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Bénh Tim Mach Ia nguyén nhan gay tu vong hang
dau trén the gici
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Arnett et al.
2019 ACC/AHA Guideline on the Primary Prevention of Cardiovascular Disease

2019 ACC/AHA Guideline on the Primary Prevention of Cardiovascular
Disease

A Report of the American College of Cardiology/American Heart Association Task Force on
Clinical Practice Guidelines

Endorsed by the American Association of Cardiovascular and Pulmonary Rehabilitation, the American
Geriatrics Society, the American Society of Preventive Cardiology, and the Preventive Cardiovascular
Nurses Association
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Patient-Centered Approaches

Recommendations for Patient-Centered Approaches to Comprehensive
ASCVD Prevention
COR | LOE Recommendations

A team-based care approach is recommended for the
control of risk factors associated with ASCVD.

Shared decision-making should guide discussions
about the best strategies to reduce ASCVD risk.

Social determinants of health should inform optimal
implementation of treatment recommendations for
the prevention of ASCVD.
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Panh gia nguy co tim mach (1)

Recommendations for Assessment of Cardiovascular Risk

COR | LOE Recommendations

1. For adults 40 to 75 years of age, clinicians should routinely
assess traditional cardiovascular risk factors and calculate
10-year risk of ASCVD by using the pooled cohort equations
(PCE).

2. For adults 20 to 39 vears of age, it is reasonable to assess
traditional ASCVD risk factors at least every 4 to 6 years.

lla

3. In adults at_borderline risk (5% to <7.5% 10-year ASCVD
risk) or intermediate risk (27.5% to <20% 10-year ASCVD
risk), it is reasonable to use additional_risk-enhancing
factors to guide decisions about preventive interventions
(e.g., statin therapy).

lla




Panh gia nguy co tim mach (2)

Recommendations for Assessment of Cardiovascular Risk

COR

lla

Ilb

LOE

Recommendations

4. In adults at intermediate risk (27.5% to <20% 10-year ASCVD
risk) or selected adults at borderline risk (5% to <7.5% 10-year
ASCVD risk), if risk-based decisions for preventive interventions
(e.g., statin therapy) remain uncertain, it is reasonable to
measure a coronary artery calcium score to guide clinician—
patient risk discussion.

5. For adults 20 to 39 years of age and for those 40 to 59 years of
age who have <7.5% 10-year ASCVD risk, estimating lifetime or
30-year ASCVD risk may be considered.




Table 3. Risk-Enhancing Factors for Clinician-Patient Risk Discussion (1)

Risk-Enhancing Factors

e <55 y; females, age <65 y)
[4.1-4.8 mmol/L];

e Family history of premature ASCVD (ma

e Primary hypercholesterolemia{LDL-C 160-189 mg/
non—HDL-C 190-219 mg/dL [4.9-5.6 mmOoIl/L])

e Metabolic syndrome (increased waist circumference [by ethnically
appropriate cutpoints], elevated triglycerides [>150 mg/dL, nonfasting],

elevated blood pressure, elevated glucose, and low HDL-C [<40 mg/dL in
men; <50 mg/dL in women] are factors; a tally of 3 makes the diagnosis)

e Chronic kidney diseaSmin/1.73 m?2 with or without
albuminuria; not treated with dialysis or kidney transplantation)
e Chronic inflammatory conditions, such as psoriasis, RA, lupus, or HIV/AIDS

ABI indicates ankle-brachial index; AIDS, acquired immunodeficiency syndrome; apoB,
apolipoprotein B; ASCVD, atherosclerotic cardiovascular disease; eGFR, estimated
glomerular filtration rate; HDL-C, high-density lipoprotein cholesterol; HIV, human
immunodeficiency virus; LDL-C, low-density lipoprotein cholesterol; Lp(a), lipoprotein
(a); and RA, rheumatoid arthritis.
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Table 3. Risk-Enhancing Factors for Clinician-Patient Risk Discussion (2)

Risk-Enhancing Factors

e History of premature menopause (before age 40 y) and history of pregnancy-
associated conditions that increase later ASCVD risk, such as preeclampsia

e High-risk race/ethnicity (e.g., South Asian ancestry)

e Lipids/biomarkers: associated with increased ASCVD risk

e Persistently elevated,* primary hypertriglyceridemia (=175 mg/dL, nonfasting);
e If measured:

= Elevated high-sensitivity C-reactive protei

= Elevated Lp(a): A relative indication for its measurement is family history
of premature ASCVD. An Lp(a) 250 mg/dL or 2125 nmol/L constitutes a
risk-enhancing factor, especially at higher levels of Lp(a).

= Elevated apoB (2130 mg/dL): A relative indication for its measurement
would be triglyceride 2200 mg/dL. A level 2130 mg/dL corresponds to an
LDL-C >160 mg/dL and constitutes a risk-enhancing factor

AMERICAN (& ABI(<0.9) L
| COLLEGE .:.'-f — *Optimally, 3 determinations. American
CARDIOLOGY Hes

Association.
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Adults with High Blood Pressure or Hypertension (1)

Recommendations for Adults with High Blood Pressure or Hypertension

COR LOE Recommendations
1. In adults with elevated blood pressure (BP) or hypertension, including those
requiring antihypertensive medications nonpharmacological interventions are
recommended to reduce BP. These include:
e weight loss,
e a heart-healthy dietary pattern,
e sodium reduction,
o dietary potassium supplementation,
e increased physical activity with a structured exercise program; and
e limited alcohol.

