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NOI DUNG

1. Bénh BTD (sinh bénh hoc, chan doan & phan loai
PTD)

DTD dang gia tang nhanh chéng & khu vwe chau A
IDF 2017 (Lién doan DTP thé gi¢i 2017)

Global picture

Diabetes is a growing global problem
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80% ngwei bénh BTD séng & c4c quéc gia c6 thu nhap thap va trung binh
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Co’ ché bénh sinh chinh cta BPTD tip 2

Genetic
predisposition Lifestyle factors

Obesity

-

Insulin
resistance

E

Compensatory
B-cell hyperplasia

p-cell failure
(early)

p-cell failure
(late)

—_— ( Normoglycemia

Impaired glucose fl
tolerance

{

1

Primary [3-cell ﬂ

failure (rare)

.......
et
.
.

, R A
Tac dong
incretin

tang téng
hop glucose

Cac yéu t6 khac trong co’ ché bénh sinh

ciia BTD type 2

.....

Tuy tang tiét
glucagon

Thu nap
glucose
> ¥ ngoaivi

Adapted from: Inzucchi SE, Sherwin RS in: Cecil Medicine 2011
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Phan loai DT

1. PTD tip 1:
Do tw mién, pha hdy té bao B & tuy dan dén thiéu insulin tuyét déi
2. BT tip 2:
Do dé khang indulin, dan dan giam tiét insulin do suy chirc ning té
bao B tuy

3. DTD thaiky:

DTD dwoc chan doan trong tam c& nguyét thi 2, thir 3 clia thai ky
4. Tipdac biét:

DTD kh&i phat & nguoi tré

Bénh ly tuy

Do thudc (glucocorticoid, diéu tri HIVAIDS, hay sau ghép tang)

ADA 2019

Tiéu chuan chan doan BPTD
Hiép héi BT Hoa Ky - ADA 2019

Tiéu chuan chan doan BT

1. DH d6i = 126 mg/dL (7.0 mmol/L) (nhin déi téi thiéu 8 gi®).
Hoac

2. BH 2 gi¢ sau lam nghiém phap dung nap 2 200mg/dL (11.1mmol/L)
(udng 75-g glucose theo tiéu chuan ctia WHO)

Hoac

3. HbA1C = 6.5% (48 mmol/mol). (Xét nghiém theo P.Phap NGSP hay
DCCT)

Hoac

4. bH bét‘ky 2 200 mg/dL (11.1 mmol/L) v&itriéu chirng clia tdang BH
(udng nhiéu, tiéu nhieu, sut can

Diabetes Care Volume 41, Supplement 1, January 2018
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Céac bién chirng man cau Dai thao duong

BiEN CHUNG MACH MAU BiEN CHUNG MACH MAU
NHO LON
Bénh vdong mac BTD —
Nguyén nhan hang dau gay : . Dot quy,
mu mét & tudi lao dong  DTD gia tdng 150-400%
nguy co

Bénh than BT
Nguyén nhan hang dau gay
ra bénh than gd cudi

\ Bénh tim mach
i Nguyén nhan hang dau gay tir
vong & BN BTD tip 2

Bénh than kinh DTD
Nguyén nhan hang dau ctia hdi
chirng ban chan dai thao dwdng
va cét cut chi dwdi khong do
chén thwong

Bénh mach mau ngoai bién
Nguyén nhan hang dau clia cat
cut chi dwéi khong do chén
thwong

CVD, cardiovascular disease; QoL, quality of life; T2DM, type 2 diabetes melltus

2013 Edition. Diabetes F . hitp:/Awwwid, |_6E_Atlas_Full_0.pdf. Accessed August 2014
Fowler MJ. Clinical Diabetes 2008;26:7782

ADA. Diabetes Care. 2013;36:1033-46

UKPDF-KIEM SOAT BUONG HUYET TiCH C’'C SOM LAM
GiAM BiEN CHUNG

Intensive vs
conventional treatment
]

10-year post-trial follow-up
(non-interventional)

1977- 1991 1997 > 2007

Randomization (20 years) (30years)
Trial End

. Any diabetes related end point
[l microvascular disease

[ Myocardial infarction
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Céc nghién ctru lién quan kiém soat dwéng huyét tich cuwe

I Inma: Trlai
Kendall DM, Bergenstal RM. © International Diabetes Center 2009

UK Prospective Diabetes Study (UKPDS) Group. Lancet 1998;352:854.

