 -

0041 HR 0.56 - 44%

0.034 (95% CI1 0.43, 0.73) Y e 2 7
0.02 - p<0.0001 _,,r—--‘___rrll .

0.01- = e

Cumulative incidence
Patients with event (%)

0 3 6 9 12 15 18 21 24
Months Months
Comparison of studies should be interpreted with caution due to differences in study design, populations and methodology
Definitions of HHF vary between studies; *Broad HHF definition

DPP-4i, dipeptidyl peptidase-4 inhibitor; HHF, hospitalisation for heart failure; RCT, randomised controlled trial
1. Patorno E et al. Circulation 2019 (submitted); 2. Zinman B et al. N Engl J Med 2015;373:2117 27

https://trungtamthuoc.com/



Empagliflozin giam nhap vién lan dau va tai nhap vién do suy tim & ca BN c6 va
khong co suy tim ban dau

Risk of HF-related hospitalizations in empagliflozin vs. DPP4i*

i Empagliflozin DPP4i
n events/N analysed (IR/1000 PY)
First HF-related hospitalization 82/17,549 (10.4) 141/17,549 (18.9) 0.58 (0.44, 0.76) —O—
Patients with baseline HF* 54/2050 (61.9) 103/2050 (120.9) 0.53(0.38, 0.74) —O—t
Patients without baseline HF* 23/15,428 (3.3) 54/15,428 (8.1) 0.45(0.27,0.73) ———
Recurrent events Empagliflozin DPP4i Incident rate ratio ~ 92° 09 ! 2 4
PMPY (95% Cl)
Number of HF-related hospitalizations 0.01 0.03 0.48 (0.37, 0.61) —O0—
Patients with baseline HFt 0.08 0.16 0.49 (0.37, 0.65) T
Patients without baseline HFt 0.003 0.01 0.34 (0.22, 0.53) ’
0125 025 05 1 2

*Discharge diagnosis of HF in any position; tDefined as history of HF or use of loop diuretics. PMPY, per member per year

28
ESC 2019 https://trungtamthuoc.com/




so vOi DPP4i

DPP-4i* Empagliflozin
(n=17,551) (n=17,551)

n events Rate/1000 PY n events Rate/1000 PY

Empagliflozin gitip giam nhap vién vi suy tim va te vong do moi nguyén nhan

HR (95% ClI)

Gop nhap vién vi suy tim co6
trong chan doan va tir vong do 164 21.99 96 12.08 0.58 (0.45, 0.74)
moi nguyén nhan

Nhap vién vi suy tim cé t hé

Ynap vien vi sy fim co trong chan 146 20.0 82 10.3 0.56 (0.43, 0.73)
doant
Gop nhap vién vi suy tim trong chan
doan chinh va t&r vong do moi nguyén 63 8.42 33 4.14 0.61 (0.40, 0.95)
nhan

Nhap vién vi tim t han doé

'ap vien vi sty tim trong chan doan 42 5.61 16 2.01 0.49 (0.27, 0.89)

chinh#

T vong do moi nguyén nhan® 22 2.9 17 2.1 0.78 (0.41, 1.48)

*Comprised of alogliptin=3.1%, linagliptin=19.1%, sitagliptin=66.5%, and saxagliptin=11.3%; TDefined as a discharge diagnosis of heart failure in any
position (positive predictive value = 79-96%); *Defined as a discharge diagnosis of heart failure in the primary position (positive predictive value =
84-100%); SAvailable for a subset of patients

DPP-4i, dipeptidyl peptidase-4 inhibitor; EMPA, empagliflozin; HHF, hospitalisation for heart failure; PY, patient-years

Patorno E et al. ACC 2019; poster 19-A-15797-ACC httpS -//tru ngtamth uoc.com/
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Empagliflozin gitp rat ngan théi gian nam vién so v&i DPP4i.
S6 lan vao khoa cap ctru, nhap vién do moi nguyén nhan va
s0O lan tham kham ngoai tru it hon c6 y nghia so v&i DPP4i

DPP-4i Empagliflozin
(n=17,549) (n=17,549)
n events Rate/1000 PY n events Rate/1000 PY

HR (95% CI)

Nguy co' nhap vién dau tien do moi 876 121.8 765 99.1 0.84 (0.76, 0.92)

nguyén nhan

Nguy co vao cap ctru dau tién 502 68.6 428 54.7 0.83 (0.73, 0.94)
Per member per year Per member per year Difference (95% CI)

Thoi gian nam vién (ngay) o benh nhan 9.77 8.41 -1.36 (-3.23, 0.57)

cO 21 lan nhap vién

Ngay nam vién 0.75 0.52 -0.23 (-0.38, -0.08)

In

Per member per year Per member per year

cidence rate ratio

(95% CI)

S6 1an nhap vién do moi nguyé&n nhan 0.15 0.11 0.78 (0.72, 0.86)
Sé 1an vao cap ciru 0.09 0.07 0.80 (0.71, 0.89)
S6 1an kham ngoai tra 8.39 8.03 0.96 (0.95, 0.98)