2. In adults with an estimated 10-year ASCVD risk* of 10% or higher and an
average systolic BP (SBP) of 130 mm Hg or higher or an average diastolic
BP (DBP) of 80 mm Hg or higher, use of BP-lowering medications is
recommended for primary prevention of CVD.
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Adults with High Blood Pressure or Hypertension (2)

Recommendations for Adults with High Blood Pressure or Hypertension

COR LOE Recommendations

I . In adults with confirmed hypertension and a 10-year ASCVD event risk of
DBP: C-EO 10% or higher, a BP target of less than 130/80 mm Hg is recommended.

. In adults with hypertension and chronic kidney disease, treatment to a BP
goal of less than 130/80 mm Hg is recommended.

DBP: C-EO

SBP: B-RSR | 5. In adults with T2DM and hypertension, antihypertensive drug treatment
| should be initiated at a BP of 130/80 mm Hg or higher, with a treatment goal
DBP: C-EO of less than 130/80 mm Hg.

6. In adults with an estimated 10-year ASCVD risk <10% and an SBP of 140 mm
I C-LD Hg or higher or a DBP of 90 mm Hg or higher, initiation and use of BP-

lowering medication are recommended.
AMERICAN £
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Adults with High Blood Pressure or Hypertension (3)

Recommendations for Adults with High Blood Pressure or Hypertension
COR LOE Recommendations

5. In adults with T2DM and hypertension, antihypertensive drug treatment
should be initiated at a BP of 130/80 mm Hg or higher, with a treatment
goal of less than 130/80 mm Hg.

I | pBP: C-
EO

6. In adults with an estimated 10-year ASCVD risk <10% and an SBP of 140
| C-LD mm Hg or higher or a DBP of 90 mm Hg or higher, initiation and use of
BP-lowering medication are recommended.

7. In adults with confirmed hypertension without additional markers of

SBP: B-NR increased ASCVD risk, a BP target of less than 130/80 mm Hg may be
lb reasonable.
DBP: C-
EO
AMERICAN 2
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BP Thresholds and Recommendations for Treatment

Normal BP Elevated BP Stage 1 hypertension Eernre Bl [kt
(BP <120/80 (BP 120-129/<80 (BP 130-139/80-89 ge £ hyp
(BP 2140/90 mm Hg)
mm Hg) mm Hg) mm Hg)

!

Promote optimal
lifestyle habits

Estimated 10-y CVD
risk 210%

| No Yes |

BP indicates blood pressure; and CVD, cardiovascular disease.
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BU'c tranh Pai thao duong & Nguy co Tim mach
Hién thé gi&i c6 4063 trieu nguwoi Pai thao dweng typ 2...1
40%—70% khéng dat HbA ;. muc tiéu < 7.0% 23
Céac yéu to nguy co’ kém theo:

859% N 65% ARARRARE
tiracant  AMAREREARE  AQJ) fing LOL-C 5 AMARRRRRRY

kool TN 11111
' I tang huyét 4p° AARAARRARE

1. International Diabetes Federation. Diabetes Atlas, 9th edition 2019. Available at: https://www.idf.org/diabetesatlas; 2. Gakidou E, et al. Bull World Health Organ 2011;89:172-83; 3. de Pablos-Velasco P, et al. Clin Endocrinol (Oxf)
2014;80:47-56; 4. CDC. http://www.cdc.gov/diabetes/statistics/comp/fig7_overweight.htm. Last accessed September 2015; 5. CDC. National Diabetes Statistics Report, 2014.
http://www.cdc.gov/diabetes/data/statistics/2014StatisticsReport.html. Last accessed September 2015; 6. Gregg EW, et al. N Engl J Med 2014;370:1514-23.

V7 X 2 nguy co bién co tim
mach so v&i ngwdi binh
thwdng. ©
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Tu vong tim mach la nguyén nhan
gay tu vong hang dau ¢ bénh nhan dai thao dudng

Cac nguyén nhan gay twe vong & bénh nhan BbTb
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Geiss LS et al. In: Diabetes in America. National Institutes of Health;1995.



Nguy co bénh Tim mach Chuyén hda
ton tai song song trén 1 bénh nhan

Overweight, obesity

Age

Abnormal lipid metabolism:

1+ LDL-C ¥ HDL-C
1 ApoB 4+ 1Gs

Genetics

Insulin resistance JJUnrecognized/
«emerging

determinants

Age, race, sex,
family history
Insulin resistance syndrome

| I |
4 Lipids *BP 1 Glucose
l

Nguy co tim mach

& chuyé'n héa Unrecognized/

emerging risk factors

\ Inflammation,

>

/ hypercoagulation
Smoking,
physical inactivity, Hypertension

unhealthy eating

Canadian Journal of Cardiology 27 (2011) e1-e33



LDL-C, HDL-C va HbA1c
la 03 nguy co hang dau gay ra BMV ¢ BN BbTb

Bénh mach vanh | NMCT t& vong hoac | Nho6i mau co tim
Thir tu (n=280) khong (n=192) td vong (n=79)
uu tién
Thong s6 | Giatrip | Thongso | Giatrip | Thong s6 | Gia trip