Holman RR et al. N Engl J Med. 2008;359:1577. DCCT Research Group. N Engl J Med 1993;329;977. . Long Term FO"OW-Up
Nathan DM et al. N Engl J Med. 2005;353:2643. Gerstein HC et al. N Engl J Med. 2008;358:2545. i

Patel A et al. N Engl J Med 2008;358:2560. Duckworth W et al. N Engl J Med 2009;360:129. (erratum: *in TIDM

Maritz T N Engl ] Med 2009:361:1024)

Muc tiéu didu tri DTD (theo ADA 2019)

Muc tiéu diéu tri

HbA1C < 7 % (53 mmol/mol).
DPH mao mach doi 80-130 mg/dL (4.4-7.2 mmol/L)
PH mao mach sau an <180 mg/dL (10.0 mmol/L)

Muc tiéu diéu trj thy thudc ting ca nhan dyra trén: thoi gian D7D, tudilky vong
séng, bénh phoi hop, bénh tim mach, bién chirng mach mau nhé do BTH, nguy
co ha BH

DH sau an: 1-2 gio’ sau an

Diabetes Care Volume 41, Supplement 1, January 2018
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Table 1—A framework for considering treatment goals for glycemia, blood pressure, and dyslipidemia in older adults with diabetes

Diabetes in Older Adults

American
Diabetes
.Association.

Bedtime  Blood

Reasonable A1C goal

(A lower goal may be

set for an individual if
achievable without

TECUITENL DT SEVEre Fa.atmg or

(Long-term care or expectancy makes
end-stage chronic illnesses**  benefit uncertam
or mDL{Cﬂl[C to severe

cognitive impairment

or 2+ ADL dependencies)

Patient characteristics/ hypoglycemma orundue  preprandial  glucose  pressure

health status Rationale treatment burden)  glucose (mg/dL) (mg'dl) (mmHg) Lipids

Healthy Longer remaining life <7.5% 80-130 80-150 < 140/80 Statin unless
(Few coexisting chronic expectancy contraindicated
illnesses, intact cognitive ornot tolerated
and functional status)

Complex/intermediate Intermediate remaining <8.0% 80150 100-180 <140/80 Statin unless
(Multiple coexisting life expectancy, high contraindicated
chronic illnesses* treatment burden, ornot tolerated
or 2+ instrumental ADL hypoglycemia
impairments or mild to vulnerability, fall risk
maoderate cogritive
impairment)

Very complexfpoor health Limited remaining kife <8.3%1 100-180  110-200 <150/90 Consider likelihood

of benefit with
statin (secondary
prevention moreso
than primary)

ADL:activities of daily living

Hong Kong (2674/12633)
China (887/4495)

India (1135/3700)
Philippines (847/3770)

South Korea (276/1457)

Singapore (98/272)
Taiwan (14/87)
Thailand (68/206)

Total (6109/27 153)

Tinh hinh kiém soat PH tai Chau A

Hon 50% BN BTP chau A khéng dat muc tiéu HbhAlc <7.0%
A HbA <7-0%

[ Young-onset diabetes
Il Late-onset diabetes

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. $p<0-001. Error bars indicate 95% Cls. 14

Yeung RO, et al. JADE Programme. Lancet Diabetes Endocrinol 2014; 2: 935-43
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Dién tién tw nhién cta BPTD typ 2

Bién chirng xudt hién tir nhirng giai doan rdt sém

Years from  _qg -5 0 5 10 15

diagnosis i ;

Unget Diagnosis

p-Cell function *

Insulin resistance _
Insulin secretion |

Postprandial glucose

Fasting glucose ' T ; —
nag 1 Microvascular complications

Macrovascular complications

Prediabetes Type 2 diabetes

Brunton SA. Int J Clin Pract, October2015, 69, 10, 1071-1087

NOI DUNG

2. Thuéc ha PH
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Lich str thudéc ha PH

* gJagr.'ag}ﬁ:'gﬁ?ﬁ';uﬁTse ¢ 1983-Recombinant 2008-Colesevelam
stopped in early 1920s) human insulin approved for diabetes

¢ 1984-Second-generation 2009-Bromocriptine
SUs approved for diabetes

t |1995-Firs| AGI (acgrbosq)

