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NOi dung

« An toan tim mach ctiia cac nhom thuoc méi

« Cap nhat khuyén cao diéu tri PTD tip 2 theo ADA
2019 - ESC 2019

- Thao luén ve tinh (rng dung trong thwc hanh lam
sang cua cac phac do nay tai Viét Nam



Bilrc tranh vé bénh ly Pai thao dwérng hién nay

Hién nay trén thé gii c6 khoang 3/ / triéu ngwei méc Dai thao
dwong tuyp 2...1

@ 40-70%

khéng dat dwoc muc tiéu HbA, . <7.0%2%3

Cac yéu t6 nguy co kém theo

0 TRARARARAR
’m8tva50én4/0 RRRRARARAR

0 RRRRRRRARR
Zﬁtgr-]gh/gét ap® **********

0 TRARARARAS
Q t515ngL/I§I)_ RRARARARAR

cholesterol®

Bé&nh nhan BDTD tuyp 2 déi mat
véi nguy co méc bién cd Tim
mach cao gap déi so v&i ngudi
binh thwdng. ©

BP, blood pressure; CVD, cardiovascular disease; LDL, low-density lipoprotein.

1. International Diabetes Federation. Diabetes Atlas, 7th edition 2015. Available at: https://www.idf.org/diabetesatlas. Last
accessed August 2016; 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. Available at:
http://imww.cdc.gov/diabetes/statistics/comp/fig7_overweight.htm. Last accessed September 2015; 5. CDC. National Diabetes
Statistics Report, 2014. Available at: 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.



Tt vong tim mach la nguyén nhan
gay tr vong hang dau & bénh nhan dai thao dwong

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



Kiém soat Dai thao dwdng:
Chung ta dang ¢ dau?

Kiém soéat dwérng huyét mang lai lei ich gi?



Giam HbA,_

bién chirng mach mau nho

m
thé gidm bién chirng mach mau I&n néu khéi tri

* Gia
Co

/ 4

sém nhwng hiéu qua cé thé khdng rd rang

a0bese patients; "Mean baseline HbA,; °Median between-arm difference; IMean between-arm difference; eMedian baseline HbA, .

CV = cardiovascular; UKPDS = United Kingdom Prospective Diabetes Study (UKPDS); ADVANCE = Action in Diabetes and Vascular Disease: Preterax and Diamicron Modified Release
Controlled Evaluation; ACCORD = Action to Control Cardiovascular Risk in Diabetes; VADT = Veterans Affairs Diabetes Trial.
1. UKPDS Group. Lancet. 1998;352:837—-853. 2. Holman RR et al. N Engl J Med. 2008;359:1577-1589. 3. ADVANCE Collaborative Group et al. N Engl J Med. 2008;358:2560+-2572. 4.
Gerstein HC et al. N Engl J Med. 2008;358:2545-2559. 5. Ismail-Beigi F et al. Lancet. 2010;376:419-430. 6. Duckworth W et al. N Engl J Med. 2009;360:129-139.



Lam gi dé giam bién co6 tim mach?



Kiém soat da yéu to nguy co dé cai thién dw hau
cho bénh nhan DTD tip 2

@ Ca thé hoéa diéu tri, muc tiéu
thong thuwdng khoang 7%

BP Muc tiéu<140/90 mmHg

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA

Dlabetes Care

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA
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STANDARDS OF
MEDICAL CARE ACE o
IN DIABETES—2019 WL Dung ACE inhibitor hoac ARBs

/| ARBs

‘ Kiém soat lipid mau




Nhiéu thuéc méi phai lam
nghién cltru an toan tim
m a c h inali:;)i;s ir1ShCi;b|;';(r)2rs

< Older T2D agents Newer T2D agents -
1950 1960 1970 1980 1990 2000 2010 2012 2013

GLP-1 receptor
agonists

Lente class of Recombinant Insulin

insull N nsuli Glimepiride: dealud
insulins uman insulin 3rd generation SU egludec
produced produced

SUs first used 2nd generation

SUs available : :
Insulin glargine

available?

