Phong ngtra sé&m bién chirng tim - than
cho bénh nhan DTD tip 2
Vai tro cua Dapagliflozin

TS. BS Phan Hiru Hén
Khoa Néi tiéet — BV Cho Ray



Tinh hudéng |am sang

Bé&nh nhan nam 65 tudi, phat hién dai thao dwdng type 2 hon 15 nam
Nhéi mau co tim da dat stent mach vanh 5 nam
BMI 25
PH déi 110 mg/dL; HbAlc 7,0%; LDL 80mg/dL; Triglycerid 200 mg/dL
Chirc nang gan than binh thwdng, ty s A/C niéu 250 mg/g creatinin

Cau hoi: Toa da va dang dung 3 thang nay, co hop ly ?
Gliclazide 60mg 1 vién
Trajenta/Metformin 2,5/1000 mg: 1 vién x 2
Telmisartan 80mg 1 vién
Simvastatin 40mg 1 vién
Clopidogrel 75mg 1 vién



Pai thao dwong:
“Dai dich” trén toan cau chwa bao gio dwng lai

Hién thé gi®i c6 463 triéu ngwei
Dai thdo dwéng type 2
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1. IDF Diabetes Atlas 9t Edition 2019; 2. Center ofDisease Control and Prevention 2011; 3. Seshasai et al. N Engl ) Med 2011; 364:829-41
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RESEARCH ARTICLE

Prevalence and Clinical Profile of Undiagnosed Diabetes Mellitus: Data

from a Tertiary Hospital
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Table 2. Prevalence of diabetes and comorbidities

L
Abstract: Background: The prevalence of diabetes mellitus in Vietnam is relatively low compared
to other Asian countries, but it is accelerating with the economic and cultural transition. This study
aimed to estimate the current prevalence and clinical profile of undiagnosed diabetes mellitus in a
tertiary hospital in the south of Vietnam.

Methods: A cross-sectional investigation was conducted to recruit 1, 250 participants, who were at
lanat 10 wrane ald and condasmler anenalad fonen Cha Dos- Hggpital, Ho Chi Minh City, Vietnam. Fast-
ired for each individual. The American Di-
ites. Demographic data and other clinical
ing age, sex, residence, educational status,

Identified disease N (%} sure, familial history of diabetes, and lipid

Dialetes 250 [Tﬁ’] Itus was 7.5% in the population studied

H}I’pﬂ]‘tﬂﬂsiﬂn 256/1250 [2{]5} dex, and hypertension, as well as dyslipi-
Overweight 281/1250 (22.5)

g Iitus is increasing far more than expected.

ﬂhﬂﬂlt}r 277/1250 [222} th multiple comorbidities, including over-
Dyslipidaemia 453/1250 (36.2)
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Bac si dieu trj bénh dai thao dwong tip 2
thwong quan tam bién chirng gi?



Bién chirng man tinh pho bién

-

04

bénh nhan DTD tip 2

Coronary heart disease

Prevalence: 14-21%%6

Most frequently reported form of CVD and most lethal one.®
Risk of death from CHD is higher in women then in men (HR,
95% Cl: 1.81 [1.27-2.59] versus 1.48[1.10-1.99]).5

Prevalence: 19-26%%°

Second most common initial manifestation of CVD in T2DM.16
Risk of HF is up to 2-fold in men and 5-fold in women.?°

Peripheral artery disease

Prevalence: 16-29%'%16

Most common initial manifestation of CVD in T2DM.¢
Prevalence is 1.8-fold higher in women compared to men.'®

Prevalence: 8-12%2°

Second more frequent cause of death in patients with
T2DM after CHD"
Prevalence is similar in men and women.?'

Diabetes cardiovascular risk

Retinopathy

Prevalence: 34%2°

Most common microvascular complication of diabetes;?°
responsible of 2.6% of all cases of blindness worldwide.?°
Prevalence rates are higher in TIDM compared to

T2DM (77.3 vs. 25.2%).%'

Cardiac autonomic neuropathy

Prevalence: 31-73% in people with T2DM32
No difference in prevalence between men and
women.*?

Nephropathy

Prevalence: 29-61%%

Leading cause of end stage renal disease in the adult
population worldwide.?