1946-NPH insulin 2013-First SGLT-2
1922-First exogenous inhibitor (canagliflozin)
4 insulin administered to |

<4
fiiiian 1996-First TZD
(troglitazone)

1915 1935 1955 1975 1995 2015
4 1936-PZl insulin

P 1997-First meglitinide
(repaglinide)

1956-First commericially
available SU in United
States

2005-First amyli ist
1923-Insulin (lletin) 12005 "fa;'l'i'r“"'ig:g""'s
4 commercially available in 1956-Lente insulins .
the United States To50-Metformin 2005-First GLP-1
* . 2 4 receptor agonist
introduced (outside {exenatide)
United States; y
4 |introduced to United 2006-First DPP-4
States in 1990s) inhibitor (sitagliptin)
American
Diabetes Diabetes Spectrum 2014 May; 27(2): 82-86
- Association.
Drugs for diabetes mellitus
|
[
" '
Insulins Noninsulin antidiabetic drugs

Rapid, shot- Intermediate-  Slow, long-
acting acting acting
(lispro, regular)  (NPH, lente)  (glargine)

| | | | | |

mrm:‘:gues Biguanides A'p“?r;ﬁi'gﬁg;'dm Thiazolidinediones  Amylinanalogs  Incretin  SGLT2 inhibitors
(glipizide) (metformin) (acarbose) (pioglitazone) (pramlintide) ~ modulators | (canaglifiozin)

GLP-1 DPP-4
analog inhibitor
(exenatide)  (sitagliptin)

Source: AJ, Trevor, B.G. Katzung, M. Kruidering-Hall: Katzung & Trevor's Pharmacology: Examination & Board Review, 11th Ed.
Www.accesspharmacy.com

Copyright © McGraw-Hill Education. Al rights reserved,

9/21/2019



So séanh hiéu qua giam HbA1c (%) cta cac thuéc ha BH

B suifonylureas

B Metformin

h. W Thiazolidinediones
[l GLP-1 analogues®

[l SGLT2 inhibitors

[l DPP-4 inhibitors

Insulin® -2.5 B Alpha-glucosidase
inhibitors
(incl. acarbose)

0.0

-3.0

v

Australian Diabetes Society. A new blood glucose management algorithm for type 2
diabetes. A position statement of the Australian Diabetes Society. Australia:
Australian Diabetes Society, 2014

Vi tri tac dong cta thudc ha PH cd

5 J
%ﬁwﬁ"& :

ALPHA - GLUCOSIDASE
T INHIBITORS (slow sugar absorption S:AI'EET;;;?[?EESAS

in the gut)
T &

>

—lp BETTER SUGAR LEVELS A

BIGUANIDES 1 Increase insulin

(Decreases glucose

production BIGUANIDES
by the liver) THIAZOLIDINEDIONES
(increase uptake of sugar by muscle & fat cells)

';,,-"

production by pancreas

b

9/21/2019
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Cac thudc ha BH cu

Agent MOA Dosage Avoid Side Effects Notes
Sulfonylureas: [ stimulate -Once or twice Severe - hypoglycemia (esp - take 30 min before a
insulin daily hepatic /renal [ glyburide) if elderly, meal
glyburide secretion -gliclazide dysfxn poor meal schedules, - Alcohol 1! risk of
gliclazide extended worsening renal hypoglycemia
glimepiride release is QD function - B-blockers — mask
- weight gain (esp hypoglycemia cardiac
glyburide) Sx’s
- nausea, anorexia
Biguanides: - Inhibits -Particularly - renal - Gl discomfort - does not cause
metformin gluconeogene J suitable if impaired - weight loss (mild) hypoglycemia
sis overweight (Cl.g<60) - lactic acidosis (rare) - has @ lipid effect
-l insulin -500 mg qd up - liver **stop it before
sensitivity to 2250 mg impaired using iodinated
daily in divided - heart contrast media**
doses failure - B12 deficiency
a-glucosidase delays CHO 50 mg qd up to - severe renal | - GI discomfort - does not cause
Inhibitors: absorption 50-100 mg tid dysfunction/ - LFT’s — dose hypoglycemia by itself
acarbose from GI tract J with first bit of liver cirrhosis related (rare) - U digoxin levels
each meal - 1BD
Thiazolidinedio J - PPAR-y -Pioglitazone - caution in - weight gain - 3 week onset, peak
nes: receptor 15-45 mg qd HF - edema 8-12 weeks
Pioglitazone agonist -Rosiglitazone - Use with - anemia -with or w/o food
Rosiglitazone - 1l insulin 2-8 mg qd insulin may - LDL but U after 8 -Should not cause
sensitivity precipitate weeks hypoglycemia if used
HF -U triglycerides alone
- Class 3,4 HF -Monitor LFT’s
Meglitinides: Stimulate Repaglinide 0.5 -hepatic - weight gain -take immed. before
Repaglinide insulin to 4 mg tid ac dysfunction - Hypoglycemia less meals. Skip dose if
Nateglinide production Nateglinide than SU’s meal is missed.
like 120-180 mg ac
sulfonylureas J tid
Vi tri tAc dong cua thudc ha DH mai
Insulin secretion
M Sulfonyureas
5
Incretins =
a glucosidase k 4
inhibitors ey
Amylin
Bile acid ~ .
sequestrant

