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Pai thao dwérng typ 2: ganh nang toan cau

North America and
Caribbean

2015 44.3 million . - )
2040 60.5 million 2 = s ?z? o u, o

‘3-9)‘ ' Europe
-- '&'w#”"‘: 201559.8 million ¢
' {fx’ 200711 million &
- - - __.""' .
Y : iy

Africa
2015 14.2 million
2040 34.2 million

World

2015415 million
2040 642 million

2040 48.8 million




CHAN DPOAN DAl THAO PUONG

Table 2.2—Criteria for the diagnosis of diabetes
FPG =126 mg/dL (7.0 mmol/L). Fasting is defined as no caloric intake for at least 8 h.*

&y OR

/f'j!’ 2-h PG =200 mg/dL (11.1 mmol/L) during an OGTT. The test should be performed as described

/:ﬁ f??’ by the WHO, using a glucose load containing the equivalent of 75 g anhydrous glucose
4{;"""./ dissolved in water.*

4‘:4‘;..," OR

/ ‘g;? A1C =6.5% (48 mmol/mol). The test should be performed in a laboratory using a method that

e is NGSP certified and standardized to the DCCT assay.*

OR

In a patient with classic symptoms of hyperglycemia or hyperglycemic crisis, a random plasma
glucose =200 mg/dL (11.1 mmol/L).

*In the absence of unequivocal hyperglycemia, results should be confirmed by repeat testing.

Any potential promotional messaging/product claims are subject to regulatory review and approval and local promotional practices and policies.




Suy gidm chtrc nang té bao beta theo dién tién
tw nhién cua bénh DTD type 2

Measure of concentration/sensitivity

4’

Insulin and beta-cell failure

Hyperglycemia @ .- -
Insulin \* "
sensitivity Comp_ensa_tory _ N
hyperinsulinemia Progressive "
- beta-cell _,-"
- failure et
N -
'\_ - -
Ny -
- - --t-
o ~
Plasma 7 s e - ~ . Failed
insulin 2" - (3? beta—cell
------- ) i
B nsuiin 7 sl \
glucose resistance I I S
Normal Pre-diabetes Diabetes
Normal Time
physiology

A\ A4

Adapted from Harmel AP, et al. Davidson’s Diabetes Mellitus: Diagnosis and Treatment.




Anh hwéng 1am sang cla
dai thao dwong
Dai thao dwong

Tang tir vong La nguyén nhan La nguyén nhan La nguyén nhan

tim mach 2-4 hang dau ciia hang dau gdy mu l hang dau gay cit
lan STM giai doan o tuoi lao dong cut chi khong do

cuoi chan thwong

Fisman EZ et al., Cardiolovascular Diabetology: Clinical,
Metabolic and Inflammatory Facets. Adv Cardiol. Basel, Karger,




> 50% bénh nhan chau A khdong dat muc tiéu dieu tri HbAlc
<7.0%

A HbA <7-0%

—

Hong ong 267412639 | D (o
China (887/4495) t
India (1135/3700) ¥
Philippines (847/3770)4&1 *
South Korea (276/1457)

Singapore (98/272)

Taiwan (14/87)
Thailand (68/206)

Total (6109/27 153)

| | T | | |
0 20 40 60 80  100%

Data in parentheses are the number of patients with young-onset diabetes/number of patients with late-onset diabetes with valid data included in the analysis.
*p<0-05. Tp<0-01. Ip<0-001. Error bars indicate 95% Cls.

Any potential promotional messaging/product claims are subject to regulatory review and approval and local promotional practices and policies.




Ti I& dat muc tiéu thap

Qua can, béo phi, ti Ié
m¢o tang cao

Suy gidm chdc nang té
bao beta

Bénh ly ddng mac, nguy
co tim mach

Nguy co ha dwong
huyét do thubc

> 50% bénh nhan chau A khéng dat muc tiéu diéu
tri HbAlc <7.0%

Do co ché bénh sinh BTD
Tac dung phu cta SU, TZD, insulin
Kiém soat dworng huyét khd khan hon

Gidm hiéu qua kiém soat BH clia SU, DPP4i, GLP1
Thoi gian méc bénh cang 1au cang kho kiém soat

Bién cé tim mach trén BN BDTD Type 2

T&ang nguy co tl vong, bién c6 TM
Lam tang can




CHI PHi BPIEU TRI CHO BENH BAI THAO BUONG

O,

Regional burden

The North American and Caribbean region has the with ID 181 billion, followed by the Western Pacific

highest expenditure on diabetes of the seven IDF with ID 179 billion, which correspond to 23%, and
regions, with ID 383 billion (20-79 years), which 17%, respectively, of the total global spending.
corresponds to 52% of the total amount spent The other four regions spent significantly less on
globally on diabetes in 2017. The second highest diabetes, despite being home to 27% of the cases,
expenditure on diabetes is the European region and were responsible only for 9% of the total

spending (Figure 3.6).

Figure 3.6 Total healthcare expenditure on diabetes and mean expenditure per person with diabetes
(ID) (20-79 years) in 2017 by IDF region
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Tang dudng huyét la két qua tu cac roi loan da
cd ché sinh ly bénh: "B6 tam yéu té nguy ca”

Giam hiéu &n

GLP-1a; AGIs | Tang ly giai mé m&
TZDs

Giam tiét insulin

GLP-1a; TZDs,
DPP-4i, SU

Tang tai hap
thu dwéng
SGLT2i

Tang \
\Bwong huyét

Tang san xuat
glucose & gan

thu nhan

glucose
Metformin, Réi loan dan truyén than kinh thDSg
- metrormin
TZDs, GLP-1a oLP.1a
Amylin

Adapted from: DeFronzo RA. Diabetes 2009;58:773—-95. ©Wolters Kluwer Health.