DPP-4i, dipeptidyl peptidase-4 inhibitor; ED, emergency department; EMPA, empagliflozin; PY, patient-years
Najafzadeh M et al. AMCP 2019; poster 600446 30

https://trungtamthuoc.com/



Empagliflozin gitp giam tong chi phi diéu tri so v&i DPP4i

Empagliflozin, Incidence rate ratio

PMPY (95% CI)
Number of distinct medication prescriptions 17.5 18.1 0.97 (0.96; 0.98)

Trong thdi gian theo déi 5.4 thang, phan tich tir NC EMPRISE trong thwc té 1am sang cho
thdy diéu tri véi empagliflozin gitp gidm tong chi phi y té cham séc ctia BN sv

DPP4i do lam gidm téng chi phi diéu tri ndi vién va ngoai vién

(cling nhw chi phi lien quan toi bénh tim mach)

—ETE -132 -134
400 356
-600 -
-800 -
-1000 -
95% Cl: -1,380; -1,920; -1,089; -1,069; 149; -67; -462; 556; _867;
1,295 380 253 365 1,325 11 225 287 322
Per Member Per Year (PMPY) in S
EMPA 17,771 8,932 2,418 6,514 8,772 67 624 2,321 2,945
DPP4i 17,814 9,729 2,859 6,870 7,990 94 756 2,455 3,211

31
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Story of SGLT2 inhibition in heart failure

Type 2 diabetes Diabetes and non-diabetes

v

Preclinical

Clinical stage of Detectable cardiac
the disease involvement

(subclinical) stage
of the disease

I I
l 10 Years 18-20 Years

0 Years
Normal End-stage
ventricular CANVAS Program EMPACT-MI DAPA-HF heart
function CREDENCE DAPA-MI DELIVER HFpEF ilure

EMPA-REG OUTCOME EMPEROR-Preserved
VERTIS-CV EMPULSE
HF prevention HF treatment

SGLT2, sodium-glucose co-transporter-2

34 Adapted from Bhatt DL et al. Cell Metab. 2019;30:847 https://tru ngtamthuoccom/




EMPEROR-Reduced

Phase Illl randomised double-blind placebo-controlled trial

Aim: To investigate the safety and efficacy of empagliflozin versus placebo on top of guideline-
directed medical therapy in patients with HF with reduced ejection fraction

Population: T2D and non-T12D, aged =18 years, chronic HF (NYHA class 11-1V)

Study design'-? Confirmatory endpoints’?2

COMPOSITE PRIMARY ENDPOINT

Time to first event of adjudicated CV
death or adjudicated HHF

Empagliflozin 10 mg gd + SOC*

EMPEROR-Reduced
LVEF <40%

ol b6 ad + SOC* SECONDARY ENDPOINTS
3730 patients acebo g - First and recurrent adjudicated HHF
: events
Median follow-up = 16 months - Slope of change in eGFR (CKD-EPI) from
(event-driven) baseline

*Guideline-directed medical therapy
CV, cardiovascular; CKD-EPI, Chronic Kidney Disease Epidemiology Collaboration; e GFR, estimated glomerular filirationrate; HF, heart failure; HHF, hospitalisation for heart failure; LVEF, left ventricular
ejection fraction; NYHA, New York Heart Association; qd, once daily; SOC, standard of care; 12D, type 2 diabetes

35 1. ClinicalTrials.gov. NCT03057977 (accessed Aug 2020); 2. Packer *Ftctﬁ,s_/-f-l/ﬁflu)ﬁ Q@Wh wcyec CcO m/




Primary endpoint: First adjudicated CV death or
hospitalisation for heart failure

404

w
o
|

Placebo

HR 0.75

(5% CI10.65, 0.86)
0<0.001

Empagliflozin
10

Estimated cumulative
incidence function (%)
N
(@)

]

0 90 180 270 360 450 540 630 720 810 Empagliflozin:

Days after randomisation 361 patients with event

Patients at risk Rate: 15.8/100 patient-years

Placebo 1867 1715 1612 1345 1108 854 411 410 224 109 Placebo: .
Empaglifiozin 1863 1763 1677 1424 1172 909 645 423 231 101 462 patients with event
Rate: 21.0/100 patient-years
Empagliflozinis not indicated for the treatment of HF ‘

CV, cardiovascular; eGFR, estimated glomerular filtration rate; LVEF, left ventricular ejection fraction; ARR, absolute risk reduction; RRR, relative risk reduction. NNT: Number needed to freat