4

Hepatic
glucose

output
W Metformin
¥ Thiazolidinediones

LipotoXicity

Thiazolidinediones

Hyperglycemia
A 8

" Gl

Glucose

reabsorption

Y

Glucose uptake and

Salicylates

utilization

4 Thiazolidinediones
4 Metformin

i

Nors

9/21/2019
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Vai tro cda Incretins trong can bang BH

Thircan

Pancreas

Glucose-dependent
Insulin from beta

el f ot
s ) glucose & co
Phéng thich
incretin & rudt

—
Co’quan DPP-4 ‘ Glucose dependent sx alucose
tiéu héa enzyme Glucagon from ‘ ‘g
alpha cells o gan

Active
(GLP-1)

GLP-1 khéng GLP-1 khong
hoat dong hoat déng /

o

DPP-4=dipeptidyl-peptidase 4
GIP=glucose-dependent insulinotropic peptide
GLP-1=glucagon-like peptide-1

Diéu trij incretin

Mixed meal
GLP-1 (9-36)
Intestinal -
GLP-1
release @eLENCED) Rapid inactiv;m BEE |v
active ~.__(>80% of pool) -

'
v

Renal
clearance

GLP-1 Receptor Agonist

Kieffer TJ, Habener JF. Endocr Rev. 1999;20:876-913 Deacon CF et al. Diabetes. 1995;44:1126-1131

9/21/2019
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Diéu tri incretin

DPP-4 Inhibitors GLP-1 Receptor Agonists

Orally administered SC administered exogenous peptide
Inhibits degradation of native GLP-1 Direct interaction with GLP-1R

Physiologic concentrations of GLP-1, GIP Pharmacological concentrations of GLP-1R
and other peptides agonist

Native Exendin-4 Analogs of Hman GLP-1

Sitagliptin

Vildagliptin Exenatide BID

Saxagliptin Liraglutide

Exenatide QW

Alogliptin

Linagliptin

Albiglutide

Lixisenetide

Taspoglutide

Nhom thuéc rc ché men DPP-4

Sitagliptin Januvia® Merck 2006 100mg qd
(US, EV)

Vildagliptin Galvus® Novartis 2007 50mg bid
(EV)

Saxagliptin Onglyza® AZ/BMS 2009 5mgqd
(US, EV)

Alogliptin Nesina® Takeda 2010 25mgqd
(Japan, US)

Linagliptin Tradjenta® Boehringer 2011 5mgqd

Ingelheim/Lilly | (US, EU)

13



Thudc trc SGLT2 (Sodium-glucose co-transporter 2)

Blood Renal
Proximal
basofateral Tubule

|Urine|

apical / tubular

anaa Wi

51 segment
of proximal

= tubue
~80% of glucose

— Colecting SGLT EEcel ~90% reabsorption g
gt segment of o=
"15'/. reabsorption Glucose (—4/?LUU>— : ‘G]ucose j
{ubule

L SGLT-2
b4 inhibitors

Na

o

http://www.diabetesincontrol.com/sglt2-inhibitors-a-new-class-of-  hitp.s tulane.
diabetes-medications/

‘pharmwiki php/oral_L ic_drugs

Thuéc trc SGLT2 da dwoc cdng nhan & Hoa Ky & Chau
Au

40 countries including EU, USA, China,

Canagliflozin Russia

Dapagliflozin 40 countriesincluding EU, USA, Japan,
Empagliflozin Empa-Reg outcomt study