Phac do d

éu tri: AACE 2017

GLYCEMIC CONTROL ALGORITHM

MONOTHERAPY*

v Metformin

~ GLP-1RA

~ SGLT-2i

.~ DPP-gi

—

IZD

Gi

<
I

SUSGLN

|

LIFEST

YLE THERAPY

(Including Medically Assisted Weight Loss)

» IEETSCEITIN <
¥

GLP-1 RA

 SGLT-24
I
» DPP-gi
I
MET .,
or other ! —
1st-line Basal Insulin
I I
agent

Colesevelam

v
| » Bromocriptine QR

If not et gosl in 3 manths
procesd to Dual Therapy

IS e

= 4  TRIPLE THERAPY*
I— » GLP-1RA
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~ Caolesevelam

| w Bromocriptine QR
| Gi
SU/GLN

€,
=
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e

* Orderof medicstiond réprésents 8 suggeated hisrarchy of usage;
lemgth af line reflects strength of recammendatian

{

If mat ae goal in
3 manths procesd
ta ar intensify

._’

ingulin therapy .

‘ NO YES
INSULIN
Therapy
OR

Entry A1C > 9.0%

SYMPTOMS

=
Other
Agents

TRIPLE
Therapy

.

ADD OR INTENSIFY
INSULIN

Refer to Insulin Algorithm

LEGEND

o Few adwardd events andfer
posiible banefits

! Lise with caution

PROGRESSION OF

DISEASE

COPYRIGHT © 2017 AACE MAY NOT BE REPRODUCED IM ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DO| 10.4158/EP161682.C5

omprehensive Diabetes Management Algorithm




Phac do diéu tri: ADA 2017

Start with Monotherapy unless

AIC is greater than or equal to 9%, consider Dual Therapy.

AIC is greater than or equal to 10%, blood glucose is greater than or equal to 300 mg/dL.

or patient is markedly symptomatic, Ider Combil Inj ble Therapy (See Figure 8.2).

A

Monotherapy Metformin Lifestyle Management

EFFICACY* high
HYPO RISK low risk
WEIGHT neutral/loss
SIDE EFFECTS Gl/lactic acidosis
COSTS* low

If AIC target not achieved after approximately 3 months of monotherapy, proceed to 2-drug combination (order not

meant to denote any specific preference — cholice dependent on a variety of patient- & disease-specific factors):
\J

8 Dual Therapy Metformin + Lifestyle Management
suronyores [ Thiaolinedions | op-simbitor | SGETZinNbor | ouprecsporsoonot [IEERTYRION

EFFICACY" high high intermediate intermediate high highest
HYPO RISK moderate risk low risk low risk low risk low risk high risk
WEIGHT gain gain neutral loss loss gain

SIDE EFFECTS hypoglycemia edema, HF, fxs rare GU, dehydration, fxs Gl hypoglycemia
COSTS* low low high high high high

If AIC target not achieved after approximately 3 months of dual therapy, proceed to 3-drug combination (order not
maant to denote any specific preference — choice dependent on a variaty of patient- & disease-specific factors):
A

Triple Therapy Metformin + Lifestyle Management

Sulfonylurea+  Thiazolidinedione +  DPP-4 inhibitor + ou-1mw+
. Tz su su su . T

or DPP-4-i or DPP-4-i or or | TZD or | TZD or

or [USGETZINN o INSEHZNN o or  DPP-4-i or [ SGLTZI | or | SGLTZA

or  GLP-I-RA or  GLP-I-RA or or  GLP-I-RA o o

or IO o TSN or I

If AIC target not achieved after approximately 3 months of triple therapy and patient (1) on oral combination, move to
basal insulin or GLP-1 RA, (2} on GLP-1 RA, add basal insulin, or (3) on optimally titrated basal insulin, add GLP-1 RA or
mealtime insulin. Matformin therapy should be maintained, while other oral agents may be discontinued on an individual
basis to avoid unnecessarily complex or costly regimens {i.e.,adding a fourth antihyperglycemic agent).

Y
8 Combination Injectable Therapy (See Figure 8.2)




At diagnosis, initiate lifestyle management, set AIC target, and initiate
pharmacologic therapy based on AIC:

—[ A1C is lnex than 5%, consider Monotherapy. ]

ADA 2018 R asar o s 1 9 o e

AL in greatar than or squal be 10, Blagd gucass is grapter than ar el te 200 mgdl
oF patiant is markedly symptomatic, eonsider Comblnation njectable Tharagy (e Figune 8525

Monatherapy Lifestyle Management + Metformin

Iritiate matfarmin therpy if ne contrairdications” (Saa Tabla B1)

ANC at target Yes: - Monitor 810 ayery 36 manths
after 5 manths

&l manatherapy? Ma; - Assens modicalion-laking boheviar

Consichar Dual Tharapsy

*m Lifestyle Managemant + Metformin + Additional Agent

ASCVD? L H - Al aeng proven ta neduce major advans
cardeovascul ar everits andfor cardiovasoular martality
[t recommendations with ®an p 575 arvd Table 8,11

e - S spcond agent afer cormideratian of drig-saecific effects
and patknt factars (Sea Tabla 8.1)

A1C al targat Yex: - Mordce AIC ovory 3-8 manths
:l:t;::l ll'riril;.ll' CTEH Asiost Medcalicr-taking hebendar

- Consioer Triple Therapy

Triple Therapy Lifestyla Managemeant + Metformin + Two Additional Agents

Add third agent based on drug-speoific affacts and patiant rﬂl:tﬂ'li [See Tabda 3T

A1E af targut Yaus: - Monitor 812 cwery 5=6 months
after 3 momths

L] - i h
of triple ther L= segs medication-taling behaviar

Congidor Combinatian Injectable Therapy (S Fiaum 8,21

¥
Any potential promotional messaging/product claims are subject to regulatory review and approval 4 Combination Injectable Therapy (See Flgure 8,2)



ADA 2018

At diagnosis, initiate lifestyle management, set AlC target, and initiate
pharmacologic therapy based on AlC:

Al1C is less than 9%, consider Monotherapy.

