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SGLT2i - Khéng giam bién ¢o6 va tir vong tm
trén BN BDTD chwa bénh TM xo’ vira

a Meta-analysis of MACE outcomes stratified by presence of established CVD

Patients Events Events per ‘Weight HR HR (95% C1)
1000 patient-years (%)
Treatment (n) __ Placebo (n) Treatment _Placebo
disease
EMPA-REG OUTCOME 4687 2333 72 7-4 439 294 086 (0-74-099)
CANVAS Program 756 2900 796 341 413 324 0-82 (0-72-0-95)
DECLARE-TIMIGE 3474 3500 1020 368 410 382 090 (0-79-102)
Fixed effecss Feu disease (p=0-0002) 0-86 (0-80-0-93)

Patients with multiphe risk factors.

I \*H

d1ki

CANVAS Program 2039 1447 215 15-8 155 259 0-98 (0-74-1-30)
DECLARE-TIMISE 5108 S078 539 124 123 741
Fixed effects model for multiple risk factors 98)

| 1-00 (0-87-1-16) l
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Favours treatment Favours placebo

b Meta-analysis of HHF and CV death stratified by presence of established CVD

Patients Events Ewventsper 1000 Weight HR HR (95% CI)
patient-years (%)
Treatment (n) __Placebo (n) Treatment _ Placebo
disease

EMPA-REG OUTCOME 4687 2333 463 197 301 309 —-— 0-66 (0-55-079)
CANVAS Program 56 2900 524 210 274 328 —.— 077 (0-65-0.92)
DECLARE-TIMI 58 3474 3500 597 199 239 364 —-— 0-83{071-0.98
Fixed effects disease (p<0-0001) /. 0-76 (0-69-0-84)

128 89 98 302 —_— 0-83(058-119)

70 24 698 —
0.0624) —t— 0-84 (0-69-1.01) ]
ols o5o 100 2|
—— —
Faw ours treatment Favours placebo

Effect of Liraglutide on MACE Stratified According to History of Mi and/or
stroke, established CVD without Ml/stroke, or CV risk factors alone

24 q patients with prior MI/stroke:

HR 0.85, 95 % CI 0.73; 0.99 - -

201 Patients with CVD without MI or stroke: - -
HR 0.76, 95% CI: 0.62; 0.94 -

Patients with CV risk factors alone: - ——

16 4 HR 1.08, 95% CI: 0.84; 1.38 == Traghice

-«.. Placebo

1.2+

Patients with event (%)

0 12 24 36 - "

Time from randomisation (months)

Adapted from Figure 1A. Primary composite endpoint (CV death, non-fatal MI, or non-fatal stroke) from randomization to follow-up. The x-axis was
truncated at 54 months because <10% of patients remained in the trial after this time point. CV, cardiovascular; CVD, cardiovascular disease; CI,
confidence interval; HR, hazard ratio between treatment groups (liraglutide vs placebo); MI, myocardial infarction

Verma et al. Circulation 2018;138:2884-94
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+  T2DM, Type 2 diabetes meliitus; CVD, cardiovascular disease

— DAN SO NGHIEN CUU (dai thao duong GIA
POAN SOM HON)

— PHUONG THU'C CAN THIEP (st dung thubc g,
muc tiéu diéu tri mai....)
— SO SANH VO CAl Gi (gia dwoc, diéu tri cd....)
— KET CUC LA GI (sbng, chét, ty I& bién ching....)




Vai tro cta kiém soat dworng huyét
UKPDS 44-Year Timeline

1977 1997 2007 2021
Randomised Controlled Post-Trial NHS Administrative
Trial Monitoring Follow-up
23 Clinical Centres Observational data
\ \ J
1 Y Y
20yrs 10yrs 14yrs
Unpubiished Data (ukpds)

Loi ich cia kiém soat dwong huyét SOM,
tich cwc va lau dai

10 n&m theo d6i sau NC UKPDS

Diéu tri Tang cudng vs.
Thutng quy ' 10 nam theo di sau NC2
| —— (Nhom khéng can thigp)
1977-1991 1997 2007
Phén ngau (20 ném) (30 ném)
nhién Két thic NC

12% 9%

Bt ky két cuc lién quan dénDTD
Bénh mach maunhd
. Nh8i méu cotim

Tac dung thira hudng —lam giam bién chirng trong
suot 10 nam sau diéu tri tang cuong?

conventional treatment.