Ipragliflozin Japan

Luseogliflozin Under review for approval in Japan
Tofogliflozin Phase 3

9/21/2019
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Clinical pharmacology of sodium-glucose co-transporter-2 inhibitors

Oral
Molecule Dose range bioavaila
bility (%)
I 5-10 mg once
Dapagliflozin daily 78
Canagliflozin MESLU IR |
once daily
o . 10-25mg
Empagliflozin once daily N/a
. 100-300 mg
Ipragliflozin once daily 65

Elimination
pathway

Hepatic and renal
UGT1A9

UGT1A9 and 2B4

UGT1A3,
UGT1AS8,
UGT1A9, and
UGT2B7

UGT1A9 and
UGT2B4

Dose modifications

Should not be initiated in patients with
eGFR <60 ml/mt/1.73 m?

No dose adjustment in patients with
€GFR >60 ml/min/1.73 m?

Dose limited to 100 mg once daily in
patients with

eGFR >45 <60 ml/min/1.73 m?
Stopped in patients with

eGFR <45 ml/min/1.73 m?

Dose adjustment in patients with
creatinine clearance <60 ml/min
Contraindicated in patients with
creatinine clearance <45 ml/min
No adjustment in hepatic failure

Dose limited to 100 mg once daily in
patients with

eGFR >45 <60 ml/min/1.73 m?

Not recommended in patients with
eGFR <45 ml/min/1.73 m?

NOI DUNG

3. Didu tri TP

9/21/2019
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The U.K. Prospective Diabetes Study

A review

1977-1997

Diabetes Care 21 (Suppl. 3):C35-C38. 1998

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE

10-Year Follow-up of Intensive Glucose
Control in Type 2 Diabetes

Rury R. Holman, F.R.C.P., Sanjoy K. Paul, Ph.D., M. Angelyn Bethel, M.D,,
David R. Matthews, F.R.C.P., and H. Andrew W. Neil, F.R.C.P.

1998-2008

N ENGL) MED 350;15 WWW.NEJM.ORG OCTOBER g, 2008

10-Year Follow-up of Intensive Glucose
Control in Type 2 Diabetes

C Myocardial Infarction

1.0
P=0.01

0.8

Conventional
therapy

Proportion with Event
o
kS

Sulfonylurea—insulin

0.0 T T T T 1
5 10 15 20 25
No. at Risk
Conventional therapy 1138 1013 857 578 221 20
Sulfonylurea—insulin 2729 2488 2097 1459 577 66

D Myocardial Infarction

1.0
- P=0.005
H 0.8
&
S
5 9& Conwentional
=
2 04
t
g’ 0.2
a Metformin
0.0 T T T 1
0 5 10 15 20 25
¥ Vears since Randomization
No. at Risk
Conventional therapy 411 360 31 213 95 4
Metformin 342 317 274 214 106 16

G Death from Any Cause

1.0
2 P=0.006
E 0.8 Conventional
& therapy
=
H 0.6
c
2 04
;=
E— 0.2 Sulfonylurea—
& insulin
0.0~ T T T 1
0 5 10 20 25

T
1
Yaa Rand

B

No. at Risk
Conventional therapy 1138 1066 939 665 270 28
Sulfonylurea-insulin 2729 2573 2276 1675 680 83

H Death from Any Cause

10
H
2 s
£ 06
£ o
c
S 04
£
o
& 02
&

P=0.002

Conventional
therapy

Metformin

No. at Risk

T
5 10 15 20 25

Yea

Conventional therapy 411 387 345 246 116

Metformin 342

7
328 296 239 124 11

http://www.nejm.org/doi/full/10.1056/NEJIM0a0806470

N ENGLJ MED 359:15  WWW.NEJM.ORG _OCTOBER 9, 2008

9/21/2019
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METFORMIN: Lwa chon dau tay diéu tri DTD typ 2 trong tat ca cac khuyén
céo

Hudng dan IDF

(Lién doan BDTD
Thé gisi)

Hudéng dan .
ADA | STANDARDS OF Wi
. MEDICAL CARE i O ‘ﬁ;—-‘.ﬁ'
(HC_)I PTb Hga IN DIABETES—2019 J
Ky) IDF DIABETES ATLAS