A1C is greater than or equal to 9%, consider Dual Therapy.

ANC is greater than or equal to 10%, blood glucose is greater than ar equal to 300 mg/dL,
or patient is markedly symptomatic, consider Combination Injectable Therapy (See Figure 8.2).

Monotherapy Lifestyle Management + Metformin

Initiate metformin therapy if no contraindications™® (See Table 8.1)

A1C at target Yes: - Monitor AIC every 3—-6 months
after 3 months

of monotherapy? Mo: - Assess medication-taking behavior

- Consider Dual Therapy

Any potential promotional messaging/product claims are subject to regulatory review and approval and local promotional practices and policies.



Cach ti€p can hién tai trong diéu tri DTD dai dién cho chién lugc “diéu tri dé that bai”

Thudc vién +

& do 5 non o n o~ on Phac d6 nhiéu
Ché do an  Thygc vien Tang liéu Thuoc vien miii
valuyéntap ggn trjiliéu  thudc vién + insulin nén

Insulin/ngay
)
S 17
g 0
< Q
Na]
I
3 A
@ i AN U 4 \” _ _ __ " AN Y A -
)
()
:I
z 7- ------- - aw me oaw oaw omw o - ] - - e e o o - = N P - e o o o —
HbA,,
trung
binh cua 6 J >
nhan Thdi gian mac PTD
W Diéu tri thong thudng = piéu tri s6m va tich cuc

OAD=oral antidiabetic agent.
Adapted from Del Prato S et al. Int J Clin Pract. 2005;59(11):1345-1355.
Copyright © 2005. Adapted with permission of Blackwell Publishing Ltd.

Any potential promotional messaging/product claims are subject to regulatory review and approval and local promotional practices and policies.



Tri hoan diéu tri tich cuc trong 6 thang
lam tang nguy cd tim mach cho bénh nhan BTD tip 2

Tri hodn diéu tri tich
cwc sau 6 thang

38%

Bién c6 TM

gat

Nhdi mau Suy tim Dot quy,
co tim

Bn chan doan HbAlc >7% Diéu tri tich cyc & day la
PTD tip 2 sau 1 nam -Phdi hop thém 1 thudc udng.
N =110543 didu tri -Hoac, phéi hop thém Insulin

Biéu trj tich cwc ngay
trong nam dau

Phan tich hdi ctu tir ngyén d liéu trong thwc hanh lam sang tai Anh (United Kingdom Clinical Practice
Research Datalink) trén doi twong bénh nhan Btb tip 2 chan doan tir nam 1990, di liéu theo dbi t&¢i nam 2012

Any potential promotional messaging/product claims are subject to regulatory review and approval and local promotional practices and policies.




Hiéu qua cla viéc kiém soat dudng huyét séGm:
UKPDS - hiéu Ung ké thua

Intensive vs
| conventional treatment | 10-year post-trial follow-up
1977- 1991 1997 —— o Kranventionall 007
Randomization (20years) (30years)

Trial End

. Any diabetes related end point

. Microvascular disease

Myocardial infarction

Any potential promotional messaging/product claims are subject to regulatory review and approval and local promotional practices and policies.

[15%"




Can thiép dudng huyét SOM vs. MUON:
UKPDS tuyén cac bénh nhan mdi dugc chan doan

Tién trién bénh

UKPDS! ADVANCE?2 ACCORD? VADT4
(n=3867) (n=11,140) (n=10,251) (n=1791)

Theéi gian bi DTD

N 0* 8 10 11.5
(nam)
HbA,. TB ban
diu (%) 7.1 7.5 8.3 94
PH doi TB ban
diu (mmol/L) 8.0 8.5 9.7 11.4
Tubi TB (nam) 53 66 62 60
Microvascular ¥ N/ + =
Macrovascular N/ = N =

Can phai kiem soat dwong huyét sém va tich cwc

*DTD mé&i chén doén, khdng co tién str bénh tim mach

1UKPDS Group. Lancet 1998;352:837. 2ADVANCE Collaborative Group. N Engl J Med 2008;358:2560
_ _ ) _ ) ) ~ 3ACCORD Study Group. N Engl J Med 2008;358:2545. “Duckworth et al N Engl J Med 2009;360:129
Any potential promotional messaging/product claims are subject to regulatory review and approval and local promotional practices and policies.



AACE 2016: .
SGLT2i/DPP4i it nguy co ha dwong huyét, giam can & an toan
hon so véi SU, TZD, insulin

PROFILES OF ANSSNEEESEENNCSMEDICATIONS

TZD
(moderate R INSULIN

dose)

HYPO Neutral Neutral Neutral Neutral Neutral Neutral Neutral Neutra Mocerate Neutral
to Severe

WEIGHT Neutral Neutral Neutral Neutra

Not

Contra- 3 Effe_ctive Dose

RENAL/ indicated Exe;:a:'de eG:gt: 45 Adjustment More
CKD o Necessary Neutral Neutral Neutral Neutra s Neutral
i Stage Jodlcated (Except Hypo Risk
CrCl < 30 Genital . s
3B.4,5 Mycotic Linagliptin)
Infections

Gl Sx Moderate Moderate NETHE NEITE] Neutral Neutral Neutral Moderate

CHF Moderate Neutral Neutra
CARDIAC Neutral PBOeSr?lel;ilf Neutral Neutral Neutral Neutral Neutral

Moderate
BONE Neutral Neutral Neutral Neutral Neutral Fracture Neutral Neutral Neutra Neutral Neutral
Risk

B Few adverse events or possible benefits Use with callion I Likelihood of adverse fiffects ?  Uncertdin effect

COPYRIGHT © 2016 AACE MAY NOT BE REPRODUCED IN ANWFORM WITHOUT EXPRESS WRITTEN PRRMISSION FROM AACE.

