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CVOT(Cardiovascular Outcomes Trial)
-

SAVOR TIME 53(saxagliptin)
EXAMINE(alogliptine)
TECOS(sitagliptin)
CAROLINA(linagliptin)
CARMELINA(linagliptin)

ELIXA(I|X|senat|de)
EXSCEL(exenatide)
SUSTAIN-6(semaglutide)
PIONEER-6(semaglutide)
LEADER(liraglutide)
REWIND(dulaglutide)
HARMONY(albiglutide)

EMPA- REG OUTCOME(empagliflozin)
CREDENCE(canagliflozin)

CANVAS, CNNVAS-R(canagliflozin)
DECLARE(dapagliflozin)
DAPA-HF(dapagliflozin)

VERTIS CV(ertugliflozin)

Good ZF2 CVAHA B7}4) =2 CVAIA B7H-) FQ QVAHA B7H-)
HYLUREH AHEE(ED) T8 CV AR 24 +- 8 CV AR 4 +-(H g1
AEL2 AEsE U
Chst Elo] ol 2 ARHE U9 Aa
e
Bad AlELA] Ob A A2 Risk of thyroid C-cell DKA &7t
tumors?
Jtl Al EF X | Xl
-+ |_I o k. |_I =A (|
« 2019 Y& TZ X|E, KDA

 Standards of Medical Care in Diabetes 2020, ADA
* AACE/ACE Comprehensive Type 2 Diabetes Management

Algorithm 2020
c BB EXN 507|T 2
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Oral medication of Type 2 DM
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Oral medication of Type 2 DM u2g

5) StXto| QAMAERO| el TITH FARE 2K Hete S Alde = ULt
[B, 1]

6) HeteW A dYZd 21 MY 2/, HSO|Lf A 2Eeo| Cfst =
WE De{sf UM E MEBICL. [E, 1a]

7) S48z A aidetE Shtst 2R A= sodium-glucose
cotransporter (SGLT)2 AX X & M #Eet oL =zat7t YFE AKX E 2
M™o gz Dna{sict [A, la]

8) YT H ZHO| ZHSHA Xt 42 desd HEn UNE8 =38k
2ol = MM 0ol Heto|L B, £ Q=elX| 28 12{otCt. [E 1a]

Injection therapy of Type 2 DM S

* GLP-1 4845 8%
1) 2272 FAHE E| =(glucagon-like peptide, GLP)-1 =& 4| &t £X| =
ch=o=, = C|HE|ZHE|CIOpK|(dipeptidyl peptidase, DPP)-4 /X
HE Melet d7AH et Helsto At = ULCH [A, ]
2) GLP-1 +=8XZ&X = 7|XMQl=glat &L =+ QUL [A ]

3) Sgdehd degatAeo] SEE Ya R0 A = GLP-1 =8 %}
X & dgdtag o=t g3 E AME FUH2 = NE{SHhLA,
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Injection therapy of Type 2 DM

* Insulin
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Low Intermediate High
(or Decrease*) (or Neutral*) [or Increase®)
Efficacy
v Benefit NN NN B
Hypoglycemia Risk | NN I N

Body Weight*

M2&l Shie Y ok X| =2 X| &l 2017

Triple

SGLT2i Insulin

DPP4i

DPP-4i

Insulin

SU/IGLN]' ——— —

+
SGLT2i ==
—

Insulin

Low Intermediate High

Efficacy

Hypoglycemia risk | NN IR

Insulin ====t==

Body weight gain

cv benefit NN N

AGI ==
DPP4i SGLT2i " Tz0* ' AGl* 'GLP-‘IRA Insulin* ' ' DPP4i ISGLTZI " SU/IGLN)' 'GLP-1RA

SU/[GLN)

Low Intermediate High
Efficacy

Hypostycearis I I I
Body weight gain

v benefit I I —

If glycemic target is not achieved within 3 months,
add drug: Mono = Dual = Triple therapy
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Low Intermediate High
(or Decrease*) (or Neutral*) (orIncrease®)
Efficacy
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a1 - —_
dgdgtEe o 0kt
>~ = O
USE XS MH o
2 1

H2d ety QI&RIXE ¥02|F
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Newly Oral Hypoglycemic
Diagnosed Agent Failure
Diabetes
Symptoms + HbA1c >9.0%
Basal Insulin GLP-1RA Basal Insulin Premixed
+/-OHAs +/-OHA +/-OHA Insulin
xlorx2
l +/-0HA
Intensification
Add Prandial Insulin

Premixed

Insulin
x2orx3
+/-0OHA

Switch to
Premixed Insulin
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STANDARDS OF
MEDICAL CARE
IN DIABETES—2020

Standards of Medical Care in
Diabetes - 2020

American Diabetes Association (ADA)
2020.1

Diabetes Care
B 79

Diagnosis of diabetes .