Eighth edition 2017

[

o consensus reporT

Pon g th ué n Manag:me:t Zf hypevglga;;nia i:s type2 dia:;el;:s', Zr?“l si: E.onsensus
report by the American Diabetes Association and the European
ADA/EASD Assodiation for the Study of Diabetes (EASD)

(HOT N/C DTD | e sowes onié st sith o' aert xmar o i

~ ~ Geltrude Mingrone* - Peter Rossing™"+ Apostolos Tsapas"" - Deborah J. Wexler ' . John B. Buse™
chau Au)

© e s forhe Sty o Dbt rd A D st 208

Tiép can thuéc ha BH theo Hiép Hoi DTD Hoa Ky 2019

'COMPELLING NEED TO MINIMIZE WEIGHT
PREFERABLY COMPELLING NEED TO MINIMIZE HYPOGLYCEMIA GAIN OR PROMOTE WEIGHT LOSS ( COST IS A MAJOR ISSUE™ "\
‘SGLT2i with evidence of reduting
SGLT2i with HF -m/n!cmwmmssimin GLP-1 RAwith
proven CVD CYOTE i o6FR adenuaiy’ PP GLP-1RA SGUTZF ™ goodefficacy seurar @ e
benefi’, [ for weight loss'
VD benefit! mn:" If SGLT2i not tolerated or ¥ I T ¥ o i
adequat indi if66FR less.
than adequate’ad GLP-1 RA ks o, - L
] sboretarget | | sbovetarget | | sbevetarget | | shovetaget | | WHSAsbovetamet || [ den, sbovetmet |
with proven CVD benefit!
L J <+ ¥ ¥ R 2
6LP-1RA soin?
I HbA, above target it above target serz 62 R OR GLP-1 RAwith
l = ] l ks S ] [ [ DPP-6i DPP-4i Sourz good efficacy o sut
] w [ ] forweight oss*
IF further intensification is required or « Avold TZD in the setting of HF w BLP-1RA
patient is now unable 1o tolerate
GLP-1 RA and/or S6LT2i, choose ’ ) * & ‘ * ¢ * * *
agents i - b dass | HHeA, bove target ] [ wmrboveramet || [ tion,abovetarget |
+ Consider adding the other class g e 4 ¥ + <4 ¥
ol 0P g
e T M SHT20 o prove of HE (i oton GLP-1RA [ i ][ o intorsor | | [+ gyt
« DPP-4iif notan 6LP-1 RA : ::Tllhllllh‘ :ndhi:ELlF—‘! m\nmm%sm-dlm a acquisition
. mlmunm‘ [ 1t HhA,_above target J st risk of weight gain « Consider DPP-4i OR SBLT2i with
. PREFERABLY lowest acquiston cost*
Consider the addition of SU‘ OR basal insulin: DPP-4i {if not on GLP-1 RA)
= ter based on weight neutrality
« Consider basal insulin with Lower risk of hypaglycemia” T N
IF DPP-&i not tolerated or
o e . o . For GLP-1 RAstrongest 5. t for OVD effects. contraindicated or patient aready on
sitnger o empagilci» canagicin " Deglde gargine U300 < largn U100 eemit < P et 6LP-1 RA, cautious addition of:
B i ragl g = SU* = T20° + Basalinsulin
for initiation and continued use 9. i li i e
liftoi fon tion in CKD. prrity i il
10.Cosi i
Degludec or U100 glargine have demanstrated CVD safety expensive and DPP-4i relatively cheaper
American
2018 by American Diabetes Association Melanie J. Davies et al. Dia Care 2018;41:2669-2701 A Diabetes

9/21/2019
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PHAC DO DIEU TRI BTD TiP 2 -HOI NOI TIET & BT VN (VADE) 2017

Stepwise approach

Giim cin néu thira cin + dinh duimg + luyén tap +/- Metformin

L,

y

Sau 3 thing khong Sat myc tién HbAlc

Metformin réu chua Giing, bodc Metformint thude chém khic (6 the 1a thade vicn

hoze insulin, dong vin thy thé GLP-1)

Sau 3 thang khong 23t muc tén HbAlc

Metformunt 2 thude chém ke

r

Saw 3 thang khorz dat muc tién HbAlc

‘ ; Thméc vidnt msuln tiém ahaew lan +- thuoe khéng phai msulin

Cic loai thube diéu tri DTD an luot 1a: Metformin, thude e ché kénh dong van chuyén
natri-ghicose (SGLT2i), Sulfonvlurza. Glinides, Pioglirazon, Ut ché enzym alpha
glucosidase, Ue ché enzym DPP- 4, Déng vén thu thé GLP-1, Insulin. 3