UKi
1. UKPDS Study Group. Lancet. 1998;352(9131):837-853. 2. Holman RR, et al. N Engl J Med. 2 (
3. Chalmers J and Cooper ME. N Engl J Med. 2008359(
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Any Diabetes-Related Endpoint: Cumulative Hazard Ratios

141 HR=0.91 Intensive (SU/Ins) vs. HR=0.90
P=0.039 Conventional glucose control P=0.016

Hazard

M — o — HR (95%C)
i R R R R ERER
14-year NHS administrative follow-up

04
T T

2007 2008 2011 2013 s 7 018 2021
Calendar Year

Cumulative No. of Events
Convenbenal Therapy €85 79 3 T4l 787 765 77 782
Sulfonylurea-insulin 1571 1624 1664 1704 720 1760 ”n 1795

Unpublished Data

9
All-cause Mortality: Cumulative Hazard Ratios
| Hr=073 comvortionsl hcue omtio HR=0.75
P=0.002 g P=0.002
.4 !
Hazard o
Ratio (HR) ) * + * + + + + + + + + * +
08 +
2007 2009 20m ﬁ;il 2015 EII-II:I WI; ) .Zli;l
Calendar Year
Cumulative No. of Events
Conventenal Therov 9 329 E 350 82 373 390 03
Metformin 678 o8 ™ 759 ™7 826 853 873
Unpublished Data (ukpds)
DIACLIME
10
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HbA1c — ké thu bi quén lang

A MACE B Cardiovascular Death/Mi'Stroke [1-
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J Am Heart Assoc. 2020;9:e014328.
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Kiem soat dwong huyeéet va suat dé bénh than man
18 6
16 .
< 14 =
p 9
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o A1C (%)
Thomas. Nat Rev Dis Primers. 2015;1:15018.
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~50% BN KHONG DAT MUC TIEU KIEM SOAT HbA1c

A Use of Glucose-Lowering Medication

A Glycemic Control

U < OPPA mbibitor = 12D —e— Glycated hemoglobin <7%
100+ + SGLT2 inhibitor or GLP-1 100 ~——a— Glycated hemoglobin <8%
82.7 829 827 77.0 79.4 75.4
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Fang et al. N EnglJ Med 2021;384:2219-28.

DIACAKE
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Hba1c va hiéu qua bao vé tim mach cua thuéc mé&i

1.2

1.1f

1.0

L y=0.350 " x + 1.051
2 =0.750
p < 0.0001

0.9

0.8

T

0.7

0.6

MACE HR (- 95 % confidence interval)

0.5k

® GLP-1RA
® DPP4 |
@® SGLT-21

-1.0

-0.8

04 02 00

A HbA. vs. Placebo [%)]

* Nauck MA, et al. Mol Metab. 2021;46:101102
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Chien lwoc Iwa chon thuoc DTD tip 2
theo Evidence-Based

DIACARE
SYMPOSIUM 2023
15
Cac yéu to quyet dinh theo guideline ADA 2023
+ HIEU QUA HA BUONG HUYET VS BAO VE TIM MACH-THAN
*+ NGUY CO HA BUONG HUYET
« THAY BOI CAN NANG
USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES
HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES): SOCIAL DETERMINANTS OF HEALTH (SDOH)
o i
s Ak N
prierity in high-risk individuals
Standards of Care in Diabetes - 2023. Diabetes Care 2023;46(Suppl. 1)
16
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Nghién ciru GRADE

Screening
T2DM
Treated with metformin alone
A1C 26.8% at screening
< 5 years duration at screening

1

Glimepi + Sit. + L + Glargine +
Metformin Metformin Metformin Metformin
n=1250 n=1250 n=1250 n=1250

Jansastie Primary o ol

'-.._. A1C 27%, on dose of assigned regime!