1 LDL-C <0.0001 | LDL-C 0.0022 | HATTr 0.0012

2 HDL-C 0.0001 | HATTr 0.0074 | LDL-C 0.012

3 HbA1c 0.0022 | HUt thubc 0.025 | HbA1c 0.024

4 HATT 0.0065 | HDL-C 0.026

5 Hut thudc 0.056 | HbA1lc 0.053

BMJ 1998;316:823-8

N=2693




Suy tim & bénh nhan Pai thao dudng

Bién c6 thudng gdp va xuat hién SOM

Nguyén nhan gay nhap vién hang dau

Cohort study of patients (n=34,198) with T2D
and incidence of CV disease

16.2%

14.1%

10.3%

% event as first CV event

4.2%

PAD HF* NFMI CVA? CV death

*Heart failure post-Ml was not included in this definthon of HF.
T 'Stroke not further specified’ included ischasmic stroke,

CW, cardiovascular, CVA, carebrovascular accident; HF, haar failure; MACE, majr edverse candiovescular events; NFMI, nonfatal
myescardia infarclion, PAD, periphera aferia disease, TZD, typs 2 diabsales.
Shah AD, ef a Lancel Dfabeles Endocrios. A5, 3(2):105-113, Appendix.

Bénh ly Tim mach la nguyén nhan gay nhap vién hang déu
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H £ thas dusng
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Hospitalization per 1,000
person-years
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+ Bénh nhan c6 Dai thio dwi¥ng thwdng nhap vién suy tim sung huyét
- Bénh nhan khéng dai thao dwirng thwérng nhéap vién vi bénh Iy déng
mach vanh

O, confidenca inaral CV, cardivascula Haa - pheatad haemogioln. TI0U TygeZ diabales
Schander AL et a. Dubetes Cae 201630 77277




Cac giai doan Suy tim

NYHA Classification

ACCF/AHA stages of HF

D Refractory HF requiring specialized

Refractory

End-Stage Established

interventions

C Structural heart disease with prior or

current of HF Symptomatic HF

Structural heart disease but without
signs or symptoms of HF .

@At high risk for HF but without

structural heart disease or symptoms of HE
HF -

ACCF/AHA, American College of Cardiology Foundation/American Heart Association; HF, heart failure; NYHA, New York Heart Association.
Yancy CW et al. Circulation. 2013;128:e240-327.



Contents lists available at ScienceDirect

Canadian Journal of Diabetes WBETES
wvese  CANADA

www.canadianjournalofdiabetes.com

Vascular

Protection
Checklist

2018 Clinical Practice Guidelines

Cardiovascular Protection in People With Diabetes

v'A « AIC - optimal glycemic control (usually <£7%)
v'B « BP - optimal blood pressure control (<130/80)

v'C o Cholesterol - LDL-C < 2.0 mmol/L or > 50% reduction if

treatment indicated

v'D « Drugs to protect the heart
A — ACEi or ARB | S - Statin | A - ASA if indicated |SGLT2i / GLP-1RA

with demonstrated CV benefit if type 2 DM with CVD and A1C not at target

v'E « Exercise/ Healthy Eating

4-K Smoking cessation/manage stress

ACEj, angiotensin converting enzyme inhibitor; ARB, angiotension receptor blocker; CV, cardiovascular; . . . g e
C
CVD, cardiovascular disease; DM, diabetes mellitus l:-fmJ D]&bEtES 42 um Hj 5162-5169



Contents lists available at ScienceDirect

Canadian Journal of Diabetes mBETES
wvese  CANADA

www.canadianjournalofdiabetes.com

Vascular

Protection
Checklist

2018 Clinical Practice Guidelines

Cardiovascular Protection in People With Diabetes

vV A « A1C - optimal glycemic control (usually =7%)

v'D - Drugs to protect the heart
SGLT2iI

ACEi, angiotensin converting enzyme inhibitor; ARB, angiotension receptor blocker; CV, cardiovascular; . . - i 15T C1EC
CVD, cardiovascular disease; DM, diabetes mellitus l:_,:l]]J D]&hE[ES 42 um Hj 5162-5169



SGLT2i: Co che tac c'Iong doc dao
giam tai hap thu b6 doéi MUOI - DU'O’NG

Giam tai hap thu
Mudi budong

Giam nong do
Natri noi bao

e SGLT2 Glucose

21" Glucose duoc loc qua Tang thai

& Sodium cau than dudng qua
iflozi nudc tié

M Dapagliflozin ucc tieu

+ By inhibiting SGLT2, these drugs remove excess glucose in the urine and lower HbA, !
- Dapagliflozin is >1400-times more selective for SGLT2 versus SGLT1!
« SGLT2 inhibitors act on natriuretic mechanisms and are associated with a decrease in intracellular Na+ concentration

and Na* /K ATPase activity

ATPase, adenosine triphosphatase; CrCl, creatinine clearance; eGFR, estimated glomerular filtration rate; HbA,, glycated hemoglobin; SGLT, sodium—glucose co-transporter
1. Marsenic O. Am J Kidney Dis 2009;53:875—-885; 2. FORXIGA. Summary of product characteristics, 2014; 3. Mudaliar S, et al. Diabetes Care 2016;39:1115-1122