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.*
OR

2-h PG =200 mg/dL (11.1 mmol/L) during OGTT. The test should be performed as described
by the WHO, using a glucose load containing the equivalent of 75 g anhydrous glucose
dissolved in water.*

OR

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

DCCT, Diabetes Control and Complications Trial; FPG, fasting plasma glucose; OGTT, oral glucose
tolerance test; WHO, World Health Organization; 2-h PG, 2-h plasma glucose. *In the absence of
unequivocal hyperglycemia, diagnosis requires two abnormal test results from the same sample or
in two separate test samples.
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Glycemic Goals

Diabetes Care

0

STANDARDS OF
MEDICAL CARE
IN DIABETES—2020

Table 6.3—Summary of glycemic recommendations for many nonpregnant adults

with diabetes
Al1C

Preprandial capillary plasma glucose
Peak postprandial capillary plasma glucoset

<7.0% (53 mmol/mol)*
80-130 mg/dL* (4.4-7.2 mmol/L)
<180 mg/dL* (10.0 mmol/L)

*More or less stringent glycemic goals may be appropriate for individual patients. Goals should be
individualized based on duration of diabetes, age/life expectancy, comorbid conditions, known
CVD oradvanced microvascular complications, hypoglycemia unawareness, and individual patient
considerations. tPostprandial glucose may be targeted if A1C goals are not met despite reaching
preprandial glucose goals. Postprandial glucose measurements should be made 1-2 h after the
beginning of the meal, generally peak levels in patients with diabetes.

Diabetes Care

L

51

0.

A
MEDICAL CARE
IN DIABETES 2020

2=

Approach to Individualization of Glycemic Targets ™=

- HExH 21
¢ HbAlc < 7%
o CHEEO[ HIYA MOl
o 2= HE<80-130 mg/dl, AlZ 1~24]
Zt& et <180 mg/dL
* HbAlc <6.5%

« MEE & 2258 -0 M2 =Xt

o W2 i 08| 7t MEtlod rE
metformin@tQ 2 XH7}s, 71 7|Cjofg,
MNEH o 7| 2E()

* HbAlc <8.0%

- S5 MY HE T2 J|04Y, TE
OJMER e TS, O SHHE S
CEYER Q) 7% ZEHO| 032 4

Patient / Disease Features

Risks potentially associated
with hypoglycemia and
other drug adverse effects

Disease duration

Life expectancy

Important comorbidities

Established vascular

complications

Patient preference

Resources and support
system

More stringent 4= AIC 7% == Less stringent

3
=

high

|

newly diagnosed long-standing

long short

a|qelipow Jou Ajjensn

|

few / mild severe

|

absent few / mild severe |

|

highly motivated, excellent
self.care capabilities

preference for less
burdensome therapy

21qelIPOW AllenuaIod

readily available limited
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3

.

Medications in type 2 DM

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

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

'OF BASELINE
/A1C OR INDIVIDUALIZED A1C TARGET

HF OR CKD
’VD PREDOMINATE!
200 20 2 PREDOMINATES 4 4 J'
] « Partiulaty HFYEF = | COMPELLINGNEEDTO g
: Established ASCVD (WVEF <45%) ~ MINIMIZE WEIGHT GAINOR  COST IS A MAJOR ISSUE**
. PROMOTE WEIGHT LOSS

carotd or lower extremiy >30mg/g, partiularly
‘artery stenosis >50%, or LVH) UACR >300 mg/g | DPP-4i I ‘ GLP-1RA l I SaLT2R l | g I GLP-1 RA with n
_ ‘good effcacy T
| =4
ose®

3 R 3 R 2
= B B BES

ha g OVOTe oQF e ¥ 03
SGLT2? oR

saurze

SGL saurze GLP-1RA
resitn conrandatod o  oGFR s o
than adequale*dd GLP-1 RA i or on PP oPp a1 RAwn e s
on on oo effcacy
v i N T GLP-1RA . for weight
loss*
¥ 3 4 3 3 3
| WATC above target. | T T
kil (| ] ¥ { | 3 3
(GLP-1 RA andlor SGLT2, choose | | Choose sgens demenstaing ( ] & &5
Lo RA or SGL RAnot
T | WAIC above target | b
with proven CVD benefit! = # 3 ¥ b el S * Consicler DPP-4| OR SGLT2I
« DPP-4iifnoton GLP-1 RA Inthe setting of HF (1 ‘weight gain Wi lowest acquistion cost™
« Basalinsuin® noton GLP.1 RA) (Considerth aciton of SU* OR basal insuin: )
Tz » Basal Insulln® o ari W
- SU -su = Consicler basal insulin with lower risk of hypoglycernia” based on weight neutrality
. . Chooes atr ganeration SU o kower ek o ypogyoemie,
2 lmehidahas o sk O sty 0 DPPA P =
g 0 it el of oGP o Ikt corud s RS ———y e
o x o GLP-1 RA, cautous addon of:
macs s
CriCCE * SU* + TZD* - Basal insulin
4. Deghudec or U100 glargine have demonstrated CVD sefety
s T2a ety mere expanaiv and PP ke cheeper

Diabetes Care
B .