. Me'(tjformén. Three new classes introduced:
'ntrt%euaeK " a-glucosidase inhibitors, meglitinides and

TZDs

Adapted from: 1. Kirby MG. Br J Diabetes Vasc Dis 2012;12:315; 2. Sanofi US. Lantus® (insulin glargine injection) USPI, 2015



Cac nhém thuoc thé hé méi da tao bwéc ngoac
trong diéu tri dai thao du’o’ng tip 2

DPP4
inhibitors

Completed
and ongoing
CVOTs

GLP1 receptor
agonists




1

" Thubc tc ché men DDP4 va ddng van thu thé GLP1

Glucose-dependent insulin o
secretion _
B-cells -

Increases glucose utilisation
by muscle and adipose tissue

| o

\ 4

Food intake

a-cells
Glucose-dependent Decreases hepatic glucose release
glucagon suppression Improving overall glucose control

Inactive
DPP4 GLP1 (9-36)
amide

DPP4 2 amino acids
inhibitors — cleaved from

amino terminus

N T
tf NS pJ,

&=

-
¥
- - |
-

.E: -

Adapted from Drucker. Expert Opin Invest Drugs 2003;12:87—100 and Ahrén Curr Diab Rep. 2003;3:365—-372.



Cé 7 thubc DPP-4i hién dang duoc chip thuin

Commercial name Company Year of ADA approval
Sitagliptin? Januvia® Merck 2006
Vildagliptin? Galvus® (EU only) Novartis 2007 (EU)
Saxagliptin3 Onglyza® AstraZeneca 2009

Trajenta®/ Tradjenta®/

Linagliptin ¢ Trazenta® BI-Lilly 2011
Teneligliptin® Tenelia® (ex-EU, ex-US) Mitsubishi Tanabe 2012
Gemigliptin® Zemiglo® (ex-EU, ex-US) LGLS, NOBEL, DCPC 2012
Alogliptin’ Nesina®/ Vipidia® Takeda 2013

*Teneligliptin and gemigliptin are not approved by the FDA and the EMA. DPP-4i, dipeptidyl peptidase-4 inhibitor
1. Merck. Januvia® (sitagliptin) summary of product characteristics. 2018; 2. Novartis Galvus® (vildagliptin) summary of product characteristics. 2018; 3.
AstraZeneca. Onglyza® (saxagliptin) summary of product characteristics. 2018; 4. Boehringer Ingelheim and Eli Lilly. Linagliptin (Linagliptin ) summary of
product characteristics. 2018; 5. Mitsubishi Tanabe. Tenelia® (teneligliptin) Korean Prescribing Information 2018; 6. LG Life Sciences. Zemiglo® (gemigliptin)
12 Korean Prescribing Information. 2016; 7. Takeda. Vipidia® (alogliptin) summary of product characteristics. 2018



DPP4i da chirng minh an toan tim mach theo FDA

Product Study Name Completion Date Patients Results
TECOS 1.00 0.83-1.2 0.98
SAVOR 1.27 1.07-1.51 0.007
EXAMINE 1.19 0.89 — 1.58 0.22
CARMELINA 1.02 0,89 -1,17 0.74

4,391 patients is expected to complete in Q2 '13;data release expected by EQY '13 early '14, CANVAS will re-open and cohort 2 (~14,000

patients ) will begin enrolling ACR?ES'E

Reference: Clin.Trials.Gov 3/2013; CI quarterly update 12/2012. * CANVAS final data collection date for primary outcome measure; first cohort of 9 .



Nhom GLP1 receptor agonists

. Main inclusion No. of Primary Key 2° Target no. Estimated Estimated
Intervention o . .
criteria patients outcome outcome of events follow-up completion
ELxal?  Lxisenatide/ o facs 6068 ap-MACE  DXPanded 844 2.1 years 2015
placebo MACE median
Vascular
® Liraglutide/ disease, or risk Expanded
3 ’ _ ~ _
LEADER olacebo factors, or CRF 9340 3P-MACE MACE > 611 Up to ~5 years Nov-15
or CHF
w,  Semaglutide/ Evidence of CV Expanded .
- 4 - ~ -
SUSTAIN-6 olacebo disease 3297 3P-MACE MACE Not specified Up to ~3 years Jan-16
: * o ) N
exscels  renatide ERY/No CVeriteria ) ) oq 3p-MACE  ACUSe ot pecified P /2 Apres
placebo specified mortality; HHF years
HARMONY Albiglutide/  Established Expanded .
OUTCOMES’ olacebo cVD 9400 3P-MACE MACE Not specified 3-5 years May-18
Pre-existing
: vascular : o
REWIND Dulaglutide/ disease or 9622 3P-MACE Mlcrovasc.ular Not specified Up to 76.5 Apr-19
placebo 59 CV risk composite years