Ba nghién ctru CVOT ban lé ciia SGLT2i

l

|
EMPA-REG OUTOCMIE CANVAS Program DECLARE TIML58
2015 2016 St

Empagliflozin Canagliflozin Dapaglifiozin

ek Moraly n Type 2 i el Corlr | ot ot O
100% CVD 65.6% CVD
o)

eGFR< 60 mi/min 26% 40.6% CVD

eGFR< 60 ml/min 20%

eGFR< 60 ml/min 7%

Zinman et al. N Engl J Med 2015; 373:2117 Neal B etal. N Engl J Med. 2017 Wiviott SD et al. N Engl J Med. 2018 Nov.10



DECLARE la nghién cteu c6 nhiéu bénh nhan
chwa co tien sw bénh ly tim mach, chwa co bénh than nhat t&i thoéi die

- TIM MACH

EMPA-REG OUTCOME?
(N=7,020)

Placebo MACE rate
43.9/1000 pt-yrs

>99% eCVD

N=~6,950

CANVASS3
(N=10,142)

Placebo MACE rate
31.5/1000 pt-yrs

~65.6% eCVD ~34.4% MRF
N=6,656 N=3,486

DECLARE#5
(N=17,160)

Placebo MACE rate
24.2/1000 pt-yrs

~40.6% eCVD ~59.4% MRF
N=6,974 N:10,186

- THAN

Bénh nhan trong nghién ctru _ DECLARE CANVAS EMPA-REG

DECLARE!? c6 chirc nang than imin/ )
t6t hon so véi dan sé trong n/c eGFR, mean (mL/min/1.73m?) 85.2 76.5 74.1
EMPA-REG OUTCOME3, CANVAS* Micro-/macro-albuminuria (%) 30.2 30.2 40.6

CV, cardiovascular; eCVD, established CV disease; MACE, major CV events; SGLT-2i, sodium glucose co-transporter 2 inhibitor; T2D, type 2 diabetes
1. Einarson TR, et al. Cardiovasc Diabetol 2018;17:83; 2. Zinman B, et al. N Engl J Med 2015;373:2117-2128; 3. Neal B, et al. N EnglJ Med 2017;377:644-657;
4. Raz|, et al. Diabetes Obes Metab 2018;20:1102-1110; 5 Wiviott SD et al. Online ahead of print. N Engl J Med. 2018.

Dapagliflozin chi dwoc chi dinh dé kiém soat dwong huyét cho bénh nhan trén 18 tudi méac TD typ 2. Vui long tham khao thém thong tin ké toa tai Viét Nam



Két qua chinh tu nghién ctu
DECLARE-TIMI 58

MACE hHF CV death/hHF Renal outcome
0
< 95% ClI for HR P=0.005 95% Cl for HR
% 0.61, 0.88 for superiority 0.67-0.87
S -10 -7
(&)
=)
e}
o
5 -20 -
(D)
=
s -30 -
40 -
60% 40%
1° Prevention 2° Prevention
(MRF) (ECVD)

Wiviott SD et al. N Engl J Med. 2018. DOI: 10.1056/NEJMo0a1812389.



Giam dugdc 47% phirc hgp bién co

3%

L]
=
I

Probability of event

—_
=]

=S
I

0%

K&t qua tir nghién cifu DECLARE-TIMI 58

m A7 N7

Renal Composite EP

40%4, eGFR, ESRD, Renal death

1.5% vs. 2.8%
HR 0.53 (0.43-0.66)
P<0.001

47%

. Dlacebo
e Dapaghiflozn

|
0

T I T I T I T I
180 360 540 720 900 1080 1260 1440

Analysis time (days)

than & 27% nhap vién do suy tim

Probability of event

4%

3%

2%

1%

0%

Hospitalization for HF

2.5% vs 3.3%
HR 0.73 (0.61-0.88)
P<0.001

127%

s Placebo
Dapagliflozin

0 180

\ T T \ T T
360 540 720 900

Analysis time (days)

\ \ T
1080 1260 1440

N Engl J Med. 2018. DOI: 10.1056/NEJMoa1812389



ADA 2019 D

JUNE7-11 - SANFRANCISCO,CA

Phong ngtra & Thoai lui 54% dién tién dam niéu

1 . Hazard Ratio Cox
Tiéu chi (95% CI) p-value

Cai thién so v&i mlrc nén

Micro to Normo i 1.46 (1.31,1.62)  <0.0001
Macro to Normo/Micro —li— 1.82(1.51, 2.2) <0.0001

I Macro to Normo/Micro or Micro to Normo T 1.54 (1.4, 1.69) <0.0001
Micro/Macro to Normo i

1.41(1.27,1.56)  <0.0001

0.0 1.0 2.0 3.0

Favors Favors
Placebo DAPA

Phéan loai Pam niéu

Pai lvgng UACR =300 mg/g
Vi lvgng UACR =30 to <300 mg/g
Binh thwong UACR <30 mg/g

DAPA = dapagliflozin; KM = Kaplan-Meier; Macro = macroalbuminuria; Micro = microalbuminuria; ; Normo = normoalbuminuria; UACR = urine albumin-to-creatinine ratio.
Raz | et al. Presented at: ADA 79th Scientific Sessions; June 7-11, 2019; San Francisco, CA 244-OR.




