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Abstract

The management of type 2 diabetes mellitus should comprise healthy lifestyle modifications along with
tailored pharmacologic treatment. Traditionally, the American Diabetes Association (ADA)’s Diabetes
Management Guidelines have not prioritized specific anti-diabetic drugs over others with regard to
cardiovascular disease (CVD) and mortality prevention. Recently, two novel anti-diabetic medications
proved to be significantly protective against future CVD and mortality, regardless of the glycemic levels
achieved in type 2 diabetic patients with pre-existing CVD. The 2018 ADA Guidelines recommend
SGLT2 inhibitor and/or GLP-1 receptor agonist be used for type 2 diabetes patients with atherosclerotic
CVD after metformin monotherapy failure. Considering the value of CVD protection in the management
of diabetes mellitus, this minor guideline adjustment could have far-reaching implications.

Keywords: Agonist, Cardiovascular diseases, Diabetes mellitus, Glucagon-like peptide-1 receptor,

Inhibitor, Mortality, Sodium-glucose transporter 2

Corresponding author: Jeong Hyun Park
Department of Internal Medicine, Busan Paik Hospital, Inje University College of Medicine, 75 Bokiji-ro, Busanjin-gu, Busan 47392, Korea, E-mail: pjhdoc@chol.com
Received: Apr. 27, 2018; Accepted: May 22, 2018

This is an Open Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License (http://creativecommons.org/licenses/by-
nc/4.0/) which permits unrestricted non-commercial use, distribution, and reproduction in any medium, provided the original work is properly cited.

Copyright © 2018 Korean Diabetes Association

The Journal of Korean Diabetes 71



Opinion

20184 DIRT=tE| ZIRKIE £0| FX|EH 2 s}

o X5 o]eje) e Aol A< Z}ﬂﬂrﬂ"ﬂ ik WSE
o3 o]ol Aol gk
W)= 51 8F8] (American Diabetes Association, ADA)

¢] “Standards of Medical Care in Diabetes <= JAFoJA}
T 3R} sk} Qg Ry #HEQl W 1 ffof] o]
N B AFRES 1o s gy Aol e Q4
g i 2 7 g5l H3E Te]al X 5e] A8 Hrlst
= WHE diF) 7sskar Aok SRR o] 7S AR
oxe] AXE talE = = AL o, 32} 771 <]
thekst 54 2 o)5x1e] AEAR] Sl uef Ao =
Z)-g-o] F]ojof & WAlSkaL Tt

ADA°A= i o] ANRES Zgstar dvt. 2018
T R Wigol s Qlarl 20173 vluwEiA R 71
W85l FEAQl g0l ool hAIE, oyl 2
2018\ Harebell M= BAs] 523 7id el WAo] oo
71 Fo] 9t} Section 8¢] 9 245 9]
<+(8. Pharmacologic approaches to glycemic treatment)

olgh= FEolA T A8 kel AEe] qlo] 71E
FrAEel @ idTE 8] e WA o] fte] AlAY]
7] AATHFig. 1, Table 1) (1), 2 Zol|Ali= o] F4e
wZe] k= SJSALASl o] 9 vje) Ao ths) 7kers
tjo] B s,

ro

Ok > gl
A A

ol Thek JFH AR} HlE A 5 gk 3

72

3 DCCT (Diabetes Control and Complications Trial)
A2} 2000l Wk A2 T Sxsol Al
UKPDS (United Kingdom Prospective Diabetes Study)
A ARt o5 20009t R4 Bk ] Aol 7}
7he @RAE dAH A8k Aol v 5] o
o) o 27k HEshs AT Aase] AlE dEsEn
SHA|RE o= treat-to-target (TTT) design 1152 B4

3 W 240] vlAET Ze) WA e o
7}

= =7

-

()]
S
A & AT AERAR) 9L a2
5(;1_ =]

. Food and Drug Administration) | 4]
AA| Skatol| A Al v 2]
TS TTHIINA S WA SHEHES STt o] %

= SRl e B e Bl
W7 AekA AdAE (randomized placebo controlled
double blind prospective clinical trial) S A1 848 =311z,
PFATE2 TTT designs Hlojup & 24 9] Afo]rrt
= 54 oo AldvE sl ik a3E A5ehs YR
[FAAA Eet. 1 o] % FHA 5 EellA
7o) gAEo] 4 7l m7bEel A @A Frelshs tiar e
VA=) A 10:d7F v A= AT i Al e

A7) ti-EellA] S AR Aol mEHIARE

o

2A= v

o
o>

o
il of:

olE

https://doi.org/10.4093/jkd.2018.19.2.71



j |-(d The Journal of Korean Diabetes

Antihyperglycemic Therapy in Adults with Type 2 Diabetes

At diagnosis, initiate lifestyle management, set A1C target, and initiate
pharmacologic therapy based on AIC:

—] AIC s less than 9%, consider Monotherapy. |

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

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

I or patient is markedly symptomatic, consider Combination Injectable Therapy (See Figure 8.2).
|

Monotherap Lifestyle Management + Metformin

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

AIC at target

after 3 months
of monotherapy?

Yes: - Monitor AIC every 3—6 months

No: - Assess medication-taking behavior

- Consider Dual Therapy

Lifestyle Management + Metformin + Additional Agent

- Add agent proven to reduce major adverse
cardiovascular events and/or cardiovascular mortality
(see recommendations with * on p. 575 and Table 8.1)

- Add second agent after consideration of drug-specific effects
and patient factors (See Table 8.1)

ascvp?  Yes:
No:
AIC at target

after 3 months
of dual therapy?

Triple Therapy

Yes: - Monitor AIC every 3—6 months

No: - Assess medication-taking behavior

- Consider Triple Therapy

Lifestyle Management + Metformin + Two Additional Agents

Add third agent based on drug-specific effects and patient factors# (See Table 8.1)

AIC at target
after 3 months
of triple therapy?

Yes:

- Monitor AIC every 3—6 months

No: - Assess medication-taking behavior

- Consider Combination Injectable Therapy (See Figure 8.2)

(See Figure 8.2)

Fig. 1. The American Diabetes Association 2018 antihyperglycemic therapy in type 2 diabetes: general recommendations.
Adapted from the article of American Diabetes Association (Diabetes Care 2018;41:5S73-85) [1] with original copyright

holder’s permission.

A1C, HbAlc; ASCVD, atherosclerotic cardiovascular disease.
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Table 1. Drug-specific and patient factors to consider when selecting antihyperglycemic treatment in adults with

type 2 diabetes (SGLT2 inhibitor and GLP-1 RA)

5ih CV effects
Weight Cost Oral/sQ
change ASCVD CHF
SGLT-2 inhibitors Loss Benefit: Benefit: High Oral
canagliflozin, empagliflozin  canagliflozin, empagliflozin
GLP-1 RAs Loss Neutral: Neutral High SQ

lixisenatide, exenatide

extended release

Benefit: liraglutide

Adapted from the article of American Diabetes Association (Diabetes Care 2018;41:573-85) [1] with original copyright holder’s

permission.

CV, cardiovascular; ASCVD, atherosclerotic cardiovascular disease; CHF, congestive heart failure; SQ, subcutaneous; RAs, receptor

agonists.
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