factors



https://www.healio.com/endocrinology/diabetes/news/online/{6a15d82b-f25b-4e5f-b14b-857ddc955fd8}/rewind-dulaglutide-reduces-cv-risk-in-type-2-diabetes-without-cvd

‘Nhém dong van GLP-1 giam bién co tim mach:
khong c6 hiéu qua nhém

* Liraglutide and canagliflozin) and three FDA-approved
* Albiglutide GLP-1 receptor agonists (liraglutide, albiglu-
* Semaglutide tide [although that agent was removed

from the market for business reasons|,
and semaglutide [lower risk of cardiovas-
cular events in a moderate-sized clinical
trial but one not powered as a cardiovas-
cular outcomes trial]). In these trials, the



SGLT2i: Co’ che tac dong doc dao
giam tai hap thu bd doi MUOI - PUONG

Glam'tal hap thu
Muoi Dwong

Giam néng dé
Natri noi bao

e SGLT2 Glucose duworc
" Glucose loc qua cau
& Sodium than

By inhibiting SGLT2, these drugs remove excess glucose in the urine and lower HbA, .

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. SGLT2i. Summary of product characteristics, 2014; 3. Mudaliar S, et al. Diabetes Care 2016;39:1115-1122



SGLT2i: Gidm bién cb tim mach

EMPA-REG OUTCOME!
(Empagliflozin)

CANVAS program?
(canagliflozin)

DECLARES3
(Dapagliflozin)

20 A Death from Cardiovascular Causes, Nonfatal Myocardial Infarction, or Nonfatal Stroke

= Placebo 1009 207 Hazan d ratio, 0.86 (95% C1, 0.75-0.97)

2 o 90 ;:' P<0.001 for nonin f : Placebo

£ 154 £ 804 14

o Hazard ratio, 0.86 (95.02% Cl1, 0.74-0.99) § 70 12

= 'o P=0.04 for superiority Empagliflozin & o lg

< 1 5 5o 6-

2 § :

= s 2

3 s € 30 e

§ 20 O 26 52 78 104 130 156 182 208 234 260 286 312 338
a a e
o 10+
N
o 6 12 18 24 30 36 42 48 ¥ T T T T T T T T T T T T
o 26 s2 73 104 130 156 182 208 234 260 286 312 333
Month Weeks since Randomization

No. at Risk No. at Risk
Empagl-ﬂozm 4687 4580 4455 4328 3851 2821 2359 1534 370 Placebo 4347 4239 4153 4061 2942 1626 1240 1217 1187 1156 1120 1095 789 216
Placebo 2333 2256 2194 2112 1875 1380 1161 741 166 Canaglifiozin 5795 5672 5566 5447 4343 2984 2555 2513 2460 2419 2363 2311 1661 448

100

Cumulative Incidence (%)

No. at Risk
Placebo

Dapaglifiozin 8582 8466 3303 3166 3017 7873

P=0.04

www.escardio.org/guidelines

P=0.02

3-P MACE endpoint
T vong do T™M
NMCT khong t&r vong
D6t quy khbéng tir vong

wn

P=n.s.

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

Neal B et al. N Engl J Med 2017; 377:644-656
Wiviott SD et al. N Engl J Med 2019;380:347-357


http://www.escardio.org/guidelines

SGLT2i: Giam bién co than

EMPA-REG CANVAS
2014 [ OUTCOME J [ Program } [ DECLARE }
@ @ @ o
2015 2016 2017 2018 2019
CREDENCE CREDENCE
enrollment ended

]
wn

HR 0.80 —— Placebo —— Canagliflozin
(95% CI0.67, 0.95)

Lvere not the primary focus of

]
Lo
1

<
T
[}
®
c 15 1
m -
: CV outcomes trials
s 10 4
B]
5 5
©
o
0 L] Ll L ] L L 1
0 6 12 18 24 30 36 42
Months since randomisation
trisk
acebo 2199 2152 2100 2022 1717 1143 635 168
naglifiozin 2202 2163 2106 2047 1756 1196 642 198




SGLT2i: Giam nhap vién vi suy tim

EMPA-REG Outcome!