Any potential promotional messaging/product claims are subject to regulatory review and approval and local promotional practices and policies.




PRELIMIMARY PROGRAM IN ADA 2018

FOCUS ON
- SGLT2
- INSULIN

SESSIONS AT-A-GLANCE

Acute and Chronic Compications

® The Whave and Wiy of Diabetic
Newropathy

* Measring Newopathy =it Corneal
Cordocal Microscopy Ready for
Prvme Tevwe?

* Chncal Strategees for Prevention
2 Management of MypoghyCemia

* The Many Faces of Mypoghycema—
Impact on Patent Health and Wed
B

* Spocal Topics in Hypoghytemis

* The Resurgence of Trighycende-
Rch Lipopeotems a3 an knportant
Target in the Traatment of

* The importance of the Functional
Cravactenstcs of MOL

* Survellance of Kaaney Diseae ana
Comorticition among Pedple with
Dusbates— What We Can Learn
from the COC's Chrorse Kidney
Dasase Survedlance System

* Newro- ang Ghal-Vascular Effects
0 the Pathogenesa of Dabetic
Retrcpatty

s Update on Dabetc Retnopathy
Cincal Trials.

* Roke of the Madewy i Heart Heslth

Dehavicoral Medicine, Clinical

thon, and

* Diabetes and Pyychosocsl Risk
Facton o the Hispanc Communty
Hoalh Sutvep'Study of Latinos

* Making » Diferecce in Five
Marter —intervertions in Dabetes
for Anone (with Richard R Run
Award Lecture)

* Buiang a Case Tor Getting
Rewnbursemaent or Payrrent for
Behavional Meath 1 Duabeten

& Menwning i the Lived

YOeriences and Socisl Contest of
PAUSe with Disbetes

* Tech and Teens

* Decreasing Risk for Type 2 Disbetes
with Foods

* Low-Carthohydrate Duts —Potential
Benefity, Raks, and Costs

* Nutrition and the Gut Microteome

* Using mideaith for Chesity
Treatment and Weght Managernent

* Myth or Scence—Current Fads and
Evidence n Diet and Ntnteon

. ghes Lo
the Inpatient Expetience

* Data, Data, Everywheso and Not &
Pattern to Be Founa

® Eaung Dasease Manaperment
Burden for Older Aduits

* Onfine and Moble Suppoet =
Wy theough the Nose

* Understandng Hytrd Cosed-Loop
Purg

- Mutigenerational Effects of
Crorcae

* Aprobic Exercise 0 the Preventon
of Cogrative Decine in Dabetes

* Role of Exorcae in Reguiating
Maochondrial Dynarmecy

* Youth-Oniet Type 2 Dabetes
and Exercine—Outcomes and
Chalienges

* ADA Education Recogretion
Program Symposium

* NDEP Symposum

* Overcoming Gender Gaps i
Soence

* The National Duabetes Preventon
Program—From Reseasch to
Practice to Natonal Pobcy

* Cost-Related Nonadhenence to
Datetes Care

* Bettor Wirys 0 Dusld Drabetes
Popuation Health Management

* Placents-Derived Bromarkers of
Adverse Pregrancy Oulcomes in
Goutatonal Ouabetes Melitisg

* Moteropenaty of Gestational
Duabetos Mostn

* Unrecogniaed (Ocouit) Metabolc
Condvtions in Women with
Gestational Dasbetes Melitus that
Preduct Metabolc Comphcations
Later in Ldw

* Piorwens in Goutational Duabetes
Matitin— Davd $cott Innovatons.
" Dabetes Prognancy Care

* Joint ADANSPAD Symposum —
25 Yoars after the Arnouncement
of the DOCT Results —~What is the
Status of Type | Diabetes in Youth,
a0 Mow Can We Do Better?

* Joint ADAJIDRF Symposiun -
Current Management of Type |
Diabetes in Youth—What Are the
Options?

* Type I Oabeotes o Youth—Update
on the Current State of Knowledoe
0n Comencatons

* The Restorng insuin Secretion
CRISE) Study n Acuits and Youth—
Baselne Data and Results of the
Pediatne MedkCation Study

* Chalienging Times 10r Youth with
Type | Dabetes—How Do We
Approach Them?

* it Therapy — T0 the Future and
Back

* Priorizing inpectabie Thevapies in
Type 2 Dabetos

* AdOredsing Unaue Challenges in
Dabetes Manspernent

» The Duastsetes Oo-it-Yourself (DY)
Revoiution

* Management of Diabetes in &
Srgucal Patent

* Eifectiveness of Telermedicine in
Underserved Communites

* Noa Type 1 Diabetes in Youth-—
What's i the Genes?

* Obesty n Type | Dabetes—An
Evotving Cralienge

78™ SCIENTIFIC SESSIONS

* Artihcoal Pancreas and Decsion
Support Approaches

» Drabetes Preventico—What Are
We Preventing?

® Explonng the Nest Frontier
Diabetes Pharmacology

* Corchovascular Outcomes Triads in
Drabetes — Shall We Contrue of
Change Course?

® Shoudd Metformin Reman the First
Line Therapy for Type 2 Diabetes?