36 Dafaonfie https://trungtamthuoc.com/

Coxregression model including covariates age, baseline eGFR, geographic region, baseline diabetes status, sex, LVEF and freatment !
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Empaglifiozin reduces time to first hospitalisation for HF

or CV death similarly in patients with or without diabetes

With diabetes Without diabetes

HR 0.72 (0.60, 0.87) Interaction p=0.57 HR 0.78 (0.64, 0.97)
p=0.0006 p=0.0225
ap - 40 -
25_ 10 Z 0
: Placebo
3’. 20+ 'i 20
2 Empaglifiozin x -
2 ov0o- Pag £ 10+ Empagliflozin
0 oy B A S, f— ¢/ =
(4] 20 182 270 360 450 840 5".‘0 20 830 l; 0 80 270 JE() 4.:,10 '.~~:0 5;0 7;0 8: 0
Shudy day Stuay day
Patents & risk Pabents at rsk
Placebo 928 543 793 €58 537 416 283 202 m 56 Placcbo 438 872 B9 car L4 439 12 208 113 53
Empatlmg 27 675 B24 €82 563 4% 3@ 2 129 &1 Empating 63 838 853 732 609 4v3 26 0@ 0@ 40
In diabetics: In non-diabetics:
Event rate in the empagliflozin group: Event rate in the placebo group:
17.7/100 patient years 17.6/100 patient years {

Empagliflozin is not indicated for the treatment of HF
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Key secondary outcome: total (first plus recurrent) hospitalisation

for HF similarly reduced in patients with and without diabetes

With diabetes Interaction p=0.44 Without diabetes

RR 0.65 (0.50, 0.85)

RR 0.76 (0.57, 1.01)

i

7 0E0 S 060+
£ n
- o
% &
" Placebo
5 040 - | 0.40 <
2 by
B ©
5 3
E 020+ g 020
£ Empagliflozin £
5 g Empagliflozin
2 g
000 - 000~
T T ! T T T T T ] T
¢ 90 180 20 350 450 £40 &% 120 810 0 80 180 270 350 450 sai 530 720 810
Study day Study day
Pationts at risk Patents at risk
Plscebe 92¢ 907 381 774 642 i 380 255 142 % Placebe 938 91 881 752 543 506 33 243 133 B0
Empa 10mg 927 L a77 755 627 424 367 257 162 63 Empa 10mg 936 921 851 777 656 54 365 236 120 43

Empagliflozinis not indicated for the treatment of HF
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Empagliflozin slowed the rate of decline in eGFR

similarly in patients with or without diabetes

Changes in Estimated Glomerular Filtration Rate During Double-Blind Treatment

With diabetes Without diabetes
+2.21* ml/min/1.73 m?/year in favor of empagliflozin +1.27* ml/min/1.73 m?/year in favor of empagliflozin
-+ Placebo - Empaglifiozin 10 mg - Placebo % Empaglifiozin 10 mg

20 4

10 J

N

L0 4

Adjusted mean |SE)

Adpasted mean (SE)

Placebo
Empaglifiozin

p—— Placebo STEE—— i

EMpagliflozZin  se——
A20 4 120 4

v v v L A
Bateline 4 12 32 42 75 100 124 Baselne 4 12 32 52 G 100 124
N with data ot vait N with dats # wsil
Placebo g8z f3s 730 &1 37 "1 43 Placebo 851 4T 762 575 are ! L%
Empaglifiozin ‘ " '7 L 43 Empaghifiozin nGe  noe 170 L 38 170 3
* Data from eGFR slope analyses Interaction p-value: 0.15*

Empagliflozin is not indicated for the treatment of HF
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Meta-analysis of DAPA-HF and EMPEROR-Reduced

First hospitalisation for HF or CV death

Trial SGLT2i, n/N (%)

Placebo, n/N (%)

HR (95% ClI)

EMPEROR-Reduced 361/1863 (19.4)
DAPA-HF 386/2373 (16.3)

Total

462/1867 (24.7)
502/2371 (21.2)

0.75 (0.65, 0.86)
0.74 (0.65, 0.85)
0.74 (0.68, 0.82)

HR (95% CI)
" :
.

<>

Test for overall treatment effect, p<0.0001
Test for heterogeneity of effect, p=0.89

0.5 1 1.5

pd N

~ 7
Favours drug  Favours placebo

CV death
Trial SGLT2i, n/N (%) Placebo, n/N (%) HR (95% CI) HR (95% CI)
EMPEROR-Reduced 187/1863 (10.0) 202/1867 (10.8) 0.92 (0.75, 1.12) i
DAPA-HF 22712373 (9.6) 273/2371 (11.5) 0.82 (0.69, 0.98) —I—
Total 0.86 (0.76, 0.98) ‘
Test for overall freatment effect, p=0.027 OI.5 i 1I.5

Test for heterogeneity of effect, p=0.40

HF, heart failure; SGLT2i, sodium-glucose co-transporter-2 inhibitor

40 The LANCET, Published online August 30, 2020 https://doi.org/10.101 645?&15@(2???'&& N gtam th u OC CO m/

pd N
~ 7

Favours drug  Favours placebo




Meta-analysis of DAPA-HF and EMPEROR-Reduced

CV death HR =0.86 (0.76, 0.98) savra Placebo MR (95% CD
n with event/N analysed (%)
EMPEROR-Reduced 18771663 (10.0) 202/11867 (10.8) 092 (075, 1.12) e I
DAPA - HF 22712373 (9.6) 273/2371 (11.9) 0.82 (069, 0.98) —I—
Total 0.86 (0.76. 0.98) R
Test for overall treatment effect, p=0.027 , : L
Test for heterogeneity of effect, p=0.40 0.50 1.00 200
All cause death SGLT2! Placebo HR (95% CD
HR = 0.87 (0.77, 0.98) n with eventN analysed (%) .
EMPEROR-Reduced 2491863 (13.4) 2661867 (142)  0.92(0.77. 1.10) -
DAPA-HF 276/2373(11.6) 329/2371(139)  0.83(0.71, 0.97) -
Total 0.87 (0.77, 0.98) ‘
Test for overall treatment effect, p=0.018
Test for heterogeneity of effect, p=0.39 , + :
050 1.00 200