"rr---...-.........”....-........-..”-........-.--ﬂ--

Metformin run-in
Titrate metformin to 1,000 (min) - 2,000(goal) mg/day

]

| A1C 6.8-8.5% at final runin visit |

Randomization
n = 5,000 eligible subjects

Observe on assigned therapy |
B - T

Y Setuss,
A1C >7.5%, confirmed, on maximally tolerated dose of assigned regimen .#

[] ......................... —

1)
Add basal insulin (per glargine protocol)
Continue metformin, continue second agent

DPP-4 inhibitor
(sitagliptin)
n=1250

Sulfonylurea
(glimepiride)
n=1,250

GLP-1 analog
(liraglutide)
n=1,250

Insulin
(glargine)
n=1250

| S — ST ...
Tertiary metabolic outcome

A1C >7.5%, confirmed, on glargine, assigned agent,
and metformin

Intensify insulin (add rapid-acting insulin to basal glargine), continue
and

T y gned agent

Nathal et al. Diabetes Care 36:2254-2261, 2013
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> ~ A L] o
Ty 1€ that bai HbA1c < 7%
—— Sitagliptin  —— Glimepiride —— Liraglutidle —— Glargine
1
A Primary Metabolic Outcome D Mean Glycated Hemoglobin Level
100- ' 7.6+
90+ E
£ 804 1 7.4
g 704
% 604 E _ 7.2+
£ 50 | & 7.04
2 a0 E T
_g 304 P<0.001 by log-rank test g 638
E ' E]
g 20 i =
= : 6.6+
0 No. Contributing Data over Time ! 6.4
SO rrrs 1202
Wﬂ”\HWi"IT“[THmfln*‘mrrrp-:w._.,,
T T T T f T T 00 Y . . ' - : T T T
0 1 2 3 4 s 3 ) I ] 3 2
Years since Randomization Years since Randomization
N EnglJ Med 2022;387:1063-74
18
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Nguy co’ ha dwdng huyét va can ning sau 4 nam

HA BUONG HUYET NANG:
Glimperide 2.2% ¥
Glargine 1.3%
Liraglutide 1% |
Sitagliptin 0.7% * .

Tac déng lén can néng : _!—_-_m Sulfonylureas
Liraglutide -3.5 kg propesni i Gliclazide*  Glipizide®
Sitagliptin — 2.0 kg

21.3%

Ty 18 bi ha BH méi (%)

*Ha DH: dworng huyét mao mach ngén tay <50 mg/dL (2.75 mmol/L)

i i — Glucovance [package insert]. Princeton, NJ: Bristol-Myers Squibb Company; 2004. 2UKPDS
G I I m e pe rl de 0 " 7 kg Group. Lancet. 1998; 352: 837-853.
= 3Draeger KE, et al. Horm Metab Res. 1996; 28: 419-425. *McGavin JK, et al. Drugs. 2002; 62;
Glargine — 0.6 kg 13571304

SMetaglip [package insert]. Princeton, NJ: Bristol-Myers Squibb Company, 2002.

N Engl J Med 2022;387:1063-74

19

Hiéu qua cta cac thudc trén bién c6 quan tam

« KHONG c6 sy khac biét clia cac thudc trén:
« Cac bién cd mach mau nhd
* MACE
* Nhap vién do suy tim

« T&r vong chung hoac do nguyén nhan tim mach

N EnglJ Med 2022;387:1075-88

20
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ADVANCE

- P -—BNDTD TiP 2 LAU NAM
* I = GIAM HbA1C < 6.5% BANG GLICLAZID (thém vao trén
diéu
tri chuan)
+ C — Gidam HbA1c theo diéu tri chuan
- O — CAC BIEN CHUNG BDTH

21

81% bénh nhan dat dwo'c HbA1c muc tiéu < 7%

HbATc (%)
80

PAR

65

60

e Diéu trj tich cyc véi Diamicron MR

50«
0

T T T T T T T
1 2 3 4 5

Théi gian theo déi (ndm)

22
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Bao vé than & moi giai doan bénh

Dam niéu vithé Bam ni¢u dai thé Bénh than

méimdc? méi mdc? giai doan cuéi ¢
-9%
20 P=0012
-30%
0 P=0.0004
60 Nd A
7 -65%

P=0.017

Perkovic V et al; ADVANCE Collaborative Group. Kidney Int. 2013;83(3):517-523.