Patients with event (%)

HR: 0.66
(95% CI: 0.55-0.79)
P <0.00

Canvas program?

0 6 12 18
No. of patients
Empagliflozin 4687 4614 4523 4427
Placebo 2333 2271 2226 2173

www.escardio.org/guidelines

24
Months

3988
1932

20 - Placebo — Canagliflozin
Placebo
__ 184 HR 0.78 (95% Cl 0.67, 0.91)
= 16 4
S 14
>
Empagliflozin = 12 7
= 10
=
a °7
S
§ o+
2
T T T L O
30 36 42 48 T T T T T T
0 1 2 3 4 5 6
Years since randomisation
2950 2487 1634 395 Mo. at risk
Canaglifiozin 5795 5655 4442 2647 2577 2503 1782
1424 1202 775 168
Placebo 4347 4202 3015 1281 1242 1184 831
100+ 6— Hazard ratio, 0.83 (959 Cl, 0.73—0.95)
90— P=0.005 for superiority —
— 5 Placebo .
£ o ,
o ] 4
§ 70
= 60 34 . Dapagliflozin
w >
= SO
@ 24
=2 40—
- 14
:El 30
o 20 0+ T T T T T 1
10 0 180 360 540 720 900 1080 1260 1440
04‘ e T. T
0o 180 360 540 720 900 1080 1260 1440
Days
No. at Risk
Placebo 8578 8485 8387 8259 8127 8003 7880 7367 5362

Dapagliflozin 8582

8517 8415 8322 8224 8110 7970 7497 5445

1. Zinman B et al. N Engl J Med. 2015; 373:2117-
2128

2. Neal B etal. N Engl J Med 2017; 377:644-656

3. Wiviott SD et al. N Engl J Med 2018;380:347-357


http://www.escardio.org/guidelines

Dapagliflozin in Patients with Heart
Failure and Reduced Ejection Fraction

John McMurray
BHF Cardiovascular Research Centre,
University of Glasgow & Queen Elizabeth
University Hospital, Glasgow

' Unweruty Q OABAHE

of Glasgow




Enrolment

Informed consent
Inclusion/exclusion
Clinical assessment
ECG

NT-proBNP
Laboratory
assessments

Visit 1

Day -14

DAPA-HF Design

Randomization

— F’

2844 Primary endpoints
Composite of:

« CV death

« HF hospitalization

* Urgent HF visit

N=2371 Placebo
Dapagliflozin
N=2373 10 mg once daily
| T 7 |
| | |
I | |
Visit2 Visit3 Visit 4 Visit 5
Day 0 Day 14 Day 60 Day 120

A R

Visit 6 etc.

Every 120 days




Primary composite outcome
CV Death/HF hospitalization/Urgent HF visit

“1 HR0.74 (0.65,0.85)
< 24 p=0.00001 Placebo
> NNT=21
> &- ="
3
2 -
E Jﬂﬁ—#""—.‘—#—#
Q < ) Dapagliflozin
E o ,f.:::wfﬂﬂ
> © o
o _,,,w,_mf”f

o =

0 3 6 9 2 15 8 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




No diabetes/diabetes subgroup:
Primary endpoint

Dapagliflozin  Placebo HR
(n=2373) (n=2371) (95% ClI)
All patients 386/2373 502/2371 —i— 0.74 (0.65, 0.85)
Type 2 diabetes at baseline*
Yes 215/1075 271/1064 — 0.75 (0.63, 0.90)
No 171/1298 231/1307 _ 0.73 (0.60, 0.88)
| T | |
0.5 0.8 1.0 1.2