HF, heart failure; SGLT2i, sodium-glucose co-transporter-2 inhibitor

41 The LANCET, Published online August 30, 2020 https://doi.org/10.101 6ﬁﬂﬁ§(2yy¥m N gtam th u OC CO m/




SGLT2i giam t6 hop bién co than thong nhat trén cac phan
nhom BN

Renal composite: worsening of kidney disease, ESRD, or death due to renal disease*

Renal composite
Study name SGLT2 inhibitor Placebo HR (95% CI) P-value

Patients with ASCVD

EMPA-REG OUTCOME®!2 6.3 11.5 P 0.54 (0.40, 0.75)
CANVAS Program2 6.4 10.5 ¢ 0.59 (0.44, 0.79)
DECLARE-TIMI 5825 4.7 8.6 ¢ 0.55 (0.41, 0.75)

Patients with multiple risk factors

CANVAS Program? 4.1 6.6 ‘ 0.63 (0.39, 1.02)
DECLARE-TIMI 582> 3.0 59 . 0.51 (0.37, 0.69)
f I ! )
*Definitions differ between studies 035 050 100 250

ASCVD, atherosclerotic cardiovascular disease; Cl, confidence interval, ESRD, end-stage renal disease; HR, hazard ratio; PY, patient-year; SGLT2, sodium—glucose transporter 2.
1. Wanner et al. N Engl J Med 2016;375:323—-4. 2. Zelniker et al. Lancet 2018;;2)0"10.1016/80140—6736( 8)32590-X. 3. Neal et al. N Engl J Med. 2017;377:644-57. 4. Perkovic et al. Lancet
Diabetes Endocrinol 2018;6:691-704..5. Wiviott et al. N Engl I MAVEERSL At AIgtarmadnhuoCc.com




Composite kidney outcomes: end stage renal
disease, sustained and profound decrease in eGFR

E Firstkidney outcome composite

Number with event/number of patients (%) HR (95% Cl)
SGLT2 inhibitor Placebo
EMPEROR-Reduced 18/1863 (1.0%) 33/1867 (1-8%) . ] 0-52 (0-26-0-92)
DAPA-HF 28/2373 (1-2%) 39/2371 (1-6%) w 071 (0-44-1-16)

0-62 (0-43-0-90)

Total ’

Test for overall treatment effect p=0-013 | : :

O—F-———mm -1

Test for heterogeneity of effect p=0-42 0-25 0-50 0.75 1.00 1.25
Trial HR 95% CI HR (95% CI)
EMPEROR-Reduced’ 050  (0.32, 0.77) — e 5
PARADIGM-HF2 0.86 (0.65, 1.13) | o
DAPA-HF3 0.71 (0.44, 1.16) | o .
0 0.5 1 1.5
Favours drug Favours comparator {

Comparison of studies should be interpreted with caution due to differences in study design, populations and methodology
eGFR, estimated glomerular filiration rate

43 1. Packer et al. NEJM 2020. DOI: 10.1056/NEJM0a2022190.; 2. McMurray hwttplslfy{g/w Fqg:famm@gmyg/ JMed . 2019;381:1995




Composite renal outcome (end-stage kidney disease or

sustained profound decrease in eGFR)

With diabetes
HR 0.53 (0.31, 0.90)

Without diabetes
HR 0.42 (0.19, 0.97)

\

& 84
R Placebo = 6
@ <
3 Z
. : Placebo
5 3
E
s 7 a 24

Empagifozi P =R
0~ 04
T 7 T T ¥ I T T T T T T ] T
0 20 180 270 160 450 540 630 120 0 () 160 270 W0 450 540 £30 720
Study day Study day
Patients a1 risk Patients ot risk
Pacebo 929 787 741 568 525 331 176 127 Paccbo 938 805 760 571 532 350 178 132
Empa 10mg 927 704 768 574 535 347 201 143 Empa 10mg 938 805 777 581 526 340 190 133
Empaglifiozin (N=1863) Placebo (N=1867)
N with event /N analysed N with event /N analysed HR (95% CI)
Composite renal outcome
With diabetes 22/927 39/929 0.53 (0.31, D.90) ——
Without diabetes 8/936 19/938 0.42(0.19,0.97) *
0125 025 05 1 2 {

Empagliflozin is not indicated for the treatment of HF

44 Anker S, EASD 2020
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DPP-4i

SGLT2i

GLP-1

Tong quan cac
Study

SAVOR-TIMI
(Saxagliptin)
EXAMINE
(Alogliptin)
TECOS
(Sitagliptin)
EMPA-REG OUTCOME
(Empagliflozin)
CANVAS
(Canagliflozin)
DECLARE
(Dapagliflozin)
ELIXA
(Lixisenatide)
LEADER
(Liraglutide)