B 79

Medications in type 2 DM

FIRST-LINE therapy: metformin and comprehensive lifestyle
If HbAlc above target proceed as below

ESTABLISHED ASCVD or CKD

WITHOUT ESTABLISHED ASCVD or CKD

ASCVD HF or CKD
PREDOMINATES PREDOMINATES

HYPOGLYCEMIA Weight Cost

or PREFERABLY

SGLT2i
GLP-1 GLP-1
RA . . .

HbA1lc > target

HbA1c > target >
HbA1c > target B HbA1c > target HbA1c > target

Add other drugs
Add other drugs Add other drugs Add other drugs Add other drugs
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Diabetes Care

Medications in type 2 DM

FIRST-LINE therapy: metformin and comprehensive lifestyle
If HbAlc above target proceed as below

ESTABLISHED ASCVD or CKD

WITHOUT ESTABLISHED ASCVD or CKD

PREDOMINATES PREDOMINATES

HYPOGLYCEMIA Weight Cost

or PREFERABLY

SGLT2i B B
D owa | 03 | sam | o | o f s

HbA1c > target

HbA1c > target >
HbA1lc > target B HbA1c > target HbA1c > target

Add other drugs

Add other drugs

Add other drugs Add other drugs Add other drugs

Diabetes Care

PREFERABLY
GLP-1 RA with proven

__________________ T-LINE therapy: metformin and comprehensive lifestyle
SGLT2i with proven CVD benefit If HbA1lc above target proceed as below
if eGFR adequate®

'VD or CKD

WITHOUT ESTABLISHED ASCVD or CKD

If further intensification is required or | § OMINATES
patient is now unable to tolerate
GLP-1 RA and/or SGLT2i, choose
‘ REFERABLY
agents demonstrating CV safety:

SGLT2i
* Forpatientsona GLP-1RA, | o0 oppai | OP1 | seum2i | To 6LP-1 ¥ seirai su T2D
consider adding SGLT2i RA RA
with proven CVD benefit’
= DPP-4i if not on GLP-1 RA
= Basal insulin®
n TZD*
= SUS

HYPOGLYCEMIA Weight Cost

HbA1lc > target HbAlc>target | HbAIc > target

Add other drugs

Add other drugs Add other drugs

| other drugs
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Medications in type 2 DM

FIRST-LINE therapy: metformin and comprehensive lifestyle
If HbAlc above target proceed as below

ESTABLISHED ASCVD or CKD
WITHOUT ESTABLISHED ASCVD or CKD
PREDOMINATES PREDOMINATES

HYPOGLYCEMIA Weight
or PREFERABLY

SGLT2i | epa . GLP-1 )
DPP4i SGLT2i | TzD ra | ser2i

HbA1lc > target > 1

HbA1c > target >
HbA1lc > target B HbA1c > target HbA1c > target

Add other drugs Add other drugs Add other drugs Add other drugs

Add other drugs

Diabetes Care

PREFERABLY /p e 2 D M

SGLT2i with evidence of reducing

HF and/or CKD progression in
CVOTs if eGFR adequate® X ) )
---------- CIEEEEEEEEEE hetformin and comprehensive lifestyle
If SGLT2i not tolerated or Hove target proceed as below

contraindicated or if eGFR less
than adequate? add GLP-1 RA with
proven CVD benefit’

\

WITHOUT ESTABLISHED ASCVD or CKD

= Avoid TZD in the setting of HF

Choose agents demonstrating
CV safety:

= For patients on a SGLT2i,
consider adding GLP-1 RA
with proven CVD benefit!

= DPP-4i (not saxagliptin) L
in the setting of HF (if HbAlc > target HbA1c > target HbA1c > target

not on GLP-1 RA)
Add other = Basal insulin®
= SUF

1§

Add other drugs Add other drugs Add other drugs

Diabetes Care

STANDARDS OF
IEDICAL CAR .
IN DIABETES—2020
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Medications in type 2 DM

ESTABLISHED ASCVD or CKD

ASCVD HF or CKD
PREDOMINATES PREDOMINATES
HYPOGLYCEMIA

SGLT2i
HbA1lc > target
HbA1c > target
HbA1c > target
Add other drugs

FIRST-LINE therapy: metformin and comprehensive lifestyle
If HbA1c above target proceed as below

WITHOUT ESTABLISHED ASCVD or CKD

Weight

HbA1c > target

Add other drugs

Add other drugs
Add other drugs

or PREFERABLY
‘ get

HbA1lc > tar;

Cost

Add other drugs

AR

SaLT2i

) i GLP-1RA SGLT2R
SGLTi saLT2k éin in
oR oR DPP-di DPP-4i
D ™ | PR OR
20 GLP-1RA