ADA 2019 2.

JUNE7-11 - SANFRANCISCO, CA

- - u Lo 4 AN - x m A7 m A
Dapagliflozin: Ngan ngua dien tien dam niéeu
Tiéu chi Hazard Ratio Cox
(95% CI) p-value
Tién trién nang hon so vé&i mrc nén
I Normo/Micro to Macro L 0.54 (0.45, 0.65)  <0.0001
Normo to Micro/Macro - 0.79 (0.72,0.87) <0.0001
El)ol\rﬂrggrt(;) Micro/Macro or Micro | 0.73(0.67,0.79) <0.0001

00 05 1.0 15

Worse for Worse for
Placebo DAPA

a
v

Phén loai Pam niéu

Pai lwvong UACR =300 mg/g
Vi lwong UACR 230 to <300 mg/g
Binh thwdng UACR <30 mg/g

DAPA = dapagliflozin; KM = Kaplan-Meier; Macro = macroalbuminuria; Micro = microalbuminuria; ; Normo = normoalbuminuria; UACR = urine albumin-to-creatinine ratio.
Raz | et al. Presented at: ADA 79th Scientific Sessions; June 7-11, 2019; San Francisco, CA 244-OR.



Tiém nang bao vé tim than cua nhém SGLT2i
cho pho rong bénh nhan Pai thao dudng

Cardiorenal Efficacy of SGLT2 Inhibitors

Diabetes and
established CVD

Diabetes and

multiple risk factors

Hwéng t&i phong ngira tién phat — Bdo vé bénh nhan tir SOM

Diabetes management & Early prevention of CardiovascuLAr & REnal risks

“Quan ly toan dién Dai thao dwéng va Phong ngtra SO'M céc yéu té nguy co Tim mach & Than”

Verma S, Juni P, Mazer CD, The Lancet 2018, in press



Cac bénh nhan trén thwc te
khac trong nghién ctru lam sang

N

Theory: Ao = F?‘

Practice: -—/L\ F‘J = C'_WZP B

U

Tw nghién ctru t&i thwe hanh [am sang?




O Nghién ctru trén phd dan sé BDTD typ 2 rong: n = 309,046 bénh nhan & 6 qubc gia
Q 87% dan sb khong co tién st bénh Iy tim mach

O Ghi nhan bién cd & nhém diéu tri véi SGLT2i thap hon so véi cac thube ha dwdng huyét khac:

Nhap vién Tdr vong do Nhap vién do suy tim hoac
do suy tim moi nguyén nhan tr vong do
(p <0,001) (p <0,001) moi nguyén nhan
(p <0,001)
41% BN str dung Dapagliflozin 51% BN str dung Dapagliflozin

Kosiborod M et al., Circulation 2017
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CVDREAL?

Q Trén phd bénh nhan chau A
QO 73% dan s chwa co tién str bénh Iy tim mach

@ Ghi nhan bién cb6 & nhom diéu tri véi SGLT2i thap hon so v&i cac thube ha duwong huyét khac:

Tdr vong do Nhap vién do Nhéi mau cor
moi nguyén suy tim hoac tim
nhan tir vong do (p <0,001)
(p <0,001) moi nguyén T 3
nhan 74.7% bénh nhan
(p <0,001) | |

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

Kosiborod M et al., Circulation 2018



Khuyén cao ACC / AHA 2019
Phong ngua tién phat bénh tim mach

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).




New treatment algorithms

@ESC

ASCVD, or high / very high
CVrisk (target organ damage
or multiple risk factors)*

Type 2 DM - Drug naive patients

ASCVD, or high / very high
CV risk (target organ damage

or multiple risk factors)*

Add SGLT2 inhibitor Continue Metformin
SGLT2 inhibitor or .
GLP-1 RA Monotherapy§ Metformin Monotherapy or GLP-1 RA§ Monotherapy ‘
{ If HbA, . above target ] [ If HbA, . above target [ If HhA,. above target ] { If HbA,. above target ]

!

v 'lf’wlf v

Add Metformin

SGLT2iif )
DPP-4i GLP-1 RA eGFR TZD
adequate

v v v v

3

If HbA,. above target }

¥

If HbA | above target

v v

1

fod

v v v ¥

[ If HbA,_ above target J

SGLT2iif
DPP-4i GLP-1 RA eGFR TZD
adequate

¥

® Consider adding the other
class (GLP-1 RA or SGLT2I)

v v v v

If HbA .. above target

v v ¥ ¥

=T with preven CVD benefit po—

N SGLT2i SGLT2i i ' i LYl

® Consider adcing the other [ or TZD } l orTZD }[“LPT";;'] lng'f_';"R‘:; ® DPP-diif not on GLP-1 RA or TZD or TZD it T
class (GLF-1 RA or SGLT2i) # Basal insulin

with proven CVD benefit

v v v v

Gonsider the addition of sulfonylurea COR basal insulin:
& Choose later generation SU with lower risk of
hypoglycaemia
& Consider basal insulin with lower risk of hypoglycaemia