® Jont ADAJAACC Symoosssm—

PRELIMINARY PROGRAM

Imenanology/ Transplantation

» Novel Pathogenetic Pathways
n Type | Duabotes —What
Can ‘We Learn from Cancer
immunctheracry?

* Chalanges and Hope = Finding &
Cure for Type 1 Dsabotes

* Chncal Triahs for Type | Dabetes—
Current. Emergng. and Novel

® The Emerging Role of Neoeptopes
i the Dalogue between T Cesls anct
Data Catty

Refrung Measurement of A —Do * Chnical Updates in Bete-Cet
W Know What It Means? Replacement Theragy
* Duabetes Data Scence ® Jowrt ADA/Dwubetes UK
» Joint ADA/Chieese Duabetes Symeomum —Cell Therapy for
Socty Symoosium—Giucose Duatetes —intermatonal Progress
#00 Upict Metalbholam - Novel * Overcoming Crallences in it
Mecharams and Targets Transplantation—Engineenng and
» ADA Diabetes Care Sy ') Beta Cely
Using Continuous Ghucose * The Future of Beta-Cell
Mortoring and Smart Devices to Thersoy
Control Glucose when it Matters
() Iesuin Action/Molecular Metabolivm
* Lostons Laarmed from the * Hepatohres and Metabobc

& Duateter i Rural America

® InOuntry-Funded Research — MHow
DO You Know What Indormation 1o
Trust?

* MIV and Datetes = The Doutie
Whaserry

* New-Onset Type 2 Duabetes n the
Youngest and the Oldest

* Beyond Segle Nuckeotide

® Upcate on the Genstcs of Type |
and Type 2 Dabetes

ORLANDO, FL. | JUNE 22 - 26. 2008

Reguiation—A Liver-centric Pont
of View

* Fuel Driving Function—Lipudic
Rokes i Dfterent Tissues

* Encocriow. Parscrine Signaing
Alfecting ASpoCye Funcuon

* ASpOCyte Lipotysis—New Data
Cuebionng Sohved Science

Energy and Metabobc Homeostasis

® Turmeng Up the Meat —New

® Diversty Affary—impact of
Genetic Varabaty and Sex on
Integrative Metabotum and Diseass
ok

® Contral Control of Ghucone

Islet Blclogy/insulin Secretion

* Tranformational Technoiogms
n isket Bology — From Oemics to
imagng
o False?

® Alpha Cefis—New Sowrces of Bata
Cotts?

Session tities are subyect to change.

Rl

i




Thubc rc ché kénh SGLT?2

SGLT2 Inhibitors: Mechanism of Action

e SGLT2 mhlbtlltl:n
SGLT2 Inhibitors 3 suppress the
MOA < - action of SGLT2

Glucose

SGLT2
{(~90% glucose SGLTI
reabvorbed) (r10%
glucose
ecabsorbed)

Nauck MA. Drug Des Devel Ther. 2014:8:1335-1380.1%

Any potential promotional messaging/product claims are subject to regulatory review and approval and local promotional practices and policies.



SGLT2i :
Giai quyét van dé tang dwérng huyét bang cach THAI PUONG RA NGOAI

Co ché phu thudc insulin Co ché THAN - doc lap Insulin

Hoat dong Insulln ,
*Thiazolidinediones

*Metformin

Thuéc Grc ché SGLT2

M& m&, co va gan

2 | TiétInsulin
*Sulphonylureas
*GLP-1R agonists*
*DPP4 inhibitors*

*Meglitinides
3 | Thay thé Insulin P #
*Insulin r

-

SGLT2i co ché doc lap insulin, hiéu

Giam dwong huyét bang cach N o Y
dwa dwong tir mau vao trong té bao qua tat ca gial C'{Oan bat ké chirc nang
té bao 3
*In addition to increasing insulin secretion, which is the major mechanism of action, GLP-1 agonists and DPP4 inhibitors also act to decrease glucagon secretion.

DDP4, dipeptidyl peptidase-4; GLP-1R, glucagon-like peptide-1 receptor; SGLT2, sodium-glucose co-transporter-2.
Any potential promotional mqswa RFAANR CPM@HQE@.WQ‘S?WW@M%"%@WP%Y@W&G ﬁ&?'ﬂ@@@tmﬁfécgﬁmgm@‘ﬂ%i al. Postgrad Med J 2008;84:524-31; 4. Rajesh R, et al. Int J Pharma




Co ché than cua SGLT-2i :
doc lap vé&i insulin = giam ganh nang cua tuy

Dapagliflozin tac dong tryc . > N o N X
R 2 Gidm tinh trang tang dwong huyét
- glucose qua nuéc tiéu, I Cél thién t‘mh trang ngé

khéng théng qua con

dwong clia tuy — insulin doc du’(\)’ng clia té bao
Giam chirc )

nang té bao ‘
' T Nhay cam vai

ang duong huyé insulin & co

‘ kéo dai

Pé khang _ e
insulin insulin 0 gan

T Nhay cam vai

l, Tan tao duong maoi

1. DeFronzo RA. Diabetes. 2009;58:773—795. 1‘ Cél thlén Ch l.,fC né ng
2. Poitout V, Robertson RP. Endocrinology. 2002;143:339—-342. :

~N \ ?
3. Robertson RP, et al. Diabetes. 2003;52:581-587. te baO B cua tuy
4. DeFronzo RA. Diabetes Obes Metab. 2012;14:5-14.




: ~ DAPAGLIFLOZIN .
HIEU QUA KIEM SOAT BU'ONG HUYET FPG

- Hiéu qua kiém soat dwdng huyét déi SOM ngay tuan dau tién.

