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TAN SUAT BPTP NGAY CANG TANG CAO

Number of aduits (20-79 years) with diabetes worldwide

-~

L 3

vyl

D 63milion A 33 Y
B SEmilion
D 48 milon -

*1n € aduits n thes Regon 5 3¢ rsh of
type 2 daletes

* &Y% of giobal Sabetes-related heath
expendtere occurs » thes Regon

£ 49 edlbon ;‘.,L‘]jh.t!-',‘ -
73 &0 rrsilbon ""{f«\___ 2
£ 32 million qﬁ.}';::_ -
=2 n S peopie with Sabetes were undagnosed gi -',';':‘
* Ondy 9% of global dabotesrelated heal™ l,‘»
expendtere for dadetes s spert = ths Regon t
&
Alrnca Middle East & N¢
D «UM_.onT 143% £33 108 milbon A‘v« 06%
B0 29milion ! increase 3 76mibon
D 19million : D SSmibon

* 3 in S pecpie weh dabetes are undagnosed

* 3N & Gaths Ot 10 Gabetes mere @ DRODIS
under e a0 of 80

* 1 8 peogie have dabetes
* 10 2 dGeaths due 10 dabetes were
n pecpie under the age of &0

South-East Asia

f?:-‘!lSSmbnT 74%
£ 1S milon ! e
£ S8milon :

o1 n S a3y wh dobetes ves o
™3 Ragon

* 1 & Fve Drts are 3Sectied by
Svoer T NGy

IDF 2019
WORLD

&3 700 million ¢ 51%

£33 578 million Increase

7 483 mitien DTD Type 2 thuong
gap nhéat, chiém

i;)m:nﬁm o khoang 90% bTb
o chmon | F20% 118N toan thé gidi
D S9milllon :

* 1 € bwe berths 30e aflecied by
hypergiycaemay n pregnancy

* The Regeon Pas the haghest
rarder of chicren and
oikescents (0-13 ypears) wih

Western Pacific + Vietham
G5 212 million T 31%
EED 197 million increase
EIED 163 million

IDF Diabetes Atlas, 9th Edition, 2019
VN2104058124



PTD tai CHAU A NGAY CANG TANG CAO

251 trigu nguwoi tir 2079 tuoi
54,2 % DTD toan theé gi&i, 35% DTD ving tay TBD

Nw&e déng dan: Trung Qudce, An d6 nam trong vang chau A

Tang trwdng kinh té nhanh, thay d6i khau phan an trong cac thap nién vira qua:
dung nhiéu gao trang, thit d3 da ché bién, thirc &n nhanh lam gia tang béo phi.

Nguwdi chau A thwong dé bi mé& tang hon nguwdi phwong Tay cé cling BMI.
Pé khang insulin thworng gap & BN BTD chau A

Chirc nang té bao beta cé khuynh hwéng gidam sém & nguwdi Chau A

. IDF Diabetes Atlas, 9th Edition, 2019
Nat. Rev. Endocrinol. 10, 703-704 (2014) Endocrinol Metab 2015;30:263-269 VN2104058124



DTD TYPE 2 LA MOT BENH TIEN TRIEN,
NHIEU BIEN CHUNG XUAT HIEN SOM

Early detection and intervention in type 2 diabetes mellitus

Atherogenic dyshipidemia
AHT Early DM2 Advanced DM2

Overweight . —
Other CRFs Microvascular complications

Microvascular complications

Figure 1 Mechanisms of progressive deterioration of B-cells in DM2 in the early stage and in the advanced stages.**

https://doi.org/10.1016/j.rceng.2019.12.004
VN2104058124



HAI CO CHE CHINH GAY BENH DTP TiP 2
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Failure of the pancreatic B-cell to compensate for progressively increasing insulin resistance has been recognized as
the hallmark of T2DM: the rate of deterioration of glycaemic control parallels that of declining B-cell function or mass

diabetes care 1999; 22(4):562-568
VN2104058124



THAY DOI QUAN DIEM SINH BENH HOC DTD Type 2

Chirc nang t& bao beta Trwéc day DTD type 1 DTD type 2
;\3‘ 100- tiép tuc giam theo thoi gian Pha hiy té bao beta  Bgo phi
>~ Giam khoi lvong t€  pé khang Insulin
0 bao beta Tang tiét Insulin
o Giam tiét Insulin
=
% 50+ Hién nay bTD type 1 DTD type 2
o Pha hiiy té bao beta M4t té bao beta
[ Giam khoi lvong t&  Giam khéi lwong
0 bao beta té bao beta
(1] Giam tiét Insulin Giam tiét Insulin
0_ ] ~ N
Nguyén Ty mién Bé khang Insulin
nhan Té bao beta lam
NGT IFG  T2DM TIDM viéc qua mire