Female sex is a risk factor for nephropathy in T2DM.?8

European Journal of Preventive Cardiology 2019, Vol. 26(2S) 25-32




Pai thao dwdng tip 2 va bién chirng tim - than

Atherosclerosis
(subclinical)

\

Cardiovascular
death
Diabetes =
Hypertension = Myocardial

Dyslipidemia = 7 dysfunction
Obesity = (subclinical)
Other risk factors =

=
Microalbuminuria
(incipient stage)

End-stage
kidney disease

Diabetes Ther (2022) 13:535-549



Vong xoan bénh Iy Tim — Than — Chuyén hoéa

58% of T2D
patients will
develop CKD3

HF and
vicious circle:
one
causes/worsens
the other?

Diabetes

[ { Can® 9
2017 Global
‘ ‘ Prevalence!
~476M
\\

HF

0' 'Q
2017 Global
‘ l Prevalence!
~64M
|\

24% of patients
with T2D
have HF as their
first complication?

CKD = bénh than man; HF = Suy tim; T2D = Dai thao dwong typ 2
1. GBD 2017 Disease and Injury Incidence and Prevalence Collaborators. Lancet. 2018;392:1789-1858; 2. Ronco C et al. ] Am Coll Cardiol. 2008;52:1527-1539;
3. Parving HH et al. Kidney Int. 2006;69:2057-2063; 4. Birkeland KI et al. Diabetes Obes Metab. 2020:22:1607-1618.



ESC 2023: Yéu td nguy co’ va phan loai suy tim trén
bénh nhan BTD tip 2

Table9 Heartfailure phenotypes according to ejection
fraction distribution®*

HF HFpEF HFmrEF HFrEF

phenotype

Criterion 1 Symptoms and/or Symptoms Symptoms
signs® and/or signs® and/or signs®

Criterion 2 LVEF =>=50% LVEF 41—49% LVEF <40%

Criterion 3 Objective evidence of None None

cardiac structural
and/or functional
abnormalities
consistent with the
presence of LV
diastolic dysfunction
or raised filling
pressures, including

raised natriuretic

© ESC 2023

peptides



Thay doi chirc nang than trén bénh nhan
dai thao dwong

Ageing + fast progressing
DKD
(5ml/min/year)
f ot g o : :
Hiwsamnes _ AgeINg + diabetes
(2ml/min/year)

Healthy ageing no
diabetes
(Iml/min/year)

Current CKD
Definition

Structural and Functional Changes

Musab S. Hommos, Richard J. Glassock and Andrew D. Rule. JASN October 2017, 28 (10) 2838-2844



Khuyén céo dieu tri DTD thay doi theo th&i gian

1st Era: 2"d Era: 3rd Era:

Lower HbA1c to Improve Lowering of HbAlc is not Reduce Cardiovascular &

Morbidity and Mortality Enough; Potential Role of Renal Complications
Adverse Effects addition to Glycemic Control

ADA/EASD 2009 ADA/EASD 2015 ADA/EASD 2018

HbA1lc
Main Target Cardio-Renal
Events

Inelower, Blood pressure
Strategy J‘;I:él')ﬂdf, the better. Low-density lipoprotein
] Butwyohypoglycemia Glucose but use agents
andweightigain with proven safety and
efficacy
Recommendations ADA/ EASD 2015 ADA/ EASD 2018

ACC/AHA 2019
ESC/EASD 2019

Fig. 1 Evolution of the treatment recommendations in type 2 diabetes management. ADA American Diabetes Association, EASD European
Association for the Study of Diabetes, AHA American Heart Association, ESC European Society for Cardiology

Drugs (2021) 81:1373-1379
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2023 ADA: Pharmacologic treatment of hyperglycemia in adults with T2D

Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes
(in addition to comprehensive CV risk management)*

+ASCVDT +Indicators of
Defined differently across CVOTs but high risk
all included individuals with established
CVD (e.qg. MlI, stroke, any
revascularization procedure). Variability
included: conditions such as transient
ischaemic attack, unstable angina,
amputation, symptomatic or

While definitions vary, most
comprise = 55 years of age
with two or more additional
risk factors (including
obesity, hypertension,
smoking, dyslipidaemia or

+ ASCVD/Indicators of high risk

SGLT-2i¢
with proven
CVD benefit

GLP-1 RA#
with proven
CVD benefit

If HbA, -~ above target

» For patients on a GLP-1 RA, consider adding SGLT-2i with proven
CVD benefit and vice versa
e TZD"

| !

| If additional cardiorenal risk reduction or glycemic lowering needed




GLP1 - RA: Mechanism of action

Glucose-dependent insulin
secretion

A\ 4

B-cells

Increases glucose utilisation
by muscle and adipose tissue

a-cells ?