23
Giam biéen chirng mach mau
DVANCE ({ Bién c¢6 mach méu Ién va mach méu nhé l
2 T T
T l -10%
2 T T 2
. ' /I
" : /
N Sl
i . Diéu trj chudn
/ : s Biéu tri tich cuc véi Diamicron MR
¥ 0 1 2 3 4 5 6
\ Thai gian theo doi (thdng) /
N Engl J Med. 2008;358 (24): 2560-2572.
24
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Ti 1é con ha dwdng huyét rat thap

120mg ¢
[ Tilk dubng huyét 3nhom 70 % bénh nhan
tich cuc trén 100 bénh nhdn/nam -

5

4
3
2

1 1.4%

: or%
ACCORD UKPDS ADVANCE

25
Gliclazide MR - an toan trén tim mach dai han
g
| ADVANCE ADVANCE-ON.
Khong co dau hiéu gia ting cac bién cd/ t&r vong do bénh Iy tim mach sau 10 nam
26
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ACCORD: Ttr suat theo A1C ban dau

* Post hoc analysis of ACCORD data by baseline subgroups

A1C, % Deaths, % (n) HR (Intensive vs Standard) Interaction
Standard Treatment Intensive Treatment . PValue
<75 4.40 (1022) 4.83 (1036) : .0444
7.5t084 4.09 (2200) 4,18 (2226) t
>8.5 3.60 (1887) 6.14 (1857) _—
0 1 2 3 4
Favors intensive Favors standard treatment
treatment

Calles-Escanddn J, et al. Diabetes Care. 2010;33:721-727.

2/27/2023
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” , R ,
Tri nhé& chuyén héa
UKPDS and VADT
Start of intensive therapy in VADT
Start of intensive therapy in
UKPDS -
D 98 == Drives risk of Complications
— A /—//
3 \\\\ //,«
o W =7 i Risk of complicati f
O 76 NP Bad Glycemic isk of complications continues
< | \\ Legacy despite glycemic control
Ideal course = I—_—_7 ______________ ——¢
early and sustained glycemic
control
12 3 45 6 7 8 9 1011 1213 14 15 16 17
Time Since Diagnosis (years)
Del Prato S. Diabetalogia. 2009;52:1219-1226. ~ /0 )=
DIAC/A\R=
28
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Bai hoc thwec hanh trong kiém soat HbA1c

* VAn c6 thé kiém soat duwdng huyét chit ché bang thudc thong thudng
» Muc tiéu 6.5% van c6 thé dat duoc

» Metformin + insulin nén + SU hay thudc vién ha dwdng huyét uéng
khac c6 thé gitp kiém soat dudng huyét chat

* Diéu trj tich cuwc cé vé an toan/gidm chdm HbA1C

* Tac dung bao vé bi€n ¢ mach mau 1&n can thoi gian dé chirng minh

29
Steno-2: Kiem soat tich cwc da yeu to nguy co’ tim mach
tiep tuc lam giam tr vong trong giai doan theo doi
Nhém di8u tri tich cuc tir dau > ¢é thei gian séng thém trung binh 13 7.9 ndm
100
= Can thiép Quan sat
£ L £ i § Digu tri Liéu phap str dung:
= = == | = ’ H
£ i ) thudngauy Metformin
L i e A= PiRUtr] SuU
£ i I ticheye Insulin
g 25+ 1 :
L i i
1 1
1 1
L T T —1 : -
o 4 a i2 16 20
Years since randomisation
Mumiber ai risk
Intensive 80 Te 66 58 54 43
Conventional 80 7B 65 45 24 24
P Gaede et al. Diabetologia (2016) 59:2298-2307
30
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Thach thire trong diéu tri bénh man tinh