Continue with addition of other agents as outlined above

TZD®

Consider the addition of SU® OR basal insulin:
= Choose later generation SU with lower risk of hypoglycemia
= Consider basal insulin with lower risk of hypoglycemia”

GLP-1 RA with
good efficacy
SeLrar for weight
loss®
If quadruple therapy required,

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
T

= Insulin therapy basal insulin

with lowest acquisition cost
OR

= Consider DPP-4i OR SGLT2i

with lowest acquisition cost™

- 189 -



202041 CBIIAZAZIZISHE] 22101 spaiaThE]

=

h h 4

ites Care
COMPELLING NEED TO b |
COMPELLING NEED TO MINIMIZE MINIMIZE WEIGHT GAINOR  COST IS A MAJOR ISSUE®-1®
HYPOGLYCEMIA PROMOTE WEIGHT LOSS gy O
ARDS OF
EITHER/ ?EI]‘T%%R—EOZO
DPP-4i GLP-1 RA SGLT2¢ TZD PP, U Tz
good efficacy :
¥ ‘l’ J, \L for weight salrar T T
i
AIC IfAIC I | IfAIC I | HAIC I o f ; ]

above target

¥ Semaglutide > liraglutide > dulaglutide > exenatide > lixisenatide

) . = >
SGLT2¢ SGLT2 OR OR
OR OR DPP-4i DPP-4i GLP-1 RA with TZD™ su®
TZD 2D PR OR SGLT22 good efficacy
TZD GLP-1 RA for weight
" J I J - J v
[ If A1C MM ] ¥ ¥ [ If A1C above target ]
¥ | If AC above target <3 J
[ Continue with addition of other agents as outlined above ] \ll \L
,l, If quadruple therapy required, = |nsulin therapy basal insulin
( or SGLT?2i and/or GLP-1 RA not with lowest acquisition cost
[ If A1C above target ﬂ tolerated or contraindicated, use OR
¥ il = Consider DPP-4i OR SGLTi
welght galn with lowest acquisition cost'®
Consider the addition of SU® OR basal insulin: PREFERABLY

= Choose later generation SU with lower risk of hypoglycemia

DPP-4i (if not on GLP-1 RA)
= Consider basal insulin with lower risk of hypoglycemia” based on weight neutrality
|

AMERICAN ASSOCIATION OF CLINICAL ENDOCRINOLOGISTS
AMERICAN COLLEGE OF ENDOCRINOLOGY

AACE/ACE COMPREHENSIVE

TYPE 2 DIABETES
MANAGEMENT ALGORITHM

AACE/ACE Comprehensive Type 2
Diabetes Management Algorithm 2020

American Association of Clinical Endocrinologists (AACE) and American
College of Endocrinology (ACE)

2020.1
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TYPE 2 DIABETES

INDIVIDUALIZE For patients without concurrent serious For patients with concurrent serious
GOALS A1C <6.5% jjnez; and atlow hypoglycemic risk A1C>6.5% s and ot isk for hypoglycemia

ESTYLE THERAPY AND ONGOING GLUCOSE MONITORING (CGM preferred)

INDEPENDENT OF GLYCEMIC CONTROL, IF ESTABLISHED OR HIGH ASCVD RISK AND/OR CKD, RECOMMEND SGLT2i AND/OR LA RA

Entry A1C 27.5% - 9.0% Entry A1C>9.0%
DUAL THERAPY' RIPLE THERAPY' SYMPTOMS

NO YES
v
Entry A1C <7.5%)
Independent of

Tl
v

<3
5]

- v DUAL INSULIN
control, if . 0 ) *
v _Metformin earhlisher v/ _DPP4i Ge T Other
i oo R =N = OR Agents
— risk, CKD 3, or
5 , = TRIPLE
v EXZE HFYEF, start LA A sue B A Sesolimsuiin =} Therapy
v _DPP4i GLP1-RAor = v DPP4i =
— - A Basalinsulin ™ e ™
AL SGLT2i with ———
v ASi [P v Colesevelam Qi Calesevelon -
efficacy PR -
A SUGLN v Bromocriptine QR v _Bromoariptine QR ADD OR INTENSIFY
b —
Py v INSULIN
B —— Refer to Insulin Algorithm
| IMET | LEGEND
! +
or other agent  Few adverse events and/or
1 Order of medicati hierarchy of usage; length of line reflects strength of recommendation passile banefits
2 Ifnotatgoal in 3 months, proceed to next level therapy A\ use with caution
*CKD 3 \ozin; HFTEF. dapag/ifiozir
canagifiozin; pegitoc

PROGRESSION OF DISEASE

v

AACE/ACE Comprehensive Diabetes
Management Algorithm 2017

LIFESTYLE THERAPY

(Including Medically Assisted Weight Loss)