Glucose-dependent Decreases hepatic glucose release
g|ucagon Suppresgion improving overall g|UCOSG control

Food intake

Pancreas .,

\ 4

Intestine

Inactive

Active GLP1 (9-36)
GLP1 amide

2 amino acids
DPP4 inhibitors cleaved from
amino terminus

Adapted from Drucker. Expert Opin Invest Drugs 2003;12:87—100 and Ahrén Curr Diab Rep. 2003;3:365—-372.
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ADA 2023: Lo ich tim mach cua GLP1 RA c0 hiéu
qua nhom ?

Cardiovascular Outcomes Trials
GLP-1 RAs e Erenatide extent  There are now multiple large randomized

release) controlled trials reporting statistically
o Exenatide . .p : : :
significant reductions in cardiovascular
events in patients with type 2 diabetes
treated with an SGLT2 inhibitor (em-
o Liraglutide pagliflozin, canagliflozin, dapagliflozin)
o Lixisenatide or GLP-1 RA (liraglutide, semaglutide,
dulaglutide); see Section 10 “Cardiovas-

o Dulaglutide

¢ Semaglutide

Semaglutide chwa dwoc phé duyét dé st dung tai Viét nam



Co’ che SGLT2i

(180)L/day) (900 mg/L)=162 g/day

"‘
N
| "Glucose ‘ SGLT2
S1 |
\ GLT1
90% S3 v

10%

*

- -

No Glucose

Reviews on Recent Clinical Trials. Editor-in-Chief ISSN (Print): 1574-8871. Review ArticleSGLT2
Inhibitors in Diabetes Mellitus Treatment. Volume 12, Issue 1, 2017
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Dapagliflozin trong bao vé cor quan dich cho BN Tim mach — than- chuyén héa

DECLARE TIMI 58!

Type 2
Diabetes

Renal composite outcome CV death & hHF
HR (95%ClI) HR (95%ClI)
| 47% DECLARE | 17% DECLARE
| 29% DAPA-HF | 25% DAPA-HF
Dl 2O Ne, Chronic Heart | 29% DAPA-CKD

Kidney Failure

Disease

DAPA-CKD? DAPA-HFE34

Vui Iong tham khao théng tin ké toa Dapagliflozin tai Viét Nam
1. Wiviott SD et al. N Endl J Med, 2019;380:347-357; 2. Heerspink HJL. Et al. N Engl J Med 2020; 383: 1436-1446;
3. McMurray JJV et al. N Engl J Med 2019;381;1995-2008; 4. Petrie et al. JAMA 2020;323; 1353-1386



Dapagliflozin giam nguy co tie vong do tim (D oararF
mach hoac bién co suy tim s&m tw ngay thir 28

30
DAPA Placebo HR (95% CI) p-value
.39 .29 . .65-0. <0.

 25- 16.3% 21.2% 0.74 (0.65-0.85) 0.001 Placebo 26%
ei, RRR
% 20— DAPA 10 mg
5 4.9% ARR
c
o 15—
2 NNT=21
<
5
£ 10—
>
O

5_

0 [ [ [ [ [ [ [ |

0 3 6 9 12 15 18 21 24

Months from Randomization
Number at Risk

DAPA 10 mg 2373 2305 2221 2147 2002 1560 1146 612 210
Placebo 2371 2258 2163 2075 1917 1478 1096 593 210

aWorsening HF includes hHF or urgent HF visit.

1. McMurray JJV et al. N Engl J Med. 2019;381:1995-2008; 2. Sabatine MS et al. Presented at: AHA Scientific Sessions; November 16-18, 2019;
Philadelphia, PA.



N\

( P DAPACKD

Dapagliflozin cai thién lam cham murc giam eGFR

Least-Squares Mean Change in
eGFR (mL/1.73m?)

No. of Patients
Dapagliflozin

Placebo

BL = baseline; DAPA= dapagliflozin; eGFR = estimated glomerular filtration rate; PBO = placebo.

1
(6]
1

KN
o
1

-15 ;

placebo

Average DAPA-CKD PATIENT

Age = 62 years

eGFR: 43.2 mL/min/1.73m?2

Dapagliflozin

2152 2031 2001
2152 2029 1981

1896
1866

T T T T
12 16 20 24

Months Since Randomization
1832 1785 1705 1482

1795 1753 1672 1443

Heerspink HJIL et al. Online ahead of print. N Engl J Med. 2020.

28

978
935

-1.67 mL/min/1.73m?2

-3.59 mL/min/1.73m?