SUSTAIN-6
(Semaglutide)

EXSCEL
(Exenatide)

* All studies use 3P-MACE (CV death, Ml :jlr\f% excep S7&08 and ELIXA whic
** p>0.05 for individual components of fat

nghién ctru CVOTs

MACE* CV death Ml

Stroke

Any Death

HHF

Renal
Outcome

¥

¥

4

|ew] «we] )

i prgtan

ds hos italization foT!J
&R0

nstable angina

| and silent Ml




Khuyén céo ADA truwdc 2017:

Start with Monotherapy unless:

AIC is greater than or equal to 9%, consider Dual Therapy.

I AIC is greater than or equal to 10%, biood glucase is greater than or equal to 300 mg/dL,
Vol té p ru or patient is markodly symptomatic. ider Combination Injectable Therapy (See Figure 8.2),

4
. Monotherapy Metformin Lifestyle Management

H EFFICACY" high
HYPO RISK low risk

WEIGHT neutral/loss
SIDE EFFECTS Glflactic acidosks
COSTS* low

If AIC target not achieved after approximately 3 months of monotherapy, proceed to 2-drug combination (order not

meant to denote any specific preference — choice dependent on & variety of patient- & disesse-specific factors)
Y

& Dual Therapy Metformin + Lifestyle Management
Sutorytures | Thiazoidinedions | D9p-4 vt

A Z A pad EFFICACY" high migh intermediate intarmadiate high highest
K h O n g C O s u’ u’u t I e n r O HYPO RISK moderate risk low risk low risk low risk low risk high risk
u WEIGHT gain gain neutral loss loss goin
SIDE EFFECTS hypoalycamia edema. HF, fxs Tars GU, dehydration, fxs Gl hypoglycemia

rét gilva cac thuoc ha PH o

It AIC target not achieved after approximataly 3 months of aual therapy, proceed to 3-drug combination (order not
meant to denote any specific praference — choice dependent on a varsiety of patient- & disease-specific factors)

Insulin (basal)

Y

Triple Therapy Metformin + Lifestyle Management

ot mepor s YRR
su Comm

o JFEIN o DPP-4-

 RGUTD K el

or GLP-i-RA

DPP-4 Inhibitor +

2T 2 2 8

If AIC target not achieved after approximately 3 months of triple therapy and patient (1) on oral combination, move to
basal Insulin or GLP-1 RA, (2 on GLP-1RA, add basal insulin.or (3) on optimally titrated basal insubin, add GLP-1 RA or
mealtime insulin, Metfarmin therapy should be maintained, while other oral agents may be discontinueed on an individual
basis to avold unnecessantly complex or costly regimens (i.e.adding a fourth antihyperalycemic agent)

~See Figure 8.2)

JI1 117




Guidelines hién nay néi gi vé

VAI TRO CUA CAC THUOC HA PH TRONG CAN THIEP SOM TREN BN DTD?
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ADA Standards of Medical Care
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Evolution of the ADA Standards of Medical Care in
Diabetes, 2016-2020

A shift in focus from glucose control towards CVD risk management

Jan 2016

Glucose lowering

“SGLT2 inhibitors
provide insulin-
independent glucose
lowering...
These agents provide
modest weight loss
and blood pressure
reduction™

Jan 2017

Consider SGLT2i
or GLP-1 RA to reduce mortality
(Level B)

In patients with long-
standing suboptimally
controlled T2D and
established CVD, an
SGLT2 inhibitor or GLP-
1 RA should be
considered as they have
been shown to reduce
CV and all-cause
mortality when added to
standard care”?

Jan 2018

Incorporate an agent proven to
reduce CV events and mortality
(Level A)

incorporate an agent
proven to reduce
major adverse CV
events and
CV mortality)”3

Jan 2019

SGLT2 inhibitors or GLP-1 RAs with
demonstrated CVD benefit are
recommended (Level A)

“Among patients with ASCVD at
high risk of heart failure or in
whom heart failure coexists,

SGLT2 inhibitors are preferred.

For patients with T2D and CKD,

consider use of an SGLT2
inhibitor or GLP-1 RA shown to
reduce risk of CKD progression,
CV events, or both”4

Jan 2020

SGLT2 inhibitors or GLP-1 RAs with demonstrated
CVD benefit are recommended independent of
HbA1c (Level A)

“In patients with T2D and established HF, an
SGLT2 inhibitor may be considered to
reduce risk of HHF. For patients with T2D
and DKD, consider use of an SGLT2 inhibitor
to reduce risk of CKD progression, CV events
or both. In patients with CKD who are at
increased risk for CV events, use of a GLP-1
RA may reduce risk of progression of
albuminuria,

CV events or both”>

American Diabetes Association. Diabetes Care 2016;39:51;Americ
American Diabetes Association. Diabetes Care 2019:42:S1; Amer|

iatj i :40:S1:Ameri japetes Association. Diabetes Care 2018;41:S1 o0
BABS Zannaiamtbmneesmy '