DAPA 2.5 mg+MET DAPA 5 mg+MET —@—DAPA 10 mg+MET  —@— Placebo+MET

0.4 -
0.2 -

—4- — — ¢ -03(54mg/dl)
-0.2 4
-0.4 4
-0.6 -
-0.8 -
-1.0 -
-1.2 4
-1.4 4
-1.6 -
-1.8

*k%k

Thay déi PH déi (mmol/L)

0:1: 2 4 8 12 16 20 24
Time (weeks)

Significant reduction was seen at Week 1 with Dapa groups

**P=0.0009 vs placebo; ***P<0.0001 vs placebo
Bailey C, et al. BMC Med 2013;11:43



DAPAGLIFLOZIN ,
HIEU QUA KIEM SOAT BUONG HUYET HbA1C

Hiéu qua giam HbA1c SO'M ngay thang dau tién.

A
8-4
32 _ :I EERER I:
80 . .
-8 - Week 24 valve (%)
- 7-8- : e " ARCEOEECEL . & CEPR TR 7-79% (7-59 107-99)
ﬁ; ?'El ] --:--'
T . 734% (718 t07-50)
74 g T
3 7-42% (7-26 10 7.58)
7.2 -<r- Placebp we s et
—- Dapagliflozin 2.5 mg 713% (6-97 107-29)
70— —&— Dapaglifiozin 5 mg
—&- Dapaglificzin 10 myg
6.8
s
Iy
0 /l/ T 1 I ! I I I I
0 2 4 12 16 20 24
Number of measurements (LOCF) Week
Placebo 137 131 134 134 134 134 134
Dapaglifiozin25mg 137 134 135 135 135 135 135
Dapagliflozin 5 mg 137 131 133 133 133 133 133
Dapagliflozin 10 mg 135 131 132 132 132 132 132



DAPAGLIFLOZIN ’
HIEU QUA KIEM SOAT BUONG HUYET HbA1C

Kiém soat HbAlc cla nhom Dapa + Met dwoc duy tri té&i tuan 208.

Tusin 52 —&@— DAPA+MET —@— GLIP+MET ‘
0.41 u Tuan 208

0.2

——— w -0.1

ban dau

Ap dung liéu phap cltu nguy -

-0.81
Khdng ap dung liéu phap cttu nguy

'100 I: | | | ! ! | | I | 1 ! 1 | 1 | | 1
0 6 1218 26 34 42 52 65 78 91 104 117 130 143 156 169 182 195 208

Tuan nghién ciru

»
» «

Su thay déi HbA,. (%) so véi

Data are adjusted mean change from baseline
Nauck MA, et al. Diabetes Care 2011;34:2015-2022; Del Prato S, et al. Diabetes Obes Metab 2015. doi: 10.1111/dom.12459



Nguy co’ ha dwdng huyét thap

- Ti 1& ha dwong huyét twong dwong véi nhom chibng  (ngoai trir nghién ciru phdi
hop v&i SU va Insulin) 3

- Ti 1& ha dwérng huyét thap hon 10 1an so véi SU 4

1007

o > 90- Thap hon
c o )
2E 80 10 1an :
8 § 707 51.50/0
=5 60 (n=408)
58 507
TS 407
25 30-
é% 20 5.40/0
© ¢ - n=406
g 10 (n=406)

0.

Forxiga 10 mg + MET Glipizide + MET

208 tuan

1. IMS Health database, MIDAS, August 2016; 2. Dapagliflozin. Summary of product characteristics, 2016;
3. Sonesson C, et al. Cardiovasc Diabetol 2016;15:37; 4. Del Prato S, et al. Diabetes Obes Metab 2015;17:581—
90




CAC NGHIEN CUU AN TOAN TIM MACH CUA NHOM SGLT2

Table | Cardiovascular safety studies with empagliflozin, dapagliflozin and canagliflozin in patients with type 2 diabetes mellitus

Parameter EMPA-REG OUTCOME! DECLARE-TIMI 58" CANVAS?'s CANVAS-R'¢

Drug Empagliflozin Dapagliflozin Canagliflozin Canagliflozin

n 7020 17276 4327 5826

Primary end point CV death, non-fatal Ml or CV death, non-fatal Ml or ~ CV death, non-fatal M| or Progression of albuminuria
non-fatal stroke ischemic stroke non-fatal stroke

Main inclusion criteria  Established CV disease, HbAlc High risk for CV disease CV disease or high CV risk, CV disease or high CV risk,
>7.0% and <9% (patients without HbAlc >7.0% and <10.5% HbAlc 27.0% and <10.5%

previous hypoglycemic treatment)
or <10% (patients with previous
hypoglycemic treatment)

Study population

Age (years) 63.1 624

HbAlc (%) 8.1 8.2

CV disease (%) 99.4 62.7

End of study April 2015 April 2019 April 2017 January 2017

Note: Data from the CANVAS study are combined with data from the CANVAS-R study for a pre-specified cardiovascular safety meta-analysis.
Abbreviations: CV, cardiovascular; MI, myocardial infarction; HbAl ¢, glycated hemoglobin.