MONOTHERAPY* SYMPTOMS
&
~/ Metformin -> DUAL THERAPY* > | NO YES

/ GLP-1RA ¢ SLELBA S TRIPLE THERAPY
SGLT-2i

MET = - ME
g4 !
1 or other or other TRIPLE
/ AGI Ist-line g Basal Insulin 1st-line i Basal insulin Therapy

agent agent +
v Colesevelam 2nd-line ./ DPP-4i

+ . t v
/ Bromocriptine QR b  Colesevelam
v AGi
SU/GLN

Other
Agents

D! INSULIN
Therapy +
OR

=

./ Bromocriptine QR
T — ADD OR INTENSIFY

v AGi INSULIN

%
G
<
a
=
[ |Z

f not at goal in 3 months SU/GLN Refer to Insulin Algorithm
proceed to Dual Therapy If not at goal v !
in 3 months
proceed to v LEGEND
Triple Therapy o— If not at goal in
3 months proceed Few adverse events and/or
to or intensify possible benefits
* Order of medications represents a suggested hierarchy of usage; s L Use with caution

length of line reflects strength of recommendation

BERSOSGEREERS ST IFOMN* O F D ISEASE

COPYRIGHT © 2017 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/EP161682.CS
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Gl ic Control Algorith
AC s6.5% [omesnesonnmzes | A1C>6.50 s
LIFESTYLE THERAPY AND ONGOING GLUCOSE MONITORING (CGM preferred)

INDEPENDENT OF GLYCEMIC CONTROL, IF ESTABLISHED OR HIGH ASCVD RISK AND/OR CKD, RECOMMEND SGLT2i AND/OR LA GLP1-RA

TRIPLE THERAPY' SYMPTOMS
NO YES

DUAL THERAPY'

v

Entry A1C <7.5%
Independent of
control, if

—_—
v DUAL
I 9N Thera.
%) = ) e
e C-CUINEN  csbished | BN T A . OR
v BT ASCVD or high A E A Suew E
— risk, CKD 3, or
e " TRIPLE
v m HFrEF, start LA A susn (o] i Basal Insulin (o) Moo
- [ — s — s Py
LR GLP1-RA or v/ DPPai
AL SGLT2i with A =kt ™M — [
v AGi proven T v Colesevelam .
— B iy o  — I
SU/GLN -
L v _Bromoariptine QR Y el ADD OR INTENSIFY
v v A INSULIN

— Refer to Insulin Algorithm

l MET 4 |
or other agent

, Fewa /ents and/or
possi ts

1 Orderof ions represents a suggested hierarchy of usage; length of line reflects strength of recommendation
2 Ifnotatgoal in 3 months, proceed to next level therapy A uvse
*CKD 3: canagifiozin; HF(EF. dapaglifiozin

PROGRESSION OF DISEASE

v

EXPERT CONSENSUS DECISION PATHWAY

2020 Expert Consensus Decision
Pathway on Novel Therapies for
Cardiovascular Risk Reduction in
Patients With Type 2 Diabetes

A Report of the American College of Cardiology Solution Set Oversight Committee

2 O 2 O Endorsed by the American Diabetes Association
Expert Consensus Decision Pathway on
Novel Therapies for Cardiovascular Risk
Reduction in Patients With Type 2 Diabetes

AMERICAN COLLEGE OF CARDIOLOGY (ACC)
2020.8

- 192 -




0| £ &. SaX|20M HEQH

Algorithm to manage ASCVD Risk

Do not start an SGLT2
inhibitor (no safety
data available).

Patient is 218 years old with
T2D and 21 of the following:
ASCVD*, HF, DKD',
or at high risk for ASCVD*

ient pregnant
or breast feeding?

Consider starting an SGLT2
inhibitor with proven ASCVD,
HF, or DKD benefit
(see Tables 2 and 5).5

After a di ion incorporating pati linici No | Do notstart
preferences and priorities (see Table 6), does ——+| an SGLT2
inhibitor.

the patient wish to initiate an SGLT2 inhibitor?

l Yes

£ -\

ASCVD, HF, or DKD benefit.
* Canagliflozin, dapagliflozin, or
empagliflozin is appropriate.
* See Table 2 for dosing and cautions.
0 dose titration is require
* Adjust other antihyperglycemic
therapies if necessary.

Monitor response to therapy
(see Section 5.4 and Table 7)

and consider further therapies
for CV risk reduction, as
indicated.!

2020 Expert Consensus Decision
Pathway on Novel Therapies for
Cardiovascular Risk Reduction in
Patients With Type 2 Diabetes
AR e A el o ooy Sl S O Gt
Ctondty e Ao Dot it

[

Patient is 218 years old with T2D and 21 of the following: ]

ASCVD* or at high risk for ASCVD."

< & Yes Do not start a GLP-1RA
[ Is the patient pregnant or breast feeding? (no safety data available).

Ino

Consider starting a GLP-1RA with proven
ASCVD benefit (see Tables 4 and 5).%

|

After a di fon Incorporating patient-clinick
preferences and priorities (see Table 6), does
patient wish to initiate a GLP-1RA?

lYes

No [ Do not start
a GLP-1RA.

o Dillsglutida: Iraglitide or ok bl

sam:gm(ide is appropriate.