# TZD (notin HF pat)

\ v v v

If HbA, above target

- GLP-1 RA SGLT2i of
SELT J [Ur OPP-di J [DPP—4i ﬂrJ

# DPP-4iif not on GLP-1 RA I HbA, above largel
@ SU ‘lf
@ Basal insulin )
#® TZD (not in HF pat) [ Continue with addition of other agents as outlined above ] [ Continue with addition of other agenis as outlined above
® SU v ¥
[ If HoA ., above target ] [ If HbA . above target I

Consider the addition of sulfonylurea OR basal insulin:
# Choose later generation SU with lower risk of
hypoglycaemia
# Consider basal insulin with lower nsk of hypoglycas mia
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Primary composite outcome
CV Death/HF hospitalization/Urgent HF visit

*1 HR 0.74 (0.65,0.85)
s{ p=0.00001

9 Placebo
< NNT=21
O 0 R
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0 3 B 9 12 15 18 21 24

Months since Randomization

Number at Risk

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



Components of primary outcome

Worsening HF event Cardiovascular death
HR 0.70 (0.59, 0.83); p=0.00003 HR 0.82 (0.69, 0.98); p=0.029

& =
Placebo
g TR 1374 Placebo
I = "'—"g = (B
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S Dapagliflozin ¢
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3 T =
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If‘
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T T T T T T T | T T T T T T T T T T
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Months since Randomization Months since Randomization
Number at Risk
Dapaglifliozin 2373 2305 2221 2147 2002 1560 1146 612 210 2373 2339 2283 2248 2127 1664 1242 671 232

Placebo 2371 2258 2163 2075 1917 1478 1096 593 210 2371 2330 2279 2230 2091 1636 1219 664 234



No diabetes/diabetes subgroup:

Primary endpoint

K&t qud DONG NHAT trén ca 2 phan nhém:
CO hoic KHONG CO PAI THAO BUONG

Dapagliflozin  Placebo

(n=2373) (n=2371)
All patients 386/2373 502/2371 — —
Type 2 diabetes at baseline*
Yes 215/1075 271/1064 —
No 171/1298 231/1307 T
! A
0.5 0.8 1.0 1.2

HR
(95% Cl)

0.74 (0.65, 0.85)

0.75 (0.63, 0.90)
0.73 (0.60, 0.88)

Dapagliflozin Better Placebo Better
< >

*Defined as history of type 2 diabetes or HbAlc 26.5% at both enrollment and randomization visits.



SGLT2i
da tré thanh
mét trong nhirng thuoc tru cot
trong diéu tri
Co6 hoac Khong co6 Pai thao dwong kem theo

Lovi tieu
khang Dapagliflozin
Aldosterone

ACEi, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; ANRI, angiotensin receptor—neprilysin inhibitor; DM, diabetes mellitus; HFrEF, heart failure with reduced ejection fraction;
SGLT2, sodium-glucose co-transporter 2
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Contents lists available at ScienceDirect

Canadian Journal of Diabetes mBETES
wvese  CANADA

www.canadianjournalofdiabetes.com

Vascular

Protection
Checklist

2018 Clinical Practice Guidelines

Cardiovascular Protection in People With Diabetes

v'C « Cholesterol - LDL-C < 2.0 mmol/L or > 50% reduction if

treatment indicated

v'D e Drugs to protect the heart

A - ACEi or ARB || A - ASA if indicated | SGLT2i / GLP-1RA with demonstrated CV
benefit if type 2 DM with CVD"ama = ot at target

v'E « Exercise/ Healthy Eating

4-K Smoking cessation/manage stress

ACEj, angiotensin converting enzyme inhibitor; ARB, angiotension receptor blocker; CV, cardiovascular; . . . e C1RC
CVD, cardiovascular disease; DM, diabetes mellitus l:_,:l]]J D]&hE[ES 42 [.g'[]l Hj 5162-5169




Ha LDL-C tich cuc bang STATIN
giup giam Bién co tim mach ¢ BN bTb

* Phan tich gbp tlr 18.686 bénh nhan Dai thao dudng (1466 DTD typ 1 va 17.220 DTD typ 2) trong 14 thir nghiém
lam sang ngau nhién vai diéu tri bang Statin

Thdi gian theo doi

1 mmol/L |
trung binh: 4.3 nam

(40 mg/dL)

W v . 4
9% 3% 21% 22%
Nguy co tor guy co tu Bién co Nguy co tir vong

vong chung vong do benh

mach vanh chinh

do NMCT/BMV

https://doi.org/10.1016/S0140-6736(08)60104-X



2019 ACC/AHA Guideline on the Primary
Prevention of Cardiovascular Disease

Primary Prevention:
Assess ASCVD Risk in Each Age Group
Emphasize Adherence to Healthy Lifestyle

¥

preeclampsia, premature menopause)
. Inflammatory diseases (especially
rheumatoid arthritis, psoriasis, HIV)
e Ethnicity {e.g., South Asian ancestry)

Lipid/Biomarkers:

- Persistently elevated triglycerides
(2175 mg/dL, {=2.0 mmol/L))

h 4
ApE 019 — Agte ft(f)':;g M isk Age 40-75 y and N Diabetes mellitus and age 40-75 y
ge 0-19 y S LDL-C 270-<190 mg/dL Risk assessment to consider high-intensity statin
Lifestyle to prevent or reduce to encourage lifestyle to reduce
Sasisen ASED vk (=1.8-<4.9 mmol/L) (Class lla)
Diagnasis of Familial Consider statin if family history without diabEt.es mellitus
Hypercholesterolemia-> statin premature ASCVD and LDL-C 10‘7“’"' ASCVD f"s'( percent Age >75y
2160 mg/dL (4.1 mmol/L) begins risk discussion ) Clinical assessment, Risk discussion
z v h 4
ASCVD Risk Enhancers:
e Family history of premature ASCVD <5% 5% - <7.5% 27.5% - <20% =>20%
* Persistently elevated LDL-C 2160 mg/ “Low Risk” “Borderline Risk” “Intermediate Risk” “High Risk”
dL {=4.1 mmol/L)
* Chronic kidney disease T
* Metabolic syndrome *
« Conditions specific to women {e.g., ﬁ

In selected individuals if measured:
e hs-CRP =22.0 mg/L

- Lp(a) levels >50 mg/dL or >125 nmol/L . If risk dec‘ision is !.mcertain:
e apoB 2130 mg/dL Consider measuring CAC in selected adults:
-

Ankle-brachial index (ABI) <0.9 CAC = zero {lowers risk; consider no statin, unless diabetes, family history of
premature CHD, or cigarette smoking are present)

CAC = 1-99 favors statin (especially after age 55)
CAC = 100+ and/or 275th percentile, initiate statin therapy

AMERICAN ﬂ
COLLEGE of
CARDIOLOGY

American
Heart
Association.




ACC 2019 - Du phong Tién phat
Chi tiét hon tren bénh nhan Pai thao dudng

ACC/AHA 2019: Diabetes Mellitus in Adults

Khuyén cdo riéng cho BN Pai thao dwong
COR | LOE Khuyén cao
Bénh nhan dai thdo dudng 40-75 tudi
bat ké nguy co' ASCVD 10 nam la bao nhiéu
Nén duoc chi dinh statin cwong do trung binh

Bénh nhan dai thdo dwdng (>18 tudi)

C6 DA YEU TO NGUY CO’ ASCVD

Nén dwoc diéu tri statin cwong dd cao véi muc tiéu
giam LDL-C >=50%

Véi BN Pai thao dudong, Statin dudgc khuyén cao diéu tri

J Am Coll Cardiol. 2019 Mar 17. pii: §0735-1097(19)33876-8



Khuyen cao cua ADA 2019:

Chon statin theo nguy co tim mach

BTMXV hoac

Tudi NCTM 10 nam Cudong do statin khuyén cao” va liéu phap phoi hgp*
>20%
Khong Khong'

< 40 Statin cudng do6 cao: ,

tuoi Cé - Né&u LDL-C = 70mg/dL khi d3 t8i uu lidu statin c6 thé dung nap,

xem xét thém cac liéu phap giam LDL (Ezetimibe hoac PCSK9i)#
Statin cuong do trung binh*

Statin cuong do cao: ,
« Né&u LDL-C = 70mg/dL khi da t6i uu liéu statin cé thé dung nap,
xem xét thém cac liéu phap giam LDL (Ezetimibe hoac PCSK9i)

Diabetes Care Volume 42, Supplement 1, January 2019
Vui Iong tham khao chi dinh, chdng chi dinh, liéu dung trong TTKT dugc phé duyét tai Viét Nam



ESC Guideline 2019 )

EUROPEAN
SOCIETY OF
CARDIOLOGY®

Muc tiéu
LD LC . Score<1%

/ . Score=1% va <5%

.BN tré (PTP T1 <35t; PTb T2
<50t) véi thoi gian mac PTD <10
nam va khong c6 YTNC khac

3.0 mmol/L

(116 mg/dL) Low .
. /
~,
= . Score=5% va <10%
. Cac YTNC don lé tang cao ro rét: TC >8mmol/L
(310mg/dl), hoac LDLc >4.9mmol/L (190mg/dl);
‘\\ hoac HA =2180/110 mmHg
S . Tang Cholesterol gia dinh khong kém YTNC khac
S . Bénh than man TB (eGFR 30-59 ml/min)
S . DTP khong ton thuong cc quan dich véi thai
“~ / gian =10 ndm hodc kém YTNC khac.
= \\
Giam 1.8 mmol/L - -
250% (70 mg/dL) - . gg:regTol;l)oach x0 vita (LAm sang/hinh anh hoc)
. . =
LDLc S / . Tang Cholesterol gia dinh véi bénh tim mach xc vira
s hodc kém YTNC khac
ban = . Bénh than man eGFR <30 ml/min)
- 1.4 mmol/L . DTP c6 tén thuong co quan dich; =3 YTNC khac hodc
dau ¥ (55 mg/dL) PTD T1 >20 nam.
~,

Low  Moderate High Very high CV Risk

European Heart Journal (2019) 00, 1-78 doi:10.1093/eurheartj/ehz455



Khuyé&n cao ctia ESC 2019: @ESC

European Society

Ha thém md'c muc tiéu diéu tri LDC-C of Cardiclogy

Change in recommendations
2013 2019

Lipid targets

di ideli ESC Guidelines on Diabetes, pre-diabetes and cardiovascular diseases in collaboration
-escardio.org/guidelines with EASD (European Heart Journal 2019 - doi/10.1093/eurheartj/ehz486)