Kiém

soat
LDL-
choleste

=—— Khong diéu tri
—  Diéu tri hién tai

— PDiéu tri s6m

S6ng con

Thai gian (nam)

31
Vai tro cua toi wu cac yéu to truyen thong nhin tir EGFR
« KHONG DPIEU TRI: >12 ml/phat/1.73 m2/n&dm
« Piéu trj tdi wu bang phwong phap truyén théng (HbA1c, HA, thubc trc ché
RAA..): 3-5 ml/phut/1.73 m2/nam
+ CREDENCE
* Placebo: 4.6 ml/phat/1.73 m2/nam
» Canagliflozin 1.9 ml/phat/1.73 m2/nam
+ EMPEROR-Reduced
* Placebo : 2.3 ml/phat/1.73 m2/nam
* Empagliflozin 1.6 ml/phat/1.73 m2/nam
* DAPA-CKD
* Placebo : 3.6 ml/phut/1.73 m2/nam
» Dapagliflozin : 1.7 ml/phat/1.73 m2/nam
32

16



Superstructure

A good house must be built

on Solid Foundation!

Substructure

Footing

33
Leader
Harmony A

© Emper I,DELIVER

£ papa-HF, Canvas
o [}
g CKD o £
3 Pioneer 6 =
1723 ) =
o Sustain 6 S

a
VERTIS CV Empa_reg
outcome
CARMELINA
s6m  PAYEUTO  icycyc
HbA1C HUYET AP LIPID bAM NIEU
34
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« Vai tro cla kiém soat HbA1c trén cac BN DTD luon chiém vi tri quan trong
trong quan ly dieu tri bénh & nhieu giai doan khac nhau, dac biét trong phong
nglra nguyén phat bién c6 tim mach — than cho SO DONG

« Phwong thirc kiém soat DTD nén

« S&m - Tich cwe/Da yéu td - Bén virng
« Thubc truyén théng van gil vai trd quan trong:
* Metformin
« SU phu hop: Gliclazid
* Insulin

- Dbi v&i cac bénh man t’l'nh noi chung va BTD ndi riéng: hiéu qua - an toan va

chi phi la nhirtng yéu td quan trong déng gép thanh céng cla diéu tri

35
X tri dai thao dwong tip 2
& cac nworc thu nhap trung binh-thap
TS. BS. Tran-Quang-Khanh
BM Néi tiét - DHYD TPHCM
36

2/27/2023
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Dich té hoc BTP tip 2

Global picture

Diabetes is a growing global problem @ AFR
@ :ur
_— @ MENA
58.0 @ NAC
38.7 @ sAcA
g @ seA
82.0 owp
158.8

*Numbers expressed in millions

Trans R Soc Trop Med Hyg 2019; 1&’@&&5

37
? n o n ? ~e ? \ e ~n ’
Tw suat hiéu chinh theo tudi cua nguoi bénh BTD tip 2
° e
Age-standardised death rate
(per 100,000 person-years), 2019 ..
o3 2520 [ | 60-69
a7 s0-3¢ [ 7079
811 |33 [l 8090
1214 [ s0-44 [l 100-149
1519 [ 4540 [l 150199
20-24 sos9 [l =200
Diabetologia (2022) 65:1339-1352
DIACALkE
38
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DALY hiéu chinh theo tudi cua nguei bénh DTD tip 2
- r

SR

Age-standardised DALY rate
(per 100,000 person-years), 2019 ..

B 200299 800-899 || 1800-1999
300-399 900-999 [ 2000-2499
400-499 1000-1199 [l 2500-2099
500-599 [ 12001399 [ 3000-3499
600-699 [Jll 1400-1500 [ 35003099
700-799 1600-1799 [ 24000

DALY: Disability-adjusted life years Diabetologia (2022) 65:1339-1352

(AN

39

va twong lai, Viét Nam & dau?