¢ See Table 4 for dosing and cautions.

* Start at lowest dose and follow labelling
instructions for dose titration to minimize
side effects.

* Adjust other antihyperglycemic therapies,
if necessary. )

- I

Monitor response to therapy (see Section 5.5
and Table 8) and consider further therapies for
CV risk reduction, as indicated.§ )

a-Glucosidase TZD:

Metformin

inhibitors

Sulfonylurea DPP-4 inhibitors SGLT-2
e e & inhibitors
Glinide | GLP-1 analogue |

Bliid glucose |
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Sk g

Metformin + Sulforylurea

2R

W Metformin + Thiazolidinediane 1%
Matformin + DPP-4 inhibitor

W Metformin + SGLT-2 inhibitor 6%

W Sulfonylurea + Thiazolidinedione Sulfony
Sulfonylurea + DPP-4 inhibitar 1%

EH
H

=1

-
k!

irea + Thiazolidinedione ‘

M Sulfonylurea + Alpha-glucosidase inhibitor Metformin + SGLT-2 inhibitor 2016
W Etc 3%
0
n 1
{ ] @ -
e —
o o ] N —
L a a
2005 2007 2008 2008 2010 2m €012 M3

| —— ]

3%
2%

SR /oo + Thiszoldinodion

3%
56%

1
1

* Diabetes Fact Sheet
in Korea 2018

ana 015 2016

(Year]

Metformin

~
7oA Sl 2
Lx Qlealdd 7
HbAlc ZA & 1) 1.0~1.5%
J
e ™
AT RO HIET =8, 2 & 37|
HNEB7 s ) _
vitB12 ZA
N 92
B 7h AEOf Al 27
XEst 7t
AN AFESH= HAF Al BX 28
N J
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Sulfonylurea
.
ezl olael 2H 55t
HbAlc 21k 1.5~2.0%
Aot s £
N J
4 I
HEY 7t
2 gy
HSS7t
ELEE
HEE, BHY S 258
N J
glucosidase Inhibitor
(" N
A8 QYBOM YR S5E AH
N aEg A
HbAlc ZtA 2 1} 0.5~1.0%

N J
4 I
MSS7t 8= oI 32| =&

e gis 2317|350

EREE B 7, AF0) Al Fo
N J
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Thiazolidinedione

HbAlc ZtA 21t 0.5~1.4%

olo
53

-

o0
o

Meglitinide

~
Klo

IH
ol
<

od

=l
10
il
foF
3

HbAlc ZtA 21t 0.5~1.5%

MBSt

=
S

MES 7t

xd

10
il
1
oF
Ir

H10= O|LH)

=]
o1

ul

b

Al AR 7Hs

75 oY
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4 N
Incretin (GLP-1, GIP) 2 %, ®=H0| £8 U2 Qg2 24|, AlS 32712 24| AR,
HbAlc ZA &1} 0.5~1.0%
MEH, DS 0I0] ofgh AL, ARHMS, NEBAY, £ ZF0| TS SIAIFIX %>
- J
e ' N\

HES7H gle

-9 o
MY ol
AMDHE I}
19 13] AlALR} B gl0| & 7ts

L N J

* Elgendy 1Y, Mahmoud AN, Barakat AF, Elgendy AY, Saad M, Abuzaid A, Wayangankar SA, Bavry AA.

meta-analysis of placebo-controlled randomized trials. Am J Cardiovasc Drugs 2017;17:143-55.

Cardiovascular safety of dipeptidyl-peptidase IV inhibitors: a

SGLT-2 inhibitor

4 ™
MEOM E HEF-E AXSH0] AHOE T HiE.
HbAlc ZA &1} 1.0~1.5%
K}ggﬂygg} A, AEE AL 2 A F9H: Empagliflozin, Dapagliflozin
J
a - N\
Mg NEY s Hn?|H ZE, 7IHE5
AAtet 2HA 10| Y 13| 58 St
M7|5 EZ(cana,empa,dapa) oACHE 1T}
AMEHM 7t A (Empa,cana,dapa) 1 MY SO M F2
N e J
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o
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S
ol
Kl
ol
10

IH

f: 0.6~1.9%

=]
ol
N

N1

b

HbAlc

CV death Zt2 S 9: Liraglutide, Semaglutide, albiglutide(HARMONY)

AT GLP-1 S AtA| &7} Semaglutide

-

T owm Y
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* Metformin + Others
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e-GFR