Endocrine, Metabolic & Immune Disorders - Drug Targets, 2019, 19, 121-127
VN2104058124



CHUC NANG TE BAO BETA PAC BIET GIAM O’ BENH NHAN CHAU A

Natural history of T2DM between American (obese) patients and Japanese (lean)

« Chrc nang té bao B sé tang
dé bu dap sw dé khang
insulin trén nhirng nguoi
khéng phai Chau A

100 American T2DM
(obese)

Healthy control

W

Japanese T2DM
(lean)

» Diéu nay khéng thay r6 &
nguwdi Chau A

o

B-cell function (IRI, CPR,
HOMARB), %
(é]
o
1

4.0 American T2DM
. > A ’ obese
« Sy suy giam lién tuc chirc 2 304 oo
nang té bao B dan den dai :
i . = 2.0 Healthy control
thaO dU’O’ng @('J_ Japar;lese ;I'ZDM
1.0 1 ean
CPR = C-peptide immunoreactivity; 0

HOMA-B = Homeostasis model assessment of 3-cell function;

IRl = Immunoreactive insulin; IGT = Impaired glucose tolerance; Healthy Prediabetes Mild-moderate diabetes Severe diabetes
IFG = Impaired fasting glucose; T2DM = Diabetes mellitus type 2.

Yagihashi S, et al. J Diabetes Investig 2016;7:158-165
VN2104058124



Impact of age at type 2 diabetes mellitus diagnosis on mortality and
vascular complications: systematic review and meta-analyses

Qutcome

All-cause mortality
Huo, L., et al [52]
Kenealy, T., et al [25]
Pavkov, M.E., et al [21]
Penno, G., et al [36]
Zoungas, S., et al [20]

Overall (p<0.001, /’=98%)

Macrovacular disease
Chan, J.C., et al [38]
Huo, X., et al [37]
Kenealy, T., et al [25]
Nanayakkara, N., et al [39]
Pugliese, G., et al [40]
Song, S.H., Hardisty C.A. [23]
Yeung, R.O., et al [24]
Zoungas, S., et al [20]
Overall (p<0.001, I’=97%)

Microvascular disease

Amutha A., et al [41]
Chan, J.C., et al [38]
Kenealy, T, et al [25]
Nanayakkara, N., et al [39]
Pradeepa R., et al [42]
Pugliese, G., et al [40]
Yeung, R.O., et al [24]
Zoungas, S., et al [20]
Overall (p<0.001, >=93%)
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n

744,188
70,057
2963
15,733
11,140
844,081

9506
222,770
48,444
3029
15,933
2,733
42,453
11,140
356,008

90

9506
65,5647
3033
1608
15,733
42,453
11,140
149,110

e 26 nghién ctu quan sat

1325 493 bénh nhan tv 30 nwoece.
» Tudi lic chan doan BTD cang tré
ty Ié t&r vong chung, bién chirng

mach mau I&n, mach mau nho

cang tang (p<0,001).

Can thiép s&m va bén virng lam
cham khei phat PTD T2, cai thién
dwéng huyét va nguy co’ tim mach,
giup giam ty lé tir vong va bénh tat

Diabetologia (2021) 64:275-287

VN2104058124



PHAT TRIEN NHIEU NHOM THUOC KIEM SOAT PTD TYPE 2

Before 2015

20152065

Increase insulin release

Insulin

Sulfonylureas
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Increase insulin and
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DPP-4 inhibitors

Increase beta cell
mass
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(forkhead box protein O1)
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FGF21, fibroblast growth factor 21;

SIRT1, sirtuin 1;

PTPN1, protein tyrosine

phosphatase, non-receptor type 1

Block glucose Modifies diumal

reabsorption

SGLT2 inhibitors  Bromocripine

rhythm

Macrophage

Decrease
inflammation
IL-1B receptor
antagonists
IL-1B anSbodies

Adrenal

Decreases
adrenal effect
HSD11p1
(11B-HSD1)

HSD11B1, 11B-
hydroxysteroid
dehydrogenase
type 1;

Diabetologia (2015) 58:1735-1739
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Nguy co’ 10 nam bién chirng doi véi HbA1c >6,5% s&m

