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26 Feb 2019-10 Mar 2019

% Time CGM is Active

Glucose Ranges

S

Targets [% of Readings (Time/Day))

= (HbA1CHIEDEEN D IND)

GLUCOSE STATISTICS AND TARGETS
13 days ~—— Very High2somgian) ... ... 20% (4h 48min)
99.9%
250
Highai-2somgl). ... ... .....23% (5h 31min)

Target Range 70-180 mg/dL .....
Below 70 mg/dL... -
Below 54 mg/dL...... ...
Above 180 mg/dL
Above 250 mg/dL ... ...

Greater than 70% (16h 48min)

...Less than 4% (58min)
Less than 1% (14min)
Less than 25% (6h)

Less than 5% (1h 12min)

Each 5% increase in ime in range (70-180 mg/dL) is clinically beneficial.

mg/dL

12 pm

180
Target Range (70-180 moidL) ... ... 47% (11h 17min)

]
54 M| OW (5469 mgidL).................co.ooeerrnr... B0 (58min)

— Very Low (<54 mgia).. .. .. ...6% (1h 26min)

Diabetes Care Publish Ahead of Print, published online June 8, 2019
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Validation of Time in Range as an
OQutcome Measure for Diabetes
Clinical Trials

Diabetes Care 2019;42:400—405 | https://doi.org/10.2337/dc18-1444
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Diabetes Care 2018;41:2370-2376 | https.://doi.org/10.2337/dc18-1131
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Figure 1—Prevalence of DR by severity, as a function of TIR quartile.
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oren access - Sulfonylureas as second line drugs in type 2 diabetes and the
risk of cardiovascular and hypoglycaemic events: population
based cohort study

Antonios Douros,'*? Sophie Dell’Aniello,' Oriana Hoi Yun Yu,"* Kristian B Filion,"?
Laurent Azoulay,">® Samy Suissa™*®
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(DEHIEZE HR : 1.73 (1.32~2.26) HR : 1.02 (0.79~1.31)
DI EEBE HR : 1.56 (1.24~1.97) HR : 0.95 (0.75~1.20)

DHT HR : 1.60 (1.39~1.84) HR : 1.09 (0.95~1.25)
SR IMAE HR : 8.14 (4.74~13.98) HR 7.27 (4.34~12.16)

FiE M4 A 24 HH HR:1.21 (0.89~1.65) HR :1.26 (0.97~1.63)
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GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)

IF HbA,, ABOVE TARGET PROCEED AS BELOW
No

PREFERABLY
SGLTZi with evidence of reducing
HF and/or CKD progression in

SGLT2i with

6LP-1RA proven CVD CVOTs if eGFR adequate’
with proven benefit’, OR
CVD benefit’ if eGFR IF SGLT2i not tolerated or
adequate’ contraindicated or if eGFR less

than adequate? add GLP-1 RA
with proven CVD benefit'

2

| ifoA, sbovetarget | | IfHbA, above target

¥ ¥

If further intensification is required or
patient is now unable to tolerate

« Avoid TZD in the setting of HF

GLP-1 RA andfor SGLTZi, choose Shise A domokabalig Y ety
2ents demonstrating CV safety: « Consider adding the other class
. ) with proven CVD benefit'
. dd her cl; 5 o "
vt el | i
of HF {if not on GLP-1 RA)

- Basal insulin*

CVD benefit

T0 AVDID
CLINICAL INERTIA
REASSESS AND

MODIFY TREATMENT

REGULARLY
(3-6 MONTHS)

COMPELLING NEED TO MINIMISE WEIGHT
COMPELLING NEED TO MINIMISE HYPOGLYCAEMIA GAIN OR PROMOTE WEIGHT LOSS COST IS A MAJOR ISSUE™"
EITHER/
R OR
. i GLP-1RA with
DPP-4i GLP-1RA S6LTzi* 10 good efficacy SGLT2 U "
J for weight loss*

3 ¥ ¥ .’ i v

If HbA,_ If Wb, If HbA,_ 1f HbA,_

above target above target above target above target [ 1f HbA,, above target ] [ If HbA, above target

¥ + ¥ . ¥ ¥ ¥

GLP-1RA SGLT2¢

SGLT2i* S6LT2i OR OR GLP-1 RA with
R R DPP-i DPP-4i SGUT2i good effcacy e s
o) ™ R R for weight los’

0 GLP-1RA

¥ ¥ ¥ ¥ ¥ ¥ ¥ ¥
( IF HbA, above target IfHbA abovetarget | | IfHbA, above target
4 ¥ ¥ ¥ ¥
[ Continue with addition of other agents as outlined above If triple therapy required or S6LT2i * Insulin therapy basal insulin with

and/or GLP-1 RA not tolerated or

lowest acquisition cost

1) = F, aGlEEIRBICA > TULIECN ]

~

Lo

-

. Proven CYD benefit means it has label indication of reducing CVD events. For GLP-1 RA strongest

evidence for liraglutide > semaglutide > exenatide extended release. For SELTZi evidence
modestly stronger for empagliflozin > canaglificzin.

. Be aware that SGLTZi vary by region and individual agent with regard to indicated level of eGFR

for initiation and continued use

Both empagliflozin and canaglificzin have shown reduction in HF and reduction in CKD
progression in CVOTs

Degludec or U100 glargine have demonstrated CVD safety

5. Low dose may be better tolerated though less well studied for CVD effects

6. Choose later generation SU with lower risk of hypoglycaemia

7. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin

§. Semaglutide » lraglutide > dulaglutide > s e

9. If no specific comorbidities (i.e. no established CVD, low risk of hypoglycaemia and lower
priority to avoid weight gain or no weight-related comorbidities)

10.Consider country- and region-specific cost of drugs. In some countries TZ0s relatively more
expensive and DPP-4i relalively cheaper

> i

1 DPP-4i not tolerated or
contraindicated or patient already on
GLP-1 RA, cautious addition of:

+ SU* + TZD® » Basalinsulin
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Diabetes Res Clin Pract. 2013 May;100(2):189-94.11
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CLINICAL TRIAL

Comparison of sitagliptin with nateglinide on

mm postprandial glucose and related horm one:s i
drug-naive Japanese patients with type 2

diabetes mellitus: A pilot study

Masumi Tanimoto', Akio Kanazawa'*, Takahisa Hirose't, Tomoaki Yoshihara', Saeko KobayashiKimura', Risa Nakanishi'4,
Yuka Tosaka', Ruri Sasaki-Omote', Kyoko Kudo-Fujmaki', Koji Komiya', Fuki Ikeda', Yuki Someya', Tomoya Mita',
Yoshio Fujitani', Hirotaka Watada'***

wpartmet of Metatx 4 End Jogy, ‘Center 1o Thesapmac Innovs s, "Corter for Molecur Dlabwtciogy, and Sponology Center, Antench ity

4 Medicre, Tokyo, lagee
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Endocrine B Y
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Japanese patients with type 2 diabetes: A randomized £
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