Dapagliflozin Better Placebo Better
< >

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




Summary of Ongoing SGLT-2 Inhibitor Trials in Patients
with Heart Fallure

EMPEROFf’ EMPERORZ' DAPA-HF3 DELIVER* SOLOIST-WHF®
Reduced Preserved
4,000
Admitted for HF
Population - NT-proBNP 2600  NT-proBNP 2300 NT-proBNP =600 ~ NT-proBNP 2600
EF <40% EF >40% EF <40% EF >40% EF <50%
eGFR 220 eGFR 230 eGFR 225 eGFR 230
Intervention Empa 10 mg Dapa 5 or 10 mg Dapa 10 mg Sota
1° Outcome CV death/nHF CV death/nHF/urgent HF visit CV death/nHF
Components of the 1° : Components of 1° i
; All-cause death All-cause death T Alll-giyze di?::_”: Al Total hl(_le h
2° Outcomes i All-cause hospitalization . Total CV death/hHF ota eat i “cause deat
: o . : Worsened NYHA : CV death
: Chronic dialysis/transplant/|eGFR . ESRD/|eGFR/death Change in KCCO : ESRD/|eGER
Change in KCCQ ~ Change in KCCQ g é !
Study Completion = Jul, 2020 Nov, 2020 Jul, 2019 June, 2021  January 2021

1. https://clinicaltrials.gov/ct2/show/NCT03057977 2. https://clinicaltrials.gov/ct2/show/NCT03057951 3. https://clinicaltrials.gov/ct2/show/NCT03036124
4. https://clinicaltrials.gov/ct2/show/NCT03030235 5. https://clinicaltrials.gov/ct2/show/NCT03521934 Accessed August 2019.



https://clinicaltrials.gov/ct2/show/NCT03057977
https://clinicaltrials.gov/ct2/show/NCT03057951
https://clinicaltrials.gov/ct2/show/NCT03036124
https://clinicaltrials.gov/ct2/show/NCT03030235
https://clinicaltrials.gov/ct2/show/NCT03521934

Functional studies with SGLT2 inhibitors

EMPERIAL- EMPERIAL- DETERMINE- DETERMINE-
Preserved?!? Reduced34 Preserved?® Reduced®
Study drug Empagliflozin 10 mg qd Dapagliflozin 10 mg qd
Population HFpEF (LVEF >40%) HFrEF (LVEF <40%) HFpEF (LVEF >40%) HFrEF (LVEF <40%)
Sample size 300 300 400 300
Primarv endooint Change from baseline to Week 12 in exercise Change from baseline to Week 16 in
y P capacity (6MWT) exercise capacity (6MWT)
Estimated Oct 2019 Oct 2019 Feb 2020 Jan 2020

completion date

25




Bénh TM do xo vira

HOAC
SGLT-2i
vOi loi ich trén CVD
da kiém ching?
néu eGFR du?2

GLP-1 RA
v&i loi ich trén CVD
da kiém chirng?

Ban cap nhat ADA ngay 27/03/2019

Bénh TM do xo vira, bénh than man hay suy tim

bénh than man hay suy tim

KHUYEN DUNG
SGLT-2i v&i bang chirng giam suy tim va/hoac tién

trién bénh than man trong cac thir nghiém CVOT néu
eGFR dus

HOAC  — — — — — —

éu SGLT 2i khéng dung nap hodc CCD hodc néu eGFR
khéng dd2, thém GLP-1 RA véi loi ich CVD da dwoc

chirng minh

N

Néu HbA, . trén muc tiéu [

Néu HbA,_ trén muc tiéu ]

Néu can tang cuwong thém, hodc BN Iic nay khong dung nap
vOi GLP-1 RA va/hoac SGLT-2i, chon cac thuéc thé hién
an toan tim mach

Xem xét thém nhém thudc khéc (GLP-1 RA hoac SGLT-2i)
V@i lgi ich trén bénh tim mach da kiém chirng

DPP-4i neu dang khéng dung GLP-1 RA

Insulin nén 4

TZD>

SuUs

~3-

'« Tranh dung TZD & bénh nhan suy tim

! = G| J5

Chon cac thudc thé hién an toan tim mach:

= Xem xét thém nhoém thudc khac co lgi ich trén bénh
tim mach da kiém chingt

= DPP-4i (trlr saxagliptin) & bé&nh nhan suy tim (néu
dang ko dung GLP-1 RA)

= |[nsulin nén 4




ADA 2019 Standards of Care-03/2019: Cac thuoc
SGLT2i ¢c6 khac nhau?