34,7 37 bénh nhan méi duoc chén doan BTD type 2 da duoc cham soc; séng sét 10 nam (theo dai trung binh 13 nam)

HbA1c 6.5% -<7%

(1997-2013) % K S 2.756 (2.396-3.170)
P 0-2 A 1.700 (1.460-1.980)
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‘_3“ 3 < 1.259 (1.117-1.419)
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> o HbA1C 7% -<8% = 1.287 (1.203-1.377)
g Py Om- 1.188 (1.116-1.264)
[3°]
=

. 1 10
Adjusted Hazard Ratio

Early Exposure Period (Years)

® |
® HbA1c 65% to <7.0% (48 to <53 mmoﬂmol) 0O HbA1c 7.0% to <8.0% (53 to <64 mmol/mol)
A HbA1c 8.0% to <9.0% (64 to <75 mmol/mol) < HbA1c =9.0% (>75 mmol/mol)

HRs duoc diég chinh theo nam chén doan, tudi, gi&i tinh, chGQg toc, BMI, HA tam thu, HA tam trwong, cholesterol
toan phan, HDL cholesterol, hut thuoc 1a, HbA1c sau maoi giai doan tiép xuc sém, va bénh dong mac.

Laiteerapong N et al Diabetes Care August 13, 2018, doi: 10.2337/dc17-1144
VN2104058124



Delay in treatment intensification increases the risks of
cardiovascular events in patients with type 2 diabetes
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Fig. 1 Six-monthly measure of HbA1c (mean and 95% Cl) from diagnosis to 2 years, by a patients with and without intensified treatment during

follow-up, b by patients receiving treatment intensification before or after 12 months of diagnosis.

Paul et al. Cardiovasc Diabetol (2015) 14:100
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PHOI HOP THUOC KIEM SOAT BENH BTP Type 2

.

K

Phoi hgp cac loai thuoc
de tép doéng dén cac kiém
khuyét trong sinh ly bénh?

_/

-

&%

Diéu tri hwéng dén cac roi
loan gay bénh va khéng chi
don gian lam giam HbA1c?

_J

f

Piéu tri s&m tich cwc nham
phong ngtra/lam cham lai suy
giam chirc nang té bao 3 ?

- _J

Liéu phap diéu tri phoi hop thuoc sém
co6 phai la tiép can chién lwoc?
Tac dong hiép dong gidi quyét nhieu co' ché sinh Iy bénh c6
kha nang dan dén hiéu qua dieu tri on dinh lau dai nhiéu hon,
ma khoéng lam tang nguy co tac dung phu

VN2104058124



PHOI HOP SOM KIEM SOAT HbA1c TOT HON

Treatrmont
9.5 O Vidaghotin phus low-dose metionmin
combinabion therapy
0.0 - 8 - Vidagiptin plus high-dose metformin
) combination therapy
- Vidagiptin monotherapy
85 ~ - & - Metiormin monotherapy
80 +
7.5 3 ¢
................... &
od TR § 3
Vildaglipti;\-+- Metformin lidu ¢
6.5 T T T T T )
-2 4 12 18 24 Endpoint
Week

Diabetes, Obesity and Metabolism, 11, 2009, 506-515

VN2104058124



XU HUONG PHOI HOP THUOC NGAY CANG TANG
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Li¢u phap dieu tri phoi hop sém gitip tri hodn phoi hgp thém thudc trén
bénh nhan DTD type 2 khéi phat sém & ngwoi tré méi dworc chan doan:
phan tich nhém nghién ctru VERIFY

That bai tién phat trén bénh nhan BDTD type 2 kh&i phat s&m va khéi phat tré

1007 —*— Early combination =40 years

Initial monotherapy <40 years

HR (95% ClI): 0.52 (0.36, 0.76); P = .0006

Khéi dau Pon tri BN < 40t

Khéi dau Don tri BN > 40t
41.9months®  phSj hop sém BN < 40t

. ox-mall 61.9months* Phoi hop sém BN > 40t

90 4 —> Early combination >40 years Initial monotherapy >40 years HR (95% Cl): 0.54 (0.48, 0.62); P = .0001

£ 804

=

o 70 -

>

@ 60 -

s

= 50

=

= 40 e

1] x5

e 30 e

® 204

o

= — o
10 _j_.._,a.s
0 — P A A 4
T T L] L L] T L L L L L
0 6 12 18 24 30 36 42 48 54 60

Patients at risk Month
Early combination £40 93 92 74 66 60 49 39 33 31 30 15
Initial monotherapy <40 90 85 54 44 42 31 26 21 21 18 9
Early combination >40 890 868 788 749 692 622 558 518 478 448 172
Initial monotherapy >40 899 852 679 617 534 472 408 356 316 281 99

Diabetes Obes Metab. 2020;1-7. DOI: 10.1111/dom.14192

VN2104058124



Nguy co that bai kiém soat dwong huyét thir phat
giam dang ké & nhém bénh nhan tré, méi mac

That bai thir phat HbA1C 27% 14

DTD type 2 khéi phat soém?”