Diabetes Care Volume 39, May 2016

77

0o

SGLT2 Inhibitors and
Cardiovascular Risk: Lessons
Learned From the EMPA-REG
OUTCOME Study

Diabetes Care 2016;39:717-725 | DOI: 10.2337/dc16-0041

CrossMark

Muhammad Abdul-Ghani, "
Stefano Del Prato,” Robert Chilton,”
and Ralph A. Defronzo®

Diabetes Care Volume 39, May 2016

9/21/2019
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EMPA-REG

" Study Design

* N = 7020 patients with T2D and CVD

* Randomization
— Empagliflozin: n = 4687
Placebo: n= 2333

* Noninferiority study: prespecified HR margin = 1.3 for
primary endpoint

— Primary endpoint: composite of CV death, nonfatal Ml (excluding
silent MI), or nonfatal stroke

— Secondary endpoint: composite of CV death, nonfatal MI (excluding
silent MI), nonfatal stroke, and hospitalization for unstable angina

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

EMPA-REGOUTCOME: cumulative EP S
incidence of death from CV causes

In patients with T2DM and at high risk of CV events, in addition to standard care
9

Empagliflozin
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P<0.001
Hazard ratio, 0.62 (95% CI, 0.48-0.77)

30 36 42 48

Adapted from:Zinman et al., NEJM 2015
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2019 ESC Guidelines on diabetes, pre-diabetes,
and cardiovascular diseases developedin
collaboration with the EASD

1fHbA . above target
The Task Force for diabetes, pre-diabetes, and cardiovascular

diseases of the European Society of Cardiology (ESC) and the

European Association for the Study of Diabetes (EASD)

Authors/Task Force Members: Francesco Cosentino* (ESC Chairperson) (Sweden), l
Peter . Grant* (EASD Chairperson) (United Kingdom), Victor Aboyans (France),
Clifford ). Bailey' (United Kingdom), Antonio Ceriello' (Italy), FHOA, above
Victoria Delgado (Netherlands), Massimo Federici' (Italy), Gerasimos Fillppatos ikl
(Greece), Diederick E. Grobbee (Netherlands), Tina Birgitte Hansen (Denmark),
Heikki V. Hulkuri (Finland), Isabelle Johansson (Sweden), Peter Juni (Canada), + Consdraiing e
Maddalena Lettino (Italy), Nikolaus Marx (Germany), Linda G. Mellbin (Sweden), other chass (GLP-| RA ‘
Carl ). Ostgren (Sweden), Bianca Rocca (Italy), Marco Roffi (Switzerland), or SGLT2i) with proven
Naveed Sattar' (United Kingdom), Petar M. Seferovic (Serbia), Miguel Sousa-Uva CVD benefc
(Portugal), Paul Valensi (France), David C. Wheeler' (United Kingdom) ‘ggj‘;k"”“
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Continue with addition of other agents
a5 outlined above

!
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Consider the addicon of SU OR

basalinsulin:

+ Choose later generacion SU with lower
risk of hypoglycaemia

+ Consider basal insulin with lower risk
of ia

B Type 2 DM - On metformin

ASCVD, or high  very high
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v

* Consider addng the
other cass (GLP-| RA
or SGLT2) withproven
CVD benefit

«DPP4ifnoton
GIPIRA

« Baslinstin

+T2D (notin HF pa)

]

Continue Metformin
lonotherapy
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DPP4i || GLP-I RA e T

==

If HbA, above target

|
SGLT2i | SGLT2i GLP-I RA SGLTZi or
or or  or DPP4i DPP4ior
0 TID | orTZD GLP-IRA
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|

Continue withadicn of other agents
25 outlined above

!

1{HbA. above target

|

Consider the addition of SU OR

basal insulin:

+ Choose laer generation SU wih lower
isk of hypogycaema

+ Consider basalinsulin with lower risk
of hypoglycaemia

Chi dinh insulin trong d

Tam thoi :
Phau thuat
Thai ky, sanh san
NMCT, nhiém tring cap
Bién chirng cép ctia DTD
Lién tuc:

iéu tri DTD tip 2

- Khi chirc nang cta té bao beta tuy gidm, that bai voi

thudc vién ha BH
» Nguyén phét
» Thr phét

— Tuy nhién van con tén tai 2 cau héi:

e Bat dau diéu triinsulin khi

nao ?