EMPA-REG OUTCOME: LOI ICH TIM MACH XUAT HIEN SOM VA KEO DA

7020 Bénh nhan 42 Quicgia 3.1 nim

A Primary Outcome B Death from Cardiovascular Causes
20+ 97 Placebo

=z Placebo — &4
3 & 5]
E 154 §
7 Hazard ratio, 0.86 (95.02% ClI, 0.74-0.99) & °71 Hazard ratio, 0.62 (95% C1,0.49-0.77) Empagliflozin
- P=0.04 for superiority Empaglifiozin = 54 pc0.001
‘§ 104 1;=
2 2

c
7 &

1 1 1

42 48

-14% CV EVENTS

No. at Risk No. at Risk - 38% CV MORTALITY
Empaglif 1534 370 Empagliflozi 414
el (PRIMARY ENDPOINT) |Sertea e e S ;
C Death from Any Cause D Hospitalization for Heart Failure
154 77 Placebo
Placebo
3 g
§ 10+ § 5
o Hazard ratio, 0.68 (95% CI, 0.57-0.82) @ Hazard ratio, 0.65 (95% Cl, 0.50-0.85)
= P<0.001 Empaglifiozin = 441 P-0.002 Empagliflozin
3 3
2 3
§ 59 S
1+
0+ T T T T T T T 1 0 T T T T T T T 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 43
B No.atrisk - 32% TOTAL No. Rk - 35% HEART
Afypotential pr Empaglifiozin 1722 414 Empaglifiozin 395
Placebo MORTALITY 825 177 Placebo FAILURE 168




Céac khuyén céo dieu tri tai Viét Nam

HoOi Tim mach hoc Viét Nam Hoi Noi tiét & DTD Viét Nam

€03 HOITIM MACH HOC QUGC GIA VIET NAM

)]
|G

KHUYEN CAO VE CHAN BOAN
VA BIEU TRI SUY TIM

(Cép nhat 2017)

www.vnha.org.vn

Chi djnh diéu tri suy tim giai doan A
Chi dinh nhom I:
- Cac BN co nguy co cao suy tim (THA RLLM, BDTB) cén duge
diéu tri theo diing cac myc tiéu cla khuyen cdo lién quan.
- BN ¢6 nguy co cao suy tim cén duqc khuyén tranh cac chit lam
tAng suy tim: thudc 14, uong ruou voi so lugng nhiéu, ma tuy.
- Kiém soét nhip thit hodc phuc héi nhip xoang trén BN ¢6 nhip
nhanh trén thét.
- Pidu tri bénh Iy tuyén gidp theo ding khuyén cdo.
- Bac si can chi dinh cac tham do cén lam sing khong xdm nhap
(VD: do EF bing siéu dm tim) trén BN ¢6 tién sir gia dinh b bénh co
tim hodc trén ngudi st dung duge chit déc cho tim.

Chi dinh nhom Ila:
- UCMC ¢6 thé hitu ich phong ngira suy tim trén BN co tién sir bénh

do xo vita dong mach hogc DTD hodc THA co kém yéu 16 nguy co tim

mach.
- CTTA c6 thé hiéu qua twong ty UCMC di mire bing chimg kém

hon.
- Céin nhéc sit dung Empaglifozin dieu tri DTD typ 2 gidp chim phat
trién suy tim va tang kha ning song con.

e HOINOITIET - DAI THAO BUONG VIET NAM

KHUYEN CAO VE
Zd) CHANDOAN
= . DIEUTRI

BENH PAI THAO BUGNG

Event Trial in Type 2 Diabetes Mellitus Patients (EMPA-REG
QUTCOME) cho théy sau thoi gian theo ddi trung vi 14 3.1 nam,
diéu tri véi Empagliflozin lam giam dwoc 14% ddi véi két cuc
phéi hop bao gbm nhdi mau co tim, dét quy va tor vong tim
mach (ty 1& tuyét ddi 1a 10.5 % ¢ nhom Empagliflozin so véi
12.1% ¢ nhom gia duwoc) va tir vong tim mach giam 38% (ty 1é
tuyét doi 1a 3.7% so vai 5.9%).

FDA gin diy di bo sung mét
chi dinh méi cho Empagliflozin, dé la lam giam nguy co tir
vong tim mach & bénh nhan ngudi 16n dai thao duong typ 2 cd
bénh tim mach. Hién tai van chura biét 1o 1a liéu cac chit tre ché

Mot sb thude didu tri DTD téc dong co loi truc tiép trén
than, doc lap vd&i duong huyét. Vi du, két qua tir nghién ctu
EMPA-REG OUTCOME (nghién ctru dénh gi két cuc trén tim
mach ¢ bénh nhén dai thdo duong typ 2 c6 bénh tim mach trong
d6 danh gi4 téc dong trén than 1a két cuc phu), so véi placebo,
empagliflozin gidm nguy co xuét hién hodc x4u di ctia bénh than
39% (bao gém t6 hop cac bién cd tién trién dén UACR > 300
mg/g Cr, tang gip doi Creatinine huyét thanh, bénh than giai
doan cudi, hodc tir vong do bénh than giai doan cudi) va giam
44% nguy co tang gdp dbi Creatinine huyét thanh kém véi
DPLCT <45 ml/phut/1,73m2; liraglutide giam nguy co xudt hién

Any potential promotional messaging/product claims are subject to regulatory review and approval and local promotional practices and policies.



CAC NGHIEN CUU AN TOAN TIM MACH CUA NHOM SGLT2

A Trial Design Summary

EMPA-REG Primary
OUTCOME Endpoint
Median CV death
follow-up nonfatal MI, or
3.1 years
- y .:Vhl ':R.F“ follow-up onfatal MI, or
el hido B 2.4 years*

“The CANVAS Program (mean follow-up 3.6 years)

i comprised of
CANVAS: n=4347. mean followup 5.7 years
Randomization  Year1 Year2 Year3 Yeard CANVAS-R: n=4344, mean follow-up 2.1 years
B Summary of key cardiovascular outcomes
Active Placebo Hazard Ratio W EMPA-REG
Rate per 1000  Rate per 1000 (95% C1) @ CANVAS
patient-years patient-years
MACE-3 37.4 439 0.86 (0.74 - 0.99) -
26.9 315 0.86 (0.75 - 0.97) -
CV Death 124 202 0.62 (0.49 - 0.77) -
11.6 128 0.87 (0.72 - 1.06) .
Fatal and nonfatal M| 16.8 193 0.87 (0.70 - 1.09) "
1.2 126 0.89 (0.73 - 1.09) b
Fatal and nonfatal stroke 123 105 1.18 (0.89 - 1.56) | -
79 9.6 0.87 (0.69 - 1.09) |
Heart failure hospitalization 194 145 0.65 (0.50 - 0.85) a
55 8.7 0.67 (0.52 - 0.87) s
All cause mortality 194 286 0.68 (0.57 - 0.82) -
173 195 0.87 (0.74 - 1.01) L