Kinh té y t& & 195 nudc trén thé gidi: qua khi, hién tai

D 2050

Health spending per capita (USS$)
M 5t0<118
O 118t0<389
[ 389t0 <892
[ 892t0 <2406
I 2406t0 <15826

Lancet 2019; 393: 223bi2‘@”{i{'*':

40
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Chi phi cho PTP tip 2 & cac nwéc LMIC; tap trung nhiéu
vao noi tru

2,000

1,200 1,600
1 1 1

800
1

Per patient annual cost of each care component (2016 USD)
400
1

0
I

&5\\0(\6\0&0&0&’0&,»(\,(@‘0@_(@-@ S Q. 2.2 H. P %,3 N .2 0 @ .2 D D o
X0 IS @ S 107 O B Y @i & S @
FENF TGN FTNE F TP S FIFF LSS T F P el o™
& 23 Q° & K& & P\ )
« & P v v
RS
60
Patient data Provider/system data Mixed data sources

. Laboratory Inpatient

. Medicines

BMJ Glob Health 2019;4:e001258. doi:10.1136/bmjgh-2015?%12§8 N=
AUNLE

41

PTD tip 2 & cac nwdc LMIC: tir chdn doan dén kiém soat
7 (19

100 @
63
Global (Cl: 57—70) v
Prevalence = 8.8% 44 3'8
0 - — 9.59 (Cl: 40-48)
(95% CI: 8.2 — 9.5%) (Cl: 35-42)
23
(Cl: 21-25)
All Diabetes  Testing Diagnosis Treatment Control

*All values represent a % of the total adult population with diabetes

LMIC: Low-Middle Income Country PLOS Medicine | https://doi.org/10.1371/journal.pmed.1002751 Maﬁjil 2019

AN

42
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DTD tip 2 & cac nwdc LMIC: tir chan doan dén kiém soat

~
=t
=)

o
o
(=]

m Testing

)
=1
(=)

m Diagnosis

IN
g
o

Percent of Those With Diabetes
8
o

Low Income Lower-Middle Upper-Middle
Income Income

LMIC: Low-Middle Income Country

Africa

Sub-Saharan Latin America I
& Caribbean \_ __ ___

= Treatment
u Control

Middle East &
J Central Asia

Asia

DIAC/RE

43

DT tip 2

dién theo khuyén

@ cac nudc LMIC; ty lé tiép

cao

100} [ Pharmacological interventions
[ Non-pharmacological interventions
60 [ Combined interventions
50%
_ 41%
o=
< 40
=) 32% 30%
g 28%
S £
20+
6%
] -
0 T T T
Glucose-lowering Anti- Cholesterol-  Diet counselling Exercise Weight-loss  Pharmacological Non- All
medication hypertensive lowering counselling counselling treatment  pharmacological recommended
medication medication treatment treatment

Lancet Healthy Longev 2021;5?%%” =)
AR LE
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Pac diém DT tip 2 & cac nwdc LMIC

truong tré héa

Dé& xuét
hién bién Y&u t6 x3 hoi
ching cap
Bién -
L6i s6ng HbAlc cao chirng = :rol‘,:hlem
man tinh g

DIACARE
45
n AN (v y 4 V4 ? V4 y 4
M6 hinh cham séc DTD tip 2 ¢ cac nuwdc LMIC
BMI thap
S . D& xuat
truong tré hoa > o
chirng cap
vao nQi tru
Ha ta té I Y&u t& nhiém
LGi s6ng HbAlc cao chirng -
han ché . trung
man tinh
DIACAREE
46
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Cai thién mo hinh cham séc BTD tip 2 & cac nudc LMIC

Tang tinh hicu'qua, Thay d6i co cau diéu tri

tang tuan tri a

ngoai trd som

Cai thién ha tang, tdng cuong
nguodn lyc va gido duc
rdri

Lwa chon chi
(  phiphu hop

Crie

DIAC/\ME
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SERVIER*

moved by you

THANK YOU

FOR YOUR ATTENTION.
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