European Society
of Cardiology

A
[ O BN nguy cg thap, TB

Hiéu chinh mlc nguy co )
théng qua chén doan hinh anh J

e A\
Phong nglra th& phat (NC rat cao)
Phong nglra tién phat: bénh nhan
FH va 1 YTNC khac (NC rat cao)

o
~Phong ngua tién phat: bénh )
European Heart Journal (2019) 00, 1-78; doi:10.1093/eurheartj/ehz _cO_FH J




Hiéu qua ha LDL-c cua Statin

% LDL-C giam dudc so v@i trudc diéu tri

20mg 40mg
529t |55%%

*p<0.002 vs atorvastatin 10 mg; simvastatin 10, 20, 40 mg; pravastatin 10, 20, 40 mg
Tp<0.002 vs atorvastatin 20, 40 mg; simvastatin 20, 40, 80 mg; pravastatin 20, 40 mg
Fp<0.002 vs atorvastatin 40 mg; simvastatin 40, 80 mg; pravastatin 40 mg

Vui ldng tham khao chi dinh, chéng chi dinh, liéu dung trong TTKT dwoc phé duyét tai Viét Nam

Adapted from Jones PH et al. Am J Cardiol 2003;92:152-160



JUPITER L
Primary Trial Endpoint : MI, Stroke, UA/Revascularization, CV Death JUPITER

HR 0.56, 95% Cl 0.46-0.69 Placebo 251 7/ 8901
P < 0.00001

0.08

Number Needed to Treat (NNT;) = 25
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=
a
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-
o g [ Raosuvastatin 142 7 8901

STATIN ’
Sé thwec sw mang lai hiéu qua bao vé toi da
_khi str dung Lau dai

NMumber at Hi

Rosuwvastati
Placebo 3, 8.5 3, B,
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Novel personalised @ ESC

CV prevention strategies in ACVD European Society
™\ of Cardiology

® Live style intervention
Initial gu' deline recommended medlcal therapy

Europea
Heart Joum

Lipid biomarkers] [ Metabolism | [ Plateletsy | [ Inflammation
(LDL-C; (HbA1c, Coagulation (eg CHIP)

Triglycerides ?; | | Type-2 Diabetes)

LLipoprotein (a) ?)

) e \. The Year in
., - .r .v Prevention
[ PCSK9 | SGLT2- " Prolonged |[ liL-1beta | 2018
inhibition inhibitors DAPT (ACS), blockade,
(AB, SiRNA?) GLP-1 RA Low-dose Colchicin ?
Xa inhibition
% J \\ o )

Ereiner Z et al. EHJ 2019; 40:336-344.




Ket luan (1)

« Bénh nhan BTD bén canh ganh nang vé cac bi€n c6 Tim mach do xd vira thi nhap vién
do suy tim la bién cO xuat hién sém va anh hudng rat I6n dén chat lugng cudc song va
tién lugng s8ng clia bénh nhan BDTD Type 2 > Diéu tri DTD khdng con la kiém soat
dudng huyét ma can bao vé bénh nhan SO'M khéi cac bién c6 TIM - MACH

« DECLARE c6 phé dan s réng nhat hién nay d3 mé rong hiéu qua cia nhém SGLT2i
khong chi trén phong ngua th& phat ma con Ila tién phat trén ca Tim mach va
Than.

« DAPA HF la nghién cltu dau tién trén BN Suy tim co & khdng co BT da chi'ng minh
hi€u qua cua SGLT-2i cho doi tuegng BN nay, md ra hudng tiép can mdi trong diéu tri
suy tim.

57

Dapagliflozin chi dwgc chi dinh dé kiém soat dwang huyét cho bénh nhan trén 18 tudi mac BTD type 2. Vui long tham khao thém thong tin ké toa dugc Bo Y té phé duyét tai Viet Nam



Ket luan (2)

K&t qua tu n/c CVD REAL mot 1an nira gagi y Igi ich cua SGLT2i t nghién cfu dén
thuc tién 1am sang.

ESC 2019 khuyén cao SGLT2i ngang hang vdi metformin va can dugc uu tién trén
doi tugng BN BDTD cdé nguy cc tim mach

Cac khuyén cao gan day ACC/ADA/ESC 2019 mot Ian nita khang dinh Statin la thudc
nén tang, déng vai tro khdong thé thi€u trong phong ngtra bién cd tim mach trén
BN DTP bat ké mirc LDLc ban dau.

Can toi uu hoa liéu statin trudc khi xem xét cac liéu phap phoi hop. Su dung
Statin lau dai nham phat huy toi da hiéu qua bao vé BN khoi cac bién cd tim

mach.

58

Dapagliflozin chi dwgc chi dinh dé kiém soat dwang huyét cho bénh nhan trén 18 tudi mac BTD type 2. Vui long tham khao thém thong tin ké toa dugc Bo Y té phé duyét tai Viet Nam



“...THUONG Y tri bénh chua téi, TRUNG Y tri bénh sap phat
& HA Y tri bénh da rbi...”

Danh Y Tén Tu Mac - Dugc vudng Tén Thién Y

Anh minh hoa cho muc dich gido duc, cap nhat kién thirc y khoa. Astrazeneca khéng chiu trach nhiém ban quyén