Chién lwgrc kh&i dau don tri metformin
S - —(—| Chiéen lwgc phoi hop s&m vilda/met
N
o
s |70 Khéi dau don tri 48%
I\l
BN < 40t

o | 60
> o
< |50
I v -8
= | 40 — .
° - Phéi hop sém
z |30 gt BN < 40t
«_g J
£ 20
e
£|10 .
o Hazard ratio (05% CI): 0.52 (0.34,0.81)% p=0.0035
2| © -

0 05 1 15 2 25 3 35 4 45 5 55

Time (years)

"Graph adapted from reference 1.
Secondary failure defined as time to inzulin initiation from the combination
therapy which was given, blinded, in both groupz after primary failure

~ X N ” Fek
Dan so chung trong nghién ciru VERIFY*
Chién lwogrc khéi dau don tri metformin
c - K K o - .
S 80 —( | Chién lwgrc phoi hop s&m vilda/met
N
X170
I\l
0 |60
<
50 o
f Don tri DS chung 26 A’
;§ 40 _"
g 30 ‘“_l,-..cF
e o~ Phéi hop sém
c |20 P g DS chung
= =S
S 10 Y
- vo- 8% Hazard rafic (05% CI): 0.74 (0.03,0.80); p<0.0001
o\o O [cR83 1 H "c&
0 0.5 1 1.5 2 25 3 3.5 4 45 5 55

Time (years)

"Graph adapted from reference 4.
Patientz 18-70 yearz enrolled in trial. Analysiz of full analysia dataset using Cox
regreasion model

Thét bai diéu tri xac dinh khi HbA1C

>7% hai lan lién tiép, cach nhau 13 tuan

Diabetes Obes Metab. 2020;1-7. DOI: 10.1111/dom.14192
VN2104058124



y

Panh gia tac déng ph,6i hop s&m Vildagliptin + Metformin
trén chirc nang té bao 3 & bénh nhan DT Type 2

» 200 bénh nhan trong m&i nhom thuc hién Testbraan  Thay d6i HOMA-B tir luc bat dau dén cubi giai doan 1
dwoc chuan hoda luc bat dau vao nghién cwru, 3 thang sau

S & S BL 120.1 1141

va motham ‘ , n 747 _ 676
* Ngoai trir Ilan kham ban dau, bénh nhan dwoc dung thudce A difference:

trwde blva an 15 phut 30= | 19.23 (p<0.001)
« MA&u mau duoc lay -15, 0, 15, 30, 60, 90, 120 phut sau m 25- T

bira an. , < 20- 17.21
* XN danh gia dwdng huyét, insulin, C-peptide. g 15
« Danh gia chirc nang té bao B qua HOMA B va D6 nhay :'::

cam Insulin qua HOMA S P 10+
+ HOMA-B =[20 x insulin luc d6i (uU/mL)/DH déi (mM) -3,5] g 9

§ 0 |

Thay d6i HOMA-B trén nhirng bénh nhan § -3 -2.02
that bai v&i kh&i dau don tri, chuyén sang = .10 1
phoi hop trong giai doan 2 la 0.84 (SE=8.99), 15 o N
= khéng c6 suy giém trong giai doan nay M Early combination Initial monotherapy

Bl baseline: HOMA-B._homeostasis model assessment forihe B-cell —

Poster presented at 56th Virtual Annual Meeting of European Association for the Study of Diabetes, 21-25 September, 2020