Dapagliflozin dwoc BYT Viét Nam
phé duyét cho 3 chi dinh

Dai thdo dwon®
tip 2

)

DECLARE
7.7 I T ——

Suy tim

Q(O DAPAHF

Bénh than man

( P DAPACKD

157 bn VN 138 bn VN 282 bn VN

Bao hiém y té thanh toan Liéu don gian eGFR > 25 ml/phiit
ca 3 chi dinh 10mg, ngay 1 EYs Tiép tuc dén khi chay than,

thay thé than

Théng tw 20/2022/TT-BYT ban hanh ngay 31/12/2022 “Danh muc & ty Ié, diéu kién thanh toan déi voi thubc hda duoc, sinh pham, thubc phong xa va chét dénh déu thuéc pham vi duoc hudng clia nguoi tham gia bao hiém'y té
Dapagliflozin dwgrc chi dinh dé kiém soat dwong huyét cho bénh nhdn mac BTD typ 2 c6 eGFR = 45mL/p/1.73m2 va bénh nhén suy tim PSTMG; bénh nhén bénh than man tinh véi véi eGFR = 25 mi/phat/1,73m2
Vui long tham khao thém théng tin ké toa Dapagliflozin tai Viét Nam



Tinh hudng |am sang

Bé&nh nhan nam 65 tudi, phat hién dai thao dwéng type 2 hon 15 ndm
Nhéi mau co tim da dat stent mach vanh 5 nam
BMI 25
DH doi 110 mg/dL; HbAlc 7,0%; LDL 80mg/dL; Triglycerid 200 mg/dL
Chirc nang gan than binh thwdng, ty s A/C niéu 250 mg/g creatinin

Cau hoi: Toa da va dang dung 3 thang nay, co hop ly ?
Gliclazide 60mg 1 vién
Trajenta/Metformin 2,5/1000 mg: 1 vién x 2
Telmisartan 80mg 1 vién
Simvastatin 40mg 1 vién
Clopidogrel 75mg 1 vién



Bac si lam sang bi “an twong” b&i bién co tim
mach, suy tim, bénh than man
— tri hoan st dung thuoc SGLT2i/GLP1 RA?

21



Bénh nhan BTP giai doan s&m ting nguy co mac cac bién chirng
do cac roi loan chuyén héal-1°

CV and kidney .
complications!?

@

N

1. ¢ Overweight/obese Nephropathy3 /.13

* Hypertension v di @

. . . . iIsease
Q_ - Dysllp.|da?m|a M7 Metabolic’-8

*  Smoking!3 H failure’.8 i

‘E eart tallure” and haemodynamic
Stroke’ changes
— Demential®
Atherosclerosis®

* B-cell dysfunction

* Insulin resistance 6

* Hyperglycaemia*® ® Neuropathy

-
Retinopathy®

Leading hypotheses shown; additional factors may contribute to progression of complications

1. Leon BM & Maddox TM. World J Diabetes 2015;6:1246; 2. Sposito AC et al. Cardiovasc Diabetol 2018;17:157; 3. Cade WT. Phys Ther 2008;88:1322; 4. Marwick TH et al. J Am Coll Cardiol 2018;71:339; 5. DeFronzo RA et al.

Diabetes 2009;58:773; 6. Fowler MJ. Clinical Diabetes 2011;29:116; 7. Song MK et al. J Diabetes Res 2014;2014:e313718; 8. Bugger H & Abel ED. Diabetologia 2014;57:660; 9. Galicia-Garcia U et al. Int J Mol Sci 2020;21:6275;
22 10. Hayden MR et al. Cardiorenal Med 2013;3:265; 11. Ronco C et al. J Am Coll Cardiol 2008;52:1527; 12. McCullough PA et al. Contrib Nephrol 2013;182:82; 13. Chen Y et al. Kidney Dis 2020;6:225



ESC 2023: Kiém soéat nguy co tim mach & BN DTD tip 2

Multifactorial approach in patients with diabetes—Section 5.7

|dentifying and treating risk factors and comorbidities | 2
early is recommended.

Multidisciplinary behavioural approaches that
combine the knowledge and skills of different
caregivers are recommended.

Principles of motivational interviewing should be
considered to induce behavioural changes.
Telehealth may be considered to improve risk

profile.

European Heart Journal (2023) 00, 1-98 https://doi.org/10.1093/eurheartj/ehad192



ESC 2023: Kiém soéat nguy co tim mach & BN DTD tip 2

Weight reduction in patients with diabetes—Section 5.1.1

Hyperglycaemia, insulin resistance or deficiency, metabolic imbalances

I 1 I

It is recommended that individuals living with
overweight or obesity aim to reduce weight and

increase physical exercise to improve metabolic

control and overall CVD risk profile.