45-59 30-44 1529 <1%
Metformin un]mgﬂéﬂlﬁ e 2% 2%
Hl D‘—I- . 5 Rgg;éli}\ide\ [ [ | [ =za
* SGLT2i, GLP-1a, DPP4i ] I I I
DPP-4 inhibitors
*' -C.>_ —I -c';:l |:|. Sitagliptin 100 100m:; 50mg 25mg 25mg
BN - = EEERERT
* DPP4i, , GLP-1a, a-GI, Meglitinide R Im L ate S e i
= Al Xk OH Wﬁg ﬁg':é 1?5%g s?sﬂmgg a??s%
So L zogl[[g:i_n zZom Zzomg 2gumg liomg xlrosomﬁ
+'SU, TZD, DPPAI(YE T Zt2), GLP-1a e —
Dapaglifiozin g El
ySE=l=, ool
\praglifiozin
* SU, Meglitinide X| 2| . | e
Glimepiride F9 Fol F29|
A : in! H ol = K Glipizide | | [ = [ =z [ =9
I:I Et}- O1| |-_9__1_|' A;:mse ‘ inhihitalrs I
. SGLT2|(EmpagI|rozm, Dapagliflozin, canagliflozin) ogiose [ ' asus | ASus

* GLP-la(Liraglutide, dulaglutide, Semaglutide, albiglutide) i ssng I osme I~ tsne | ssng I csme'
G:.I;slez‘o:tledp:lir agonlsts |

[
Liraglutide | | |
Dulaglutide | | |

*e-GFR > 50 8% ZH #8Y, 1 e-GFR<60 Al¥ 3%, "*e-GFR<25 3%
8y zHEEe

| n=gg | n=gs
I | m=eg

[

Ctiy H3IQHO| H&7|5(2018.6.1)

2R 2
« CHEQHOZ 2471 O|AF ECHS| T CI2 9| S}LI0Y| Edl= AL 2 7|
Hol s Kan| 155 2710 BEOUE UBY N
* (71 HbALC 27.0%
. (Lh 228 >130mg/dl
« (ChH Al=dEt zlSOmg/dI

* HbALC >7.5% 20| = Metforming ZE3tsl 2K @HS NSEH Q-
* Metformin £0f 27| X} £ 22820 2 Metforming T0{g 5= gle B2 Ol
Sulfonylurea71| Otxle =osk 2% 2 HE HSEH oY
* 2N FOfYdoE 2H Y 21E 7t 42 & 150 Fojot 32k 21F

* 3N 2E
- 28 2ES 2-47)9 O|4 &
St A 2R 155 270

« OF 2K 2Eo|A AI™EX] e 9fN|o| ZE0| Zetk|0AE OfL &Lt
Metformin+Sulfonylurea +Empagliflozin2 @I
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Chir Hot 8ol H37|+(2018.6.1.)

* GLP-1 =81 22X
. AN HeaH
« E0jCH4: Metformin+SulfonylureaZi] %K HEENZ L3 YHUXHES o 5 Q=
NS
(1) M| & ZFX|4=(BML Body mass index)>25kg/m* tEE=
(2) Insulin 23 & 2 gl 2t
« ROty
(1) 3% HE Q% (Metformin +Sulfonylurea+GLP-1 =& X|
(2) 35 E8a Yoz Xt dYIfMOo| O|FO|Zl B2 2
(Metformin+GLP-1 £ 8X &5H)S 1™
e Insuline}t HEQ
« 71X Insulin(nsulin &= = Metformin &) S0 0| = HbALCIt 7% O| A0l AL
* 7|X Insulin+GLP-1 £=8H| & 5H|X¥(+Metformin)g QI

OB 1y

STAEN HgeEH 202178

SGLT-2
ey i Sulfonylur|Meglit | o:gucosidese 17D DPPV inhibitor
= ea inide | inhibitor inhbitor T : : ;
dapadli | ipragli {empadli| ertugi
flozin | flozin | flozin | flozin
Metformin oy | oE pars o1 o | 2 | od | 2E | 2F
Sutfonylurea o1 oI oI oy | o
Meglitinide I oI g oI
arglucosidase inhibitor oIy o | o
Thiazolidinedione ol oIy | o™ oI
DPP-1V inhibitor oIy ol oy
dapagliflozin | 2179 ol
SGLT-2 | ipraglifiozin | QI
inhibitor | empaglifiozin| 91X
ertuglifiozin oI
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e X7| HbAlc7} 9% O| A9l AL insulinE0 Q1™
eInsulin tr=Q@ 4 L= 4718 St HX| 22X 500 = HbALCZ}
7% 0|40l A Insulin 1 A7 S HX|2H o e
ol
Lo
* Insulindt A& ':Fhl':ﬁﬂﬂxﬂ 2ENMA| H2QHe olMet of A8
S X2 K 24 2B0M 2 7ééEI7<I ‘BéE oFH| Q| =g0| ZEE|0f
Me o g,
* Rosiglitazone 9 Ipragliflozinge Insulin ALK QF H-EA| CI7HSIX| OfL| gt