Diabet. Med. 31, 1178-1184 (2014) VN2104058124



iém soat DPUONG HUYET - ADA 2021

FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle (including weight management and physical activity)

wéng dan
cua
DA 2021

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

Established ASCVD

= |ndicators of high
ASCVD risk (age =55
years with coronary,
carotid, or lower-extremity
antery stenosis >50%,
or LVH)

is required or patient is
unable to tolerate GLP-1
RA and/or SGLT2i, choose
agents demonstrating
CV benefit and/or safety:
= For patients on a
GLP-1 RA, consider
adding SGLT2i with
proven CVD benefit

and vice versa'
- TZD*
= DPP-4i if not on
GLP-1 RA
= Basal insulin®
- SU*
1. Proven ithas of reducing GV
2. Low dose may be better tolorated though less well studied for CVD effects GLP-1 SGLT2i
3. Degludec or U-100 glargine have demonstrated CVD safety RA with with
4. Choose later generation SU 1o lower risk of hypoglycemia; proven proven
glmepinde has shown similar CV safoty to DPP-4i CcVvD CVvD
5. Be aware that SGLT2i labelling varies by region and individual agent benefit’ benefit'”

with regard to indicated level of eGFR for initiation

have o
in HF and 10 reduce CKD in CVOTe. C and
and

‘empagiifiozin have primary heart failure cutcome data.

N

3 NEED TO MINIMIZE
QGLYCEMIA

IF A1C ABOVE INDIVIDUALIZED TAF

COMPE
MINIMIZE WE
PROMOTE W

basal insulin with lower risk of hypoglycemia®

7. Proven benefit means it has label indication of
reducing heart failure in this population
8. Refer " and Foot Care

or SGLT2i and/or GLP-1 RA not
tolerated or contraindicated, use
regimen with lowest risk of
weight gain
PREFERABLY

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

if DPP-4i not tolerated or
or patient already

9. Deghudec / glargine U-300 < glargine U-100 / detemir <

10. Semaghitide > liraghsticle > dulaghutice > exenatide > lxisenatide

11. If 5o specific comorbidities (1.e., no established CVD, low risk of
hypoglycemia,

12. Consider country- and region-specific cost of drugs. In some
countrios TZDs aro relatively more exponsive and DPP-4i are
rolativoly choaper.

on GLP-1 RA, cautious addition of:
* SU* « TZD* + Basal insulin

Insulin therapy basal insulin
with lowest acquisition cost
OR

Consider other therapies
based on cost

T Actioned whenever these bacome
Qlucose-lowering medications.

* Most patients enrolied in the relevant trials were on metformin at bascline as

ghicose-lowering therapy.

Diabetes Care 2021; 44(Suppl. 1):S111-S124

VN2104058124



PHOI HOP SO'M kiém soat dwérng huyét nhanh hon, 1au hon

Liéu phap diéu tri phoi hop

« PTD tip 2 1a bénh tién trién, diéu tri phdi hop sau vai nam don trj liéu I1a can thiét.

« C6 di¥ lidu hé tro diéu tri phdi hop luc ban dau dé dat dwoc muc tiéu dwong huyét
nhanh hon. Trong th&r nghiém VERIFY, bénh nhan dung phdi hop metformin
vildagliptin c6 sw gidm kiém soat dwdng huyét cham hon so v&i metformin don trj va
vildagliptin dwoc thém vao sau metformin.

» Nhitng két qua nay chwa dwoc khai quat cho cac thudc uong khac ngoai vildagliptin,
nhwng chung da goi y rang diéu tri’ tich cwec s&m hon cé mét s6 loi ich va nén dwoc
xem xeét thOng qua quy trinh ra quyét dinh chung v&i bénh nhan, khi thich hop.

« Hiéu qua tuyét cjéi clia hau hét cac loai thubc udng hiém khi vuot qua 1%, nén xem
xét liéu phap phoi hop ban dau & nhirng BN ¢c6 HbA1C >1,5% - 2.0% so v&i muc tiéu.

American
Diabetes_
- Association.

Diabetes Care 2021; 44(Suppl. 1):S111-S124
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KET LUAN

= Kiém soat bénh dai thao dworng type 2 nham céi thién chat lwong cudc song
va ngan nglra cac bién chirng man tinh va t&r vong sém & bénh nhan.

= Piéu tri trng buwdce, tri tré trén 1am sang két hop véi chan doan muén, sé bé
& co hdi kiem soat sm tién trien cua bénh, anh hwdng xau dén tién lwong
cua bénh nhan.

= D{ liéu ban dau cho thay tdm quan trong cla viéc chan doan sém, diéu tri
tich cwc, kip thdi bénh dai thdo dwdng type 2 trong viéc cai thién chirc nang
cua té bao B, hwdng dan téi wu hoa diéu tri bénh dai thao dwdng type 2.

= Pong thuan gitra ADA va EASD dé xuat cac nhan vién y té nén thao luan voi
bénh nhan dé dwa ra cac quyét dinh chung vé viéc s dung liéu phap phdi
hop s&m khi m&i dwoc chan doan bénh dai thao duwong type 2

—
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