Glucose-lowering medications with effects on weight
loss (e.g. GLP-1 RAs) should be considered in
patients with overweight or obesity to reduce

Hypertension We|ght_
Smoking

Dyshoacrnia Bariatric surgery should be considered for high and

| J very high risk patients with BMI >35 kg/m?* (>Class Il)
when repetitive and structured efforts of lifestyle
changes combined with weight-reducing medications

@ Esc— do not result in maintained weight loss.

European Heart Journal (2023) 00, 1-98 https://doi.org/10.1093/eurheartj/ehad192



ADA 2023: .
Lwa chon thuoc theo muc tieu dieu tri

USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

T0 AVOID
THERAPEUTIC
INERTIA REASSESS

HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH) L e

{36 MONTHS)

Goal: Cardiorenal Ri¢" TETm—— - s =ttt " n to comprehensive CV risk management)*

» Nguy co tim mac
cao: = 55 tudi kem

+ASCVDt
Defined differently acr

Achievement and Maintenance of

Glycemic Management: Choose
Weight Management Goals:

approaches that provide the

CVOTs but all includer efficacy to achieve goals: [ Set individualized weight management goals

individuals with establis 7 7 7 . . .
7 A A A Metformin OR Agent(s) including
CVD (e.g., MI, stroke, ai h h t 2 t !
revascularization proced t e O I t n a ye u O COMBINATION therapy that p_rowde General lifestyle advice: Intensive evidence-
3 - 3 adequate EFFICACY to achieve - L
Variably included: condit 2 Lo medical nutrition based structured
S 4 2 and maintain treatment goals h Jeati = iah
such as transient ischer n g u y CO’ kh aC (g O rr] ) ) . therapy/eating pattern: weight management
attack, unstable angin Eonsufler‘ av_mdz?nce c:if hypm_g!ycemna a physical activity program
amputation, symptoma b ’ h\ ~ h K priority in high-risk individuals
or asymptomatic coron e O p I y ta n g u yet ~ | Consider medication Consider metabolic

artery disease.

P , V4 K PREFERABLY In general, higher efficacy approaches for weight loss surgery
ap y h ut th u OC y rO I SGLT2i¢ with primary evidence of have greatml' likelihood :’f achieving - - -
\sovE reducing CKD progression i 9:":9“'"': gnals ) When choosing glucose-lowering therapies:
. 7 Y icacy for glucose lowerin i i ith high-to-very-hi
+ASC Ioa n I I d m au h OaC Use SBLTZi in people with an eGFR y for g ose L] Consider re:glmen w:;h hl_gl:1 to”\fery high dual
= - 220 mL/min per 1.73 m? once initiated Very High: glucose and weight efficacy
should be continued until initiation Dulaglutide (high dose), I
" - A of dialysis or transplantation Semaglutide, Tirzepatide
CVD benefit | b m glutide, Tirzep
a u I n n Ie u) - I?P ;RTA - ; OR - ;D - 7f_7,f7 Insulin Efficacy for weight loss
SGGI.TZ-i not t:l:ra'l];:v::ccuntr:?:;;;lled ot o Wl B A Ve.ry Hig_h: .
If A1C above target Injectable (GLP-1 RA/Insulin) Semaglutld_e. Tirzepatide
High: High:
If A1C above target, for patients on GLP-1 RA (no‘t listed above), Metformin, Dulaglutide, Liraglutide
i . i Lo SGLTZi, consider incorporating a SGLTZi, Sulfonylurea, TZD Intermediate:
= For patients on a I.'.;LP-I. RA, consider adding SGLT2i with GLP-1 RA or vice versa Intermediate: GLP-1 RA (not listed above), SGLT2i
proven CVD benefit or vice versa A .
- TIDA DPP-4i Neutral:
I DPP-4i, Metformin
[ If additional cardiorenal risk reduction or glycemic lowering needed If A1C above target

* In people with HF, CKD, established CVD or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be independent of background use of metformin;t A strong
recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details; # Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/
renal outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, MI, HHF, and renal outcomes in individuals with T2D with established/high risk of CVD;

# For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause maortality, M, stroke, and renal endpoints in individuals with T2D with established/high risk of CVD.