Table 9.1—Drug-specific and patient factors to consider when selecting antihyperglycemic treatment in adults with type 2 diabetes

. CV effects Renal effects
Efficacy Hypoglycemia Oral/sQ Additional considerations
ASTVD CHF Progression of DKD Dosing/use considerations *
MNeutral Potential Neutral Oral Meutral = Contraindicated = (Gastrointestinal side effects common
[potential for benefit with ¢GFR <30 {diarrhea, nausea)
madast loss) = Potential for B12 deficiency
SGLT-2 inhibitors Intermediate Mo Loss Benefit: Beneft: High Oral * Renal dose adjustment * FDA Black Beoc Fisk of
empaglifiozint, empaglifiozint, required [canagliflozin, amputation (canaglifiozin}
canaglifiozin canaglifiozin dapaglifiozin, empaglifiozin,
ertugliflozin) = Risk of bone fractures
teanaqlifiozin)
®  DKA risk (all agents, rare in
T2DM)

= Genitourinary infections

*  Risk of volume depletion,
hypotansion

= LD cholestenol

= Risk of Fournier's gangrene

v 3P-MACE reduction: empagliflozin, v' HF/Renal Benefit: empagliflozin,

canagliflozin canagliflozin, dapagliflozin
v' CV death reduction: empagliflozin

http://care.diabetesjournals.org/content/42/Supplement 1/S90. Accessed 3 April 2019



http://care.diabetesjournals.org/content/42/Supplement_1/S90

ESC 2019: Phan loai nhguy co tim mach @ESC

of Cardiology

Nguy co rat cao

hoéql ton thwong co quan dich khac? >

adam niéu, suy gidm chirc nang than GFR < 30mL/phit/1.73m?2, phi dai that
tréi hay bénh Iy vong mac ¢
b tudi, THA, RLLM, hut thudce, béo phi




New treatment algorithms @ ESC

Type 2 DM - Drug naive patients

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

SGLT2 inhibitor or

GLP-1 RA Monotherapy§ Metformin Monotherapy

If HbA, above target | If HbA,_ above target

|

L d
% v v v

- SGLT2:if
Add Metformin DPP-4i GLP-1 RA eGFR TZD

& - 2 2

If HbA,. above target s SI00S ST

2
s 4 v v 4

~rS ) T “ral T GLP-1 RA SGLT2ior
SGLT2: SGLT2i
® Consider adding the other or TZD | orTZD Or‘)??;j"' g&f ;‘IRQI:
class (GLP-1 RA or SGLT2i) - - —
with proven CVD benefit ¢ * ¢ ‘L
® DPP-4iif not on GLP-1 RA If HbA,_ above target
® Basal insulin ) ‘l’ i
® TZD (notin HF pat) Continue wath addition of other agents as outined above
e SU L %

If HbA .. above target

Y

Consider the addftion of sulfonylurea OR basal insuln
* Choose later generation SU wath lower risk of
hypoglycaema
« Consider basal insulin with lower risk of hypoglycaemia

Type 2 DM — On metformin

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

or multiple risk factors)*

Add SGLT2 inhibitor Continue Metformin

or GLP-1 RA§ Monotherapy
If HbA,. above target If HbA,. above target
l’ \ 2 v i .
' - . SGLT2i if
If HbAic above target DPP-4) GLP-1 RA a:e?;’:xe TZD

| 2 2

if HbA . above target

4

. 2
® Consider adding the other
class (GLP-1 RA or SGLT2i) \l, “, ¢, ‘,

with proven CVD benefit

) SGLT2i SGLT2i GLP-1.RA SGLT2i or
DPP-4iif not on GLP-1 RA or TZD or TZD Orcjj-?;b.‘l | gfg:]‘ln‘);;

Basal insulin ‘L “, “’ *

12D (not in HF pat) If HbA, , above target

SuU | “l

Continue with addition of other agents as outhned above
If HbA ._ above target

7

Consider the addition of sulfonylurea OR basal insulin
& Choose later generation SU with lower nsk of
hypoglycaemia
» Consider basal insulin with lower nsk of hypoglycaemsa




ESC 2019: New treatment algorithms

Recommendations for glucose-lowering treatment for patients with diabetes

Recommendations Class® Level®

SGLT?2 inhibitors

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

. 306,308,309,311
risk, to reduce CV events.