050 075 1.0 15 20

Favors SGLT2-i  Favors Placebo
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U'u thé cla Insulin so v&i OAHs

Biguanides DPP-IV GLP-1
Sulfonylureas (metformin) Glinides inhibitors agonists Insulin

0.0 —
2 1.5
1.0

15

2.0

2.5

3.0

Pan tri liéu




Tien bd cua insulin nén qua th&i gian

Tir NPH dén céac insulin nén analog

e e e “
%
Phan tach insulin Insulin nguén gbc %, |
(Banting & Best) dong vat NPH insulin %gﬂ IDeg
. — . 9 )
{ \
7 U >
P - z 3 Y
‘5 - Thé hé insulin nén Insulin nén analog co tac
-l S analog dau tién dung siéu kéo dai
A | Thi gian ban thai (gi®): 5-10 12-19 25
] ; v

Trung binh Thap

- Dao ddng dwdng huyét: -
L . DL 12
| @ Thoi gian tac dung (gio): | |

IDeg, insulin degludec; IDet insulin detemir; IGlar, insulin glargine; NPH, neutral protamine Hagedorn

NPH SmPC. http://www.ema.europa.eu/docs/en_GB/document library/EPAR - Product Information/human/000441/WC500033307.pdf;

IDet SmPC. http://www.ema.europa.eu/docs/en _GB/document library/EPAR - Product Information/human/000528/WC500036662.pdf;

IGlar U100 SmPC. http://www.ema.europa.eu/docs/en GB/document library/EPAR - Product Information/human/000284/WC500036082.pdf;
IGlar U300 SmPC. http://www.ema.europa.eu/docs/en GB/document library/EPAR - Product Information/human/000309/WC500047935.pdf;

18 - 26 J 36 J

IDeg SmPC. http://ec.europa.eu/health/documents/community-register/2013/20130121124987/anx_124987 en.pdf. All accessed December 2016



http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000441/WC500033307.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000441/WC500033307.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000441/WC500033307.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000528/WC500036662.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000528/WC500036662.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000528/WC500036662.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000284/WC500036082.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000284/WC500036082.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000284/WC500036082.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000309/WC500047935.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000309/WC500047935.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000309/WC500047935.pdf
http://ec.europa.eu/health/documents/community-register/2013/20130121124987/anx_124987_en.pdf
http://ec.europa.eu/health/documents/community-register/2013/20130121124987/anx_124987_en.pdf
http://ec.europa.eu/health/documents/community-register/2013/20130121124987/anx_124987_en.pdf

iy
D>

n bd cta insulin nén

Co ché tac dung UL/ L

tac dung
NPH insulin 1936 H6n dich trung tinh insulin nguwi két tinh trong protamine 12—-20 gio
Ultralente insulin 1954 Hbn dich insulin ngudi két tinh kém thém kém 18-24 qi&
|IGlar U100 2000 Dung dich hoa tan c6 pH acid, sau khi tiém tao cac vi két tia & 18-26 gi&

pH trung tinh tai vang tiém.

IGlar U300 2015 Nong d cao cla Iglar tao nén cac két tia lén hon va cé toc do 32 givy
hap thu cham hon

Acylated analogue, tao cac dihexamers va hexamers, gan két

IDet 2004 véi albumin tai viing tiém va trong tudn hoan

18-24 gidy

Tao multihexamers & nbt dw tri dwéi da. Trong bt tiém &
IDeg 2013 trang thai dihexamers 6n dinh hoa tan & pH trung tinh cho phép >42 gio
dung trong cac cong thirc phoi hgp

IDeg, insulin degludec; IDet, insulin detemir; 1Glar U100, insulin glargine U100; IGlar U300, insulin glargine U300; NPH, neutral protamine Hagedorn

Hagedorn et al. JAMA 1936;106:177-80; Schultz et al. Diabetologia 2005;48:1988-95; Riddle Am J Med 2004;116(Suppl. 1):3-9; Lindstrém et al. Scand J Clin Lab Invest 2000;60:341-7; Seested
2012;61(Suppl. 1):A250; Heise et al. Diabetes 2004;53:1614—20; Heise et al. Diabetes 2004;53:1614-20; Yip et al. Biophysical J 1998;75:1172-79
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Tién bé cha insulin trén, hdn hop

BHI BIAsp 30/ Lispro Mix IDegAsp
3 . :
IDegAsp—two distinct insulin analogues™
Premix human insulin® Premix analogue insulin?'*2
Soluble h Soluble insuli ol
30%* insulin analogue ?

(rapid acting)

(short acting) (rapid acting)

IDegAsp la dang két hop

~ A tiAn e Isophane h Protami
hoa tan dau tien tw 2 insulin (NPH) Cyalised
insulin analogue khac nhau 70%* (intermediate Insulin analogue
N A A Z 2 A duration (intermediate
ma khong can lac dé tron of action) duration

of action)

lAn v&i nhau

*Ratio can vary.

“/?’/i.r) Resuspension required ‘/(féi’} Resuspension required «— S Ready for immediate use
(no resuspension needed)
\_ ¥/
Khé&i phat tac dung: Cham Nhanh Nhanh
tiém 30 phut trwde khi an tiém cung bira an tiém cung bira an

Nguy co ha dwdng huyét: [ Cao } Trung binh Thép