ADA/EASD 2019- Pharmacologic approaches to Glycemic Treatment
GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)
REGULARLY

NO (3-6 MONTHS)

10 AVOID
CLINICAL INERTIA
REASSESS AND

- N

o0 SEom e ! If HbA,_above individualised target proceed as below :

ASCVD PREDOMINATES HF OR CKD PREDOMINATES N2 N2 Y S

- Established ASCVD = Porticularly HFFEF (LVEF <45%) COMPELLING NEED TO MINIMISE WEIGHT g

" : { = CKD: Specifically eGFR 30-60 ml =

" ik (age =55 years - VM | min” [1.73m} 2 or UACR COMPELLING NEED TO MINIMISE HYPOGLYCAEMIA GAIN OR PROMOTE WEIGHT LOSS COST IS A MAJOR ISSUE™ 5

or coranary, carotid, lawer i E >30 mglg, particularly UACR o

extremity artery stenosis ~50%)  { =300 me'y . [ GLP-1 RA with S

R e o - =

3 ; o DPP-4i GLP-1RA SGLTZit TZ0 good efficacy SGLT2i su* 120 @
. o id N

3 for weight loss® n

B = PN T 7 T T S

E PREFERASLY : SGLT2i with evidence of reducing T i i HbA, - * 4; o

ol 1

GLP-1 RA with CVD bonefit' HF and/or CKD progression in . " « HbA,, T

i“_“_-:'""l":“'_‘““".“-'__j CVOTs if eGFR adequate’ above target above target above target above target [ I HbA,, above target [ If HbA,, above target J o

| i -

b mivipwite G O -——-eameeg 2 2 : S N N S 2 2 R 2 %

: benefit’ if e6FR adequate’ : If SGLTZi nat tolerated or contraindicated GLP-1 RA SGLY2¢ )

' - or if eGFR less than adequate” add SGLT2¢ SGLTZ2¢ OR OR GLP-1 RA with -

J3agesesncegposcancsnant GLP-1 RA with proven CVD benetit’ OR OR 0PP-4i DPP-Ai SG6LT2¢ good efficacy 20" su* =

. - TZD TZD OR OR for weight loss® ~

| iHba, sbovetarget | R 2 I 20 6LP-1 RA &

[ If HbA, above target | J N + 2 +V N N2 2 @

If further intensification is required or * If HbA,_above target [ If HbA, above target [ If HbA, above target ]

patient is now unable to tolerate
GLP-1 RA and/ar S6LT2i, choose
agents demonstrating CV safety:

« For patients on a GLP-1 RA,
consider adding SGLT2i with proven
CVD benefit’

= DPP-4iif not an GLP-1 RA

« Basal insulin*

- T20°

. SU

= Avoid TZD in the setting of HF
Choose agents demonstrating CV safety:

= For patients on a SGLTZi, consider
adding 6LP-1 RA with proven CVD
benefit!

« DPP-4i {not saxagliptin) in the selting
of HF {if not on GLP-1 RA)

« Basal insulin*

- S

for mitiation and continued use

. Proven CVD bonefit means i has Label indication of roducing (VD ovents, [}
. Be aware Ihat S6LT2 tabelling varies by reglon and indwidual ageat with regard to indicated level of aGFR 7
L}
9

. Empagliflozin, canaglillozie snd dapaglifiozin have shown reduction in HF and to reduce CKD progression

in CYOTs. Canaglifiozin has primary renal outcome data from CREDENCE, Dapaglifiozia has primary heart

fadlure outcome data froen DAPA-HF

. Degludec and U100 glargine have demonsirated CVD safety
. Low dose may be better tolerated though less well stedied for CVD effects

d wh thesa b naw clini

regardless of background glecese-lowering medifal

N 2

N 2

¥

N2

[ Continue with addition of ather agents as outlined above

o

If HbA,, above target

Consider the addition of SU* OR basal insulin:

« Choose later generation SU with lower risk of hypoglycaemia
« Cansider basal insulin with lower risk of hypoglycaemia’

)
J
J
|

If quadruple therapy required, or
S6LT2i and/ar GLP-1 RA not tolerated
or contraindicated, use regimen with

lowest risk of weight gain
PREFERABLY

DPP-4i (if not on GLP-1 RA)
based on weight neutrality

- 2

hoase later generation SU to lewar risk of kypaglycaemia, Glimepiride has shown similar OV safety tn DPP-&
Tegludec I glargine U300 = glargioe U100 / detemir = NPH insulin

Semaglutide ~ liraglutide  dulaglut

-~ tadde = li "

11 o specitic comorbidities (1.e, no established CVD, Low risk of hypoglycaemia sad lower priority 1o avoid
weigh! gain or no weight-related comorbidities)
10. Consader country- and region-specific cost of drugs. In some countries TZDs relatively moee expensive and
OPP-Ai relatively cheaper

|f DPP-4i not tolerated or
contraindicated or patient already on
GLP-1 RA. cautious addition of:

= SU¢ = TZD* - Basal insulin

= Insulin therapy basal imnsulin with
lowest acquisition cost

« Consider DPP-4i OR SGLT2i with
lowest acquisition cost™

LVH = LeM Ventsicular Hypertrophy. HErEF = Heart Fallure reguced Ejection Fraction
IR = Urlne Albemin-lo-Creatinine Ratio; LVEF = Left Venlricular Eection Fraclion


https://www.ncbi.nlm.nih.gov/pubmed/31857443
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ADA 2020: Chien lwoc lwa chon thuoc

FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle PREFERABLY

GLP-1 RA with proven
CVD benefit!

INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF'

ﬁﬁg%ﬁ;ﬁ?ﬁgﬁm“’%mﬁm SGLT2i with proven CVD benefit’
J if eGFR adequate?®
ASCVD PREDOMINATES ,
BN DTD ty 1. Proven CVD benefit means it has label indication of reducing CVD events
» Established ASCVD hoac n guy

» |ndicators of high ASCVD risk

(age =55 years with coronary, p h l:l h.O’p y r

carotid or lower extremity

artery stenosis >50%, or LVH) t i m mac h

2. Be aware that SGLT2i labelling varies by region and individual agent with
regard to indicated level of eGFR for initiation and continued use

Lwa chon thubc GLP-1RA hodc SGLT-2i véi lgi ich tim mach da dwoc chivng minh:

Loi ich tim mach da dwoc chirng minh nghia l1a thuoc da dwoc chi dinh gidm bién
cd tim mach.

Tai Viét Nam, empagliflozin dwoc chi dinh lam giam nguy co’ ttr vong tim mach &

bénh nhan trwdng thanh dai thao dwéng typ 2 va ¢é san bénh ly tim mach
https-//trungtamthuoc com/
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ADA 2020: Chien lwoc lwa chon thuoc

FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle

INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF'

HF OR CKD
PREDOMINATES

® Particularly HFrEF
(LVEF <45%)

mbL/min/1.73 m? or UACR
>30 mg/q, particularly
UACR =300 mg/g

PREFERABLY

SGLT2i with evidence of reducing
HF and/or CKD progression in
CVOTs if eGFR adequate®

If SGLT2i not tolerated or
contraindicated or if eGFR less
than adeguate® add GLP-1 RA with
proven CVD benefit'

= CKD: Specifically eGFR 30-60

.

---------- OR zrmme ===l

v

2

Péi twong mac kém suy tim (dac biét HFrEF) hoac bénh than
man, can nhac dung SGLT-2i dé gidam nguy co nhap vién do
suy tim va/hodc tién trién bénh than man. Néu SGLT-2i khéng
dung nap hoac chéng chi dinh hodc eGFR khéng phu hop thi
bd sung GLP-1 RA da dwoc chixng minh Igi ich trén tim mach
O bénh nhan DTD tip 2 kém suy tim phan suét tbng mau
gidm, can nhac thuéc SGLT-2i v&i loi ich da dwoc chirng minh
dé lam gidm nguy co suy tim nang hon va t& vong tim mach.
O bénh nhan BTD tip 2 kém bénh than man do dai thao
dwdng, can nhac s dung thudc SGLT-2i & bénh nhan co
eGFR = 30ml/ph/1,73m?2 va cé ty sd A/C > 30mg/g, dac biét &
nhirng bé&nh nhan co ty 1& A/C > 300mg/g dé lam gidm nguy
co tién trién bénh than, bién cb tim mach, hodc ca hai. Néu co
nguy co cao tim mach kém theo, déng van thu thé GLP-1 c6
thé dwoc xem xét dé lam giam dién tién albumin niéu, bién cb
tim mach, hoac ca hai.

) ia1c sbove tarndll LEPS - //trungtanithuoc.com/




2019 ESC Guidelines on diabetes, pre-diabetes and cardiovascular disease

What is new in the 2019 Guidelines? ©EESpCsn

of Cardiology

v’ Reclassification of CV risk in diabetes
— v New treatment algorithms with glucose-lowering agents
for management/prevention of CVD

v" New recommendations regarding the role of aspirin and
NOACs / Duration of DAPT post-ACS in diabetes

v" Choice of revascularization techniques

v" New lipid targets relating to severity of CV risk / new
recommendations for the use of PCSK9 inhibitors

v" Individualised blood pressure targets

ESC Guidelines on Diabetes, pre-diabetes and cardiovascular diseases in collaboration

www.escardio.org/guidelines with EASD (European Heart Journal 2019 - doi/10.1093/eurheartj/ehz486)

https://trungtamthuoc.com/ 54



ESC Guidelines on diabetes, pre-diabetes and CV diseases

Treatment algorithm in patients with T2D and ASCVD or high/very high CV risk

 Choice of drug to reduce CV events in
patients with T2DM should be prioritised
based on the presence of CV disease or
CVrisk

« CVOT data strongly suggest that SGLT2
inhibitors and GLP-1 RAs should be
recommended in patients with T2DM with
prevalent CVD or very high/high CV risk,
whether treatment naive or already on
metformin

« As metformin was similarly present in
the active and placebo groups of recent
CVOTs, it is unlikely to explain the
beneficial effects of the newer drugs
under test