306
h.

Empagliflozin is recommended in patients with T2DM and CVD to reduce the risk of deat
GLP1-RAs

B
Liraglutide, semaglutide, or dulaglutide are recommended in patients with T2DM and CVD, or at very high/high CV risk,® -

B

C

C

B

17 99 — -
to reduce CV events. &2 300.302=303

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. 4147
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.”®?~ %62
Thiazolidinediones

Thiazolidinediones are not recommended in patients with HF. 1]
DPP4 inhibitors
Saxagliptin is not recommended in patients with T2DM and a high risk of HF.>?" [1]]

ACS = acute coronary syndromes; CV = cardiovascular; CVD = cardiovascular disease; DM = diabetes mellitus; DPP4 = dipeptidyl peptidase-4; GLP1-RA = glucagon-like pep-
tide-1 receptor agonist; HF = heart failure; SGLT2 = sodium-glucose co-transporter 2; T2DM = type 2 diabetes mellitus.

*Class of recommendation.

®Level of evidence.

“See Table 7.




Khuyen céo ESC 2019 trén bénh than BTD :
Uu tién SGLT2i dé giam bién co than

H.ecnrnn:l enr::latmnsfnr tht? prevention :':mr.:l management A RAAS blocker (ACEl or ARB) is recom-
of chronic kidney disease in patients with diabetes .
mended for the treatment of hypertension in

patients with DM, particularly in the presence
Recommendations Class®* Level®

of proteinuria, microalbuminuria, or

L\'I'IIH.‘I 67 —170

Treatment with an SGLT2 inhibitor (emplagli-
flozin, canagliflozin, or dapagliflozin) is associ-
ated with a lower risk of renal endpoints and
is recommended if eGFR is 30 to <%0 mL/min/
1 ?'3 ml] 306,311,313, 4%

Treatment with the GLP1-RAs liraglutide and
semaglutide is associated with a lower risk of
renal endpoints, and should be considered for

DM treatment if eGFR. is =30 mL/min/

1.73m ll'l?ﬁ,l?g

ACEl = angiotensin-converting enzyme inhibitor; ARB = angiotensin receptor
blocker; BP = blood pressure; CKD = chronic kidney disease; DM = diabetes
mellitus; eGFR = estimated glomerular filtration rate; GLP1-RA = glucagon-like
peptide-1 receptor agonist; HbA1c = haemoglobin Alcg;, LVH = left ventricular
hypertrophy; RAAS = renin —angiotensin—aldosterone system; SBP = systolic
blocd pressure; 5GLTZ = sodium-glucose co-transporter

*Class of recommmendation.

®Level of evidence.

Dapagliflozin, Empagliflozin chi dwoc chi dinh dé kiém soat dwéorng huyét cho bénh nhan trén 18 tudi mac BTD typ 2, c6 mirc loc cau than wéc
tinh I&n hon 45 ml/phat/1.73 m2. Vui long tham khao thém thong tin ké toa tai Viét Nam

It is recommended that patients with DM are
screened annually for kidney disease by assess-
ment of eGFR and urinary albumin:creatinine

. 543
ratio.

Tight glucose control, targeting HbA1c (<7.0%

or <53 mmel/mel) is recommended to
decrease microvascular complications in

patients with DM."* =™

It is recommended that patients with hyper-

tension and DM are treated in an individual-
ized manner, targeting a SBP to 130 mmHg
and <130 mmHg if tolerated, but not

<120 mmHg. In older people (aged >65 years)
the SBP geal is to a range of

130139 mmHg, 155159181183

2ESC 2019



Thao luan tinh wrng dung cac phac do
trong thwc té 1am sang nhw thé nao?



VAI TRO TICH CU'C CUA 02 NHOM THUOC SGLT2i VA
PONG VAN THU THE GLP1?

» Kiém soat duwdng huyét
« Giam can
» Bang chirng:
« POng van thu thé GLP1: Giam bién cb tim mach
« SGLT2i c6 nhiéu bang chirng hon:
« Gidm bién cd tim mach, suy tim, than

» Dang udng, thuan tién
« Chi phi ré hon thudc ddng van thu thé GLP1.