4

Identify barriers to goals:

= Consider DSMES referral to support self-efficacy in achievement of goals
= Consider technology (e.g., diagnostic CGM) to identify therapeutic gaps and tailor therapy
= Identify and address SDOH that impact achievement of goals




University of
Zurich™

Year: 2022

Protective effects of SGLT-2 in
two face

—

Zurich Open Repository and
Archive

TTniveraityr nf Zurich

Figure | Clinical trials of SGLT2 inhibitors across the cardiorenal continuum.




Similarities and Differences Between SGLT2 Inhibitor CVOTs
| DECLARETIMISg® | CANVASProgram* | EMPA-REGOUTCOMES

Number of patients 17,160 10,142 7020

(CANVAS: 4330; CANVAS-R: 5812)
Key inclusion * HbA1c 26.5% and <12%?2 * HbA1c 27% and <10.5% * HbA1c 27% and <10%
criteria « CrCIP 260 mL/min * eGFR¢ >30 mL/min/1.73 m? * eGFR® 230 mL/min/1.73 m?
Study population MRF: 59.4%; ECVD: 40.6% MRF: 34.4%; ECVD: 65.6% ECVD: >99%
Interventions DAPA 10 mg or PBO (1:1) CANVAS: CANA 100 mg, CANA 300 mg, EMPA 10 mg, EMPA 25 mg, or PBO
(randomization ratio) or PBO (1:1:1) (1:1:1)

CANVAS-R: CANA 100 mg with optional
increase to 300 mg or PBO (1:1)

Number of events 1559 (Actual) CANVAS: 658; CANVAS-R: 353 (Actual) 772 (Actual)
Median follow-up 4.2 years 2.4 years 3.1 years
(CANVAS: 5.7 years; CANVAS-R: 2.1 years)

Primary endpoint Primary safety endpoint: MACE Pooled MACE (composite of CV death, Pooled MACE (composite of CV death,
(composite of CV death, nonfatal Ml, or nonfatal MI, or nonfatal stroke) from nonfatal Ml,or nonfatal stroke) from 2
nonfatal ischemic stroke). CANVAS & CANVAS-R doses
Primary efficacy endpoints:

« MACE
« Composite of CV death or hHF

Important secondary Renal composite endpoint (sustained All-cause mortality, CV death, Composite of MACE or hospitalization for

endpoints 240% decrease in eGFR to eGFR albuminuria progression (>30% increase UA, silent MI, hHF, microvascular
<60 mL/min/1.73 m? and/or ESRD and/or in albuminuria and change in category), composite, new onset microalbuminuria,
renal or CV death), all-cause mortality composite of CV mortality or hHF new onset macroalbuminuria

aProportion of patients with HbAlc of 6.5% to <7% capped at ~5%; PBased on Cockcroft-Gault equation; °Based on Modification of Diet in Renal Disease criteria.

CANA, canagliflozin; CrCl, creatinine clearance; CV, cardiovascular; CVOTSs, cardiovascular outcome trials; DAPA, dapagliflozin; ECVD, established atherosclerotic cardiovascular disease; eGFR, estimated glomerular filtration rate; EMPA,
empagliflozin; ESRD, end-stage renal disease; HbAlc, glycated hemoglobin; hHF, hospitalization for heart failure; MACE, major adverse cardiovascular event; Ml, myocardial infarction; MRF, multiple risk factors for cardiovascular disease; PBO,
placebo, SGLT2, sodium-glucose cotransporter 2; UA, unstable angina.

1. Raz | et al. Diabetes Obes Metab. 2018;20:1102-1110; 2. Wiviott SD et al. Am Heart J. 2018;200:83-89; 3. Wiviott SD et al. Online ahead of print. New Engl J Med. 2018; 4. Neal B et al. Article, online protocol, and supplementary appendix. N
Engl J Med. 2017;377:644—657; 5. Zinman B et al. Article, online protocol, and supplementary appendix. N Engl J Med. 2015;373:2117-2128.



KET LUAN

<*Bién chirng TM va bénh than man la nhirng bién ching rat nguy
hiém va thwdng gap trén BTD tip 2

<+ Tiép can diéu tri bénh nhan DTD tip 2 hién da thay dbi: Bén canh
kiem soat duong huyet C(‘)r] dong th&i quan ly s&ém cac yéu to
nguy co va dw phong bién c6 tim mach-than.

+SGLT2i/GLP1 RA dwoc khuyén céo la phuwong phap diéu tri wu
tiEn @ BN DTD tip 2 c6 nguy co cao hoac mac BTMDXYV, suy tim
hoac bénh than man
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