« Phuong phap diéu tri nao 1a thich hop nhét?
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Initiate Basal Insulin

ADA 2017

Usually with metformin +/- other noninsulin agent

Start: 10 U/day or 0.1-0.2 U/kg/day
Adjust: 10-15% or 2-4 units once or twice weekly to reach FBG target

For hypo: Determine & address cause; if no clear reason for hypo,
& dose by 4 units or 10-20%

If A1C not controlled, consider
combination injectable therapy

Add 1rapid-acting
insulin injection before
largest meal

Start: 4 units, 0.1 U/kg, or 10%

Add GLP-1RA

If not tolerated or AIC

basal dose. If AIC <8%, consider - target not reached, -

¥ basal by same amount
Adjust: 4 dose by 1-2 units or
10-15% ance or twice weekly
until SMBG target reached

change to 2 injection
insulin regimen

If goals not met, consider

For hypo: Determine and —a— changing to alternative

address cause; if no clear reason
for hypo, ¥ corresponding dose
by 2-4 units or 10-20%

If A1C not controlled,
advance to basal-bolus

insulin regimen

Change to premixed
insulin twice daily (before
breakfast and supper)

Start: Divide current basal dose
into % AM, ¥ PM or ¥ AM, ¥z PM
Adjust: 4 dose by 1-2 units or
10-15% once or twice weekly
until SMBG target reached

For hypo: Determine and
address cause; if no clear reason
for hypo, ¥ corresponding dose
by 2-4 units or 10-20%

If A1C not controlled,
advance to 3rd injection

Add 1 rapid-acting
insulin injection before
largest meal

Start: 4 units, 0.1 U/kg, or 10%

Add GLP-1RA

If not tolerated or AIC

basal dose. If AIC <8%, consider -— target not reached, —

¥ basal by same amount
Adjust: # dose by 1-2 units or
10-15% once or twice weekly
until SMBG target reached

change to 2 injection
insulin regimen

If goals not met, consider

For hypo: Determine and -a— changing to alternative —jm

address cause; if no clear reason
for hypo, ¥ corresponding dose
by 2-4 units or 10-20%

Add =2 rapid-acting
insulin injections before
meals (‘basal-bolus’)

Start: 4 units, 0.1U/kg, or 10%
basal dose/meal. If AIC <8%,
consider ¥ basal by same amount

insulin regimen

Change to premixed

insulin twice dally (before
breakfast and supper)

Start: Divide current basal dose
into % AM, % PM or ¥z AM, ¥2 PM
Adjust: # dose by 1-2 units or
10-15% once or twice weekly
until SMBG target reached

For hypo: Determine and
address cause; if no clear reason
for hypo, ¥ corresponding dose
by 2-4 units or 10-20%

If AIC not controlled,
advance to 3rd injection

Change to premixed
analog insulin 3 times daily
(breakfast, lunch, supper)

If goals not met, consider

Adjust: # dose(s) by -2 Units O | —g— changing to alternative —

10-15% once or twice weekly to
achieve SMBG target

For hypo: Determine and
address cause; if no clear reason
for hypo, ¥ corresponding dose
by 2-4 units or 10-20%

insulin regimen

Start: Add additional injection
before lunch

Adjust: 4 doses by 1-2 units or
10-15% once or twice weekly to
achieve SMBG target

For hypo: Determine and
address cause; if no clear reason
for hypo, ¥ corresponding dose
by 2-4 units or 10-20%

Figure 8.2—Combination injectable therapy for type 2 diabetes. FBG, fasting blood glucose; GLP-1 RA, GLP-1 receptor agonist; hypo, hypoglycemia.

Adapted with permission from Inzucchi et al. (21).

1 ADA 2017
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Két luan

« Kiém soat BH tich cwc lam gidm céc bién chirng
mm |&n & mm nho

« Diéu tri DTD tuy thudc tng ca thé, bénh phéi
hop, bénh ly tom mach di kem

« Lwa chon thubc diéu tri PTD dwa vao hiéu qua,
an toan & giam dwgc nguy co tim mach
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