Chon Iwa hang dau cho bénh nhan BDTD type 2:
Metformin hay SGLT2| ?



Metformin

* An toan, da dwoc sty dung lau dai
« Giaré
» Chwa c6 bang chirng gidm bién cd tim mach trén bénh nhan BTD type 2
» Phan nhém béo phi, thiva can trong nghién clru UKPDS cho thay
metformin c6 hiéu qua giam bién c6 tim mach
» Doi twong bénh nhan:
» Dai thao dwdng type 2 méi chan doan
« Chwa c6 bién cb tim mach trwdc doé
« Bat ké can nang



Thuoc &rc ché kénh SGLT2 ?

» Thudc mai str dung 5 — 6 nam
- Gia dat
» CO bang chirng gidm bién co tim mach qua nghién ctru chuan
» Poi twong bénh nhan:
» Dai thao dwong type 2 lau nam
« DA co bién cb tim mach trwéc do
* B&o phi



Co6 thé dung SGLT2i don trj liéu

Bai hoc gi tr nghién cvu VERIFY 7

Két hop metformin + SGLT2i ngay tir dau c6
hiéu qua: xu the twong lai?



Thé&i gian that bai cia metformin vs met +

Patients with an event (%)

Patients at risk
Early combination

60 _

I
o
|

]
o
]

OVVERIFY
vildagliptin tren BN DTD méi phat hien?
Initial
monotherapy ad
: _ 36.1 _|,.|-"'—|'
Hazard ratio (95% CI): 0-51 montgs,_#—-l"'_'
| (0-45,0-58); p<OC-0001 W
PTP tip 2 mé&i phat hién Early ’
combingtion
HbAlc 6,5 -7,5% 61.9 mqnths
| ,‘J | | | | | | I¢
0 6 12 18 30 36 42 48 o4 60
Month
983 960 862 815 671 597 551 509 478 187
989 937 733 661 503 434 377 337 299 108

Initial monotherapy

Matthews DR et al. Lancet. 2019. doi.org/10.1016/S0140-6736(19)32131-2



Tranh cai: Thuoc rc ché SGLT2 la thuoc
tim mach hay bTD ?

SGLT2i la thudc tim mach cé tac dung ha dwérng huyét?

SGLT2i Ia ha dwérng huyét cé tac dung bao vé tim mach?



SGLT2i ban chat la thuoc ha dwérng huyet,
giam can hiéu qua




Trong thyc té 1am sang trwéc day: giam can
rat kho tren bénh nhan dai thao dwong type 2

Ca ddi nay téi chi lam co 2 viéc
thoi, dé la: giam can va an




LIFESTYLE THERAPY EE
RISK STRATIFICATION FOR DIABETES COMPLICATIONS

OPTIONS®
DIABETES

Maintain optimal weight
Calorie restriction

+ Avoid trans fatty

acids; limit
saturated fatty
acids

« Structured

counseling

* Meal replacement

+ Structured

program
Wearable
technologies

+ Medical evaluation/

clearance
Medical supervision

Screen OSA

* Home sleep study

Referral to sleep lab

+ Discuss mood

with HCP

+ Formal behavioral

therapy

Nutrition

+ 150 min/week moderate exertion
Physical (e.g., walking, stair climbing)
Activity + Strength training

« Increase as tolerated

About 7 hours per night

Sleep . perilie

* Basic sleep hygiene
Behavioral + Community engagement
Support * Alcohol moderation
Smoking
Cessation

« Nicotine

replacement
therapy

Referral to
structured program
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KET LUAN

= Tiép can diéu tri mai: kiém soat dwdng huyét theo hwéng dung
cac thubc an toan tim mach, giam bién c¢6 tim mach, than

= Vai tro quyét dinh cia nhém thudc SGLT2i va GLP1-RA

= ThuGc trc ché kénh SGLT2 la thudc diéu tri dai thdo dwong;
giam bién c6 tim mach va than trén bénh nhan dai thao dwdng
type 2

= B&nh nhan 1a trung tm: can xem xét toan dién moi khia canh
cua nguoi bénh