2H B e

* Metformin+DPP4i
= I S i =
« HE20| M1 OtE A dE AotE 1}

. Metformm + SGLT2i

o MEE At or YL =2 If: EmpagliflozinXtC| ¥, DapagliflozinZ A| 7}
c Sega Ny, AR
T2 OHE MYl 50{E Ao R OdEs = (E A M=)

. Metformln + GLPla
* NTHO| B (eCFR) W E If, O H 2Bl g 0
. GLPlam#} 3% 284S AXOF 28 20f 7hs
* Liraglutide 2l £ X}, dulaglutideEEE|A|E|
« &3 Z7 semaglutide EA|L|EH 7|CHE= =8
» SGLT2i + DPP4i
g E|L047|-.v: Hat Al 50/ 75 M, Metformin £7H5A| 18
- AZZY 2y
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2H B e E

- DPP4i+TZD
- HEYH £2 1, AFI|S L2 o
- =507t

*« TZD +GLP1la or SGLT2i
Mg Yes2 M, MY LE W, NESES7F A™E I
+ = 0{QHE
« SU + Metformin or TZD
s MEX 2N EA, MBSt REE
* GLP1a + SGLT2i
- Al At o2 ol 7t 7 tEl= =8
=

Iy o>
2
rO

1]

3N ER R E

» Metformin+DPP4i+SU

-2 3K X E P O
. Metformin+DPP4| HotoH s X7, dcth 24647 Zosh
- SU 820 WMt HSS7t M 0| dg &= A0 Xt 1 s

» Metformin+GLP1a+SU
c AlET S QS Al HIESV} QES =Y
. 101 7f
* Metformin+SGLT2i+SU
« Dapagliflozin, Empagliflozin Bt 20 7}&
. Metformin+DPP4i+TZD
* X‘|°d El'ol 7-|o| = 3X‘” a3
- dlE B HO| I &2 X0l X

= — =

M

- 202 -




0l &£ &, Yux|Z0lA HEQH
e
ol H
3N 8ot
e Metformin+TZD+SU
« IMHQI 3K 2 H
 NE37t 2AE
e Metformin+TZD+SGLT2i(GLP1a)
c QN HE HFEe =
o S{X} SGLT2i(GLP1la) @F TZD H& =0 Q¢I&0| ¢t=l
* Metformin+DPP4i+SGLT2i
« HEg oy Zha,
 NE H4LAE %OF O|5k 7|t = UZ
« DPP4iQ} SGLT2i HE &0 21™0| &|X] &
* Metformin+GLP1a+SGLT2i
- Al Aot o2 flo 7HE 7|t =
- HE230] otE
A2 74 10¢ | o| H St
ol 2l 49K

 Insulin+Metformin
+ Insulin AR O 2 QI3 HEZ71 &4
* Insulin Af22F ZEA
e Insulin+TZD
e Insulin AF22F ZtA
* ME 57t
* Insulin+SU
c AT PRI =2
s NMEY gd " 39t
* Insulin+DPP4i
Al "ERE|Y =8
* Insulin+SGLT2i
o A4S HoAs kot HES 7t AR
* Insulin Afﬂ%', A

5
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Ozl ZRoNol Hata

¢ Insulin+Metformin+SU
« A AS ZHOM Y
- MEHQ Q= £
- HEd, HES7t
¢ Insulin+Metformin+DPP4i
« 2t W 2AE FHOAM FH
¢ Insulin+Metformin+SGLT2i
- "doAsket s 7l
- U2 %K =9 7=

Diabetes Care
Take Home Message g

l‘NiIABj: —202!’3‘
FIRST-LINE therapy: metformin and comprehensive lifestyle

If HbAlc above target proceed as below

ESTABLISHED ASCVD or CKD

WITHOUT ESTABLISHED ASCVD or CKD

ASCVD HF or CKD
PREDOMINATES PREDOMINATES

HYPOGLYCEMIA Weight Cost

or PREFERABLY
GLP-1 SGLT2i
SGLT2i GLP-1 GLP-1
RA . . .
. . DPP4i Ra | sewm2i | TzD ra | seur2i TZD
- [ ]

HbA1lc > target

HbA1c > target HbA1c > target
HbA1c > target & HbA1c > target g

Add other drugs

Add other drugs Add other drugs Add other drugs Add other drugs
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Take Home Message

SGLT-2
ey Metorrin |SulfonylurMeglit | aguesieee | 1) DPPV inhibitor
= ea inide | inhibitor ihbior ™4 oai T I l i
pagli | ipragli | empagli| - etugi
flozin | flozin | flozin | flozin
Metformin oy | g | 28 oIy g | o | o2d | 2 | 2™
Sutfonylurea o1 oI oI oy | o
Meglitinide I oI g oI
arglucosidase inhibitor oIy o | o
Thiazolidinedione oy | oIH s
DPP-IV inhibitor oI’y oy
dapagliflozin | 2179 o1y
SGLT-2 | ipraglifiozin | QI
inhibitor | empaglifiozin| 91X
ertuglifiozin oI
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