T2DM — drug-naive patients

T2DM = on metformin

SGLT2 inhibitors are indicated as monotherapy when metformin is considered inappropriate due to intolerance

ASCVD, atherosclerotic cardiovascular disease; CV, cardiovascular; CVD, cardiovascular disease; CVOT,
cardiovascular outcomes trial; DPP-4i, dipeptidyl peptidase-4 inhibitor; GLP-1 RA, glucagon-like peptide-1 receptor
agonist; SGLT2, sodium-glucose co-transporter-2; T2DM, type 2 diabetes mellitus; TZD, thiazolidinediones

Cosentino F et al. Eur Heart J 2019; doi: 10.1093/eurheartj/ehz486

oo EESE-Es o BN
| o multiple risk factora) | -nqnmﬁmr ]
A\ v v
Metformin Maroth Continue Metformin
- - P
If HbAL above target I HbA., above target If HbA . above target If HbA,, above trget
{ v & 4 l R
) SGLT2i 7 SGLT2i |
Add Metformin DPP4 GLP-I RA i oCin TZD .C adding the DPP4i GLP-1 RA ey | TZD |
aequate | other class (GLP.| RA sdequate
l or SGLTY) with proven L
M CVD benefit
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ESC Guidelines on diabetes, pre-diabetes and CV diseases
Recommendations for glucose-lowering treatment for patients with diabetes

Recommendation Class of Level of
recommendation evidence

SGLT2 inhibitors

Empagliflozin, canagliflozin, or dapagliflozin are recommended in patients with T2DM and CVD, or at very
high/high CV risk, to reduce CV events

Empagliflozin is recommended in patients with T2DM and CVD to reduce the risk of death
GLP-1 RAs

Liraglutide, semaglutide, or dulaglutide are recommended in patients with T2DM and CVD, or at very high/high CV risk, to reduce
CV events

Liraglutide is recommended in patients with T2DM and CVD, or at very high/high CV risk, to reduce the risk of death

Biguanides

Metformin should be considered in overweight patients with T2DM without CVD and at moderate CV risk lla C

Insulin

Insulin-based glycaemic control should be considered in patients with ACS with significant hyperglycaemia (>10 mmol/l or >180

mg/dl), with the target adapted according to comorbidities 2 C

Thiazolidinediones

Thiazolidinediones are not recommended in patients with HF

DPP4 inhibitors

oy}

Saxagliptin is not recommended in patients with T2DM and a high risk of HF

ACS, acute coronary syndrome; CV, cardiovascular; CVD, cardiovascular disease; DPP4, dipeptidyl peptidase-4; eGFR, estimated
glomerular filtration rate; GLP-1 RA, glucagon-like peptide-1 receptor agonist; HF, heart failure; SGLTZ2, sodium-glucose co-transporter-2

Cosentino F et al. Eur Heart J 2019; doi: lO.lO93/eurheartj/ehﬁf%ftpS '//trungtamthUOC Com/



Chién lworc diéu tri méi trong quan Iy BN PTD

TIEP CAN TAP TRUNG DH ; < P —
[ o ] ‘ [ GIAM BIEN CO TIM MACH VA T’ VONG ]

CAN THIEP PAYEU TO
(BLOOD PRESSURE CONTROL, STATINS, WEIGHT REDUCTION)

+
THUOC GIAM BIEN CO TIM MACH
(SLGT-2 i/ GLP-1 Agonist)

+

GIAM HbAlc
(TO REDUCE MICROVASCULAR COMPLICATIONS)

https://trungtamthuoc.com/



Két luan

1.Muc tiéu diéu tri cot I6i voi BN BTD I1a ngén nglra BC, Tuy nhién, KSBH tich cwe chi cé thé lam
giam BC mach mau nho ma khong giup lam giam bién chirng tim mach va t&r vong &@ BN DTD.

2.Két qua tr cac CVOTSs cua céac thudc ha DH md&i cho thay tac ddng khac nhau trén tim mach:
»>Thudc &rc ché DPP-4: An toan tim mach (Linagliptin c6 bang chirng an toan trén phd réng
chirc nang than)
»>Thudc e ché SGLT2: Tac ddng khac nhau trén tim mach, cu thé:
= Empagliflozin: Gidm bién chirng tim mach va t& vong, gidm nhap vién do suy tim va
ngtra tién trién bénh than
= Dapagliflozin: Gidm nhap vién do suy tim & ngtra tién trién bénh than

3. Tiép can diéu tri DTD da thay ddi tl tap trung muc tiéu BH sang quan ly toan dién nguy co tim
mach — than. Trong do, danh gia dac diém lam sang cta BN |a quan trong va thudc dwoc chirng
minh gidm bién cd & t&r vong tim mach, ngtra dién tién bénh than & BN dwoc dwa vao l1a 1 phan
cla chién lwgc diéu tri, bat ké da/ chwa dat muc tiéu DH. Cac thuéc ha BPH khac c6 thé dwoc
thém vao sau dé nham quan ly BPH cta BN dat muc tiéu.

https://trungtamthuoc.com/




