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Reduction of...

CURRENT CHALLENGES OF T2DM
AND IMPORTANCE OF MULTI-FACTORIAL
MANAGEMENT

2, FORXIG Presaring nformalien. 3, Ealey CJ el 2, Lancel 2011 3

. 4. Balley CJ ol al. BMC Medisina 2015 1143,

Type 2 diabetes : Glycemic and hypertension
control rate in diabetes patients is still low"

Diabetes
Prevalence : 12.4%

GLYCEMIC CONTROL RATE (HbA1c)

HbA1C < 6.5%
27.9%

»Only 27.9% of patients with
diabetes have reached their
target blood glucose level
>Even if the ADA
recommendation of
HbA1C<7% is applied, only
about half are under adequate

\ glycemic control

HbAIC < 7%
43.4%

Prevalence in Diabetes : 54.6%

Hypertension

HYPERTENSION CONTROL RATE

~

Non
Diabetes

68.5%

Diabetes

39.5%

Definition of hypertension
Mean SBP 140 mmHg.
DBP 90 mmHg. Or use of
antihypertensive medication

Control rate of hypertension
among treatment
BP < 130/80 mmHg

1. DIABETES FACT SHEET IN KOREA 2013 (Korean Diabetes A

Type 2 diabetes :

Most Korean patients are overweight or obese

PREVALENCE OF
OBESITY IN DIABETES
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1. T SHEET 12 (Korean Prevention)

Diabetes and obesity are closely interlinked

Relationship between BMI and risk of Type 2 diabetes
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Weight gain is associated with low patient-reported
antidiabetic treatment satisfaction and HRQoL

TSQM SE* EQ-5D*
100 P<0.0001 P<0.0001 17 P<0.0001 P<0.0001
0.90
0.83 0.81
0.79
0.80 0.77
o 0 o
5 S
8 & 071
0.70 0.67
0.60
80
0 0
No Yes <10 10-20 21-30 >30 No Yes <10 10-20 21-30 >30
Reported Amount of Reported Amount of
weight gain weight gain (Ibs®) weight gain weight gain (Ibs™)

$TSQU: Treatment Satistaction Questionnaire for Medic *EQ:SD, EuroQol-5D: (Messuring qualiy of Ife)
ation v.1.4; SE, side EQ 5D score range:
TSQM score range: 0- i 5 Goreatest satistacton) 6 prererencerneighted o Score)
1 kg= 2.204 Ibs
Marrett E, et al. Diabetes Obes Metab, 2009;11:1138-44.
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EQ-5D

* Five dimensions:
— Mobility
— Self care
— Usual activities
— Pain/discomfort
— Anxiety/depression

= Each with three levels 50|

* PLUS thermometer (VAS) : 3

Increase of visceral fat is related to the increase of
insulin resistance and CV risk in DM patients
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1. Carr DB, et al. Diabetes. 2004;53(8):2087-2094. 2. Eeg-Olofsson K, et al. Diabetologia. 2009:52(1):65-73. 3. Pi-Sunyer FX. The Impact of
Weight Gain on Motivation, Compliance, and Metabolic Control in Patients with Type 2 Diabetes Melitus. Postgrad Med. 2009;121:94-107.

5-10% weight loss can provide many clinical
benefits to DM patients
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KDA highlights the importance of glycemic control and
weight loss in overweight DM patients
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Clinicians find managing patient weight is the most
challenging thing

Cllnlclans Tind managing patient welght most challenging. Beyond weight, @
control, managing CV risk, and patient compliance

are the next most challengi ng clinical situations.
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Type 2 diabetes :
decreasing blood pressure reduces risk of complications

Decrease in risk with a mean 6 mm Hg reduction
in systolic blood pressure?
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Multiple risk factors reduction plays important roles
to manage type 2 diabetes

Multiple Risk Factors

§ roa.

Blood pressure’

CV Related Death

(4 mm Hg in SBP)

Fatal and nonfatal CHD *

*GHD: coronary heart disease
 Adapted from: Schemthaner G. Wien Med Wochenschr. 2010: 160(1-2): 8-19.
= Pi-Sunyer FX. Postgrad Med 2009;121:94-107

STENO-2 : multifactorial management significantly
reduces risk of cardiovascular events in type 2 DM1-2

In addition fo ~50% relative risk led'umon in the primary compasite endpoint, 8 sustained benefit for

CV events was =l in the i group over an additional 5.5 years?
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Reduction of...

Additional besell af

THE NEED FOR A NEW INSULIN-
INDEPENDENT APPROACH IN T2DM
AND THE ROLE OF SGLT-2 INHIBITORS

2 FORXIG¥ Presirising Information. 9. Bailey G ef &, Lance! 201G; 375:2223-2293. 4. Baley C ot al BG Medicina 2013; 1143

Multiple pathophysiological failures contribute
to hyperglycaemia - The "Ominous Octet"

Decreased Incretin effect

impalred Insulin
secreflon

Neurotransmiiter dysfunction
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Multiple pathophysiological failures contribute
to hyperglycaemia - The "Ominous Octet"

Decreased increfin eifect
Impaired ingulin Increased
secrafion lipobysis
Islet B-cell §E>
Im:leused ﬂn’.ugnn
Increased
Isled a- cvl fucose
reabsorption
Increased
hepatlc glucose
pmuucl\nn

Decreased
* glucose uptake
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Existing and novel mechanisms to reduce
hyperglycaemia in Type 2 diabetes'

Insulin-dependent mechanisms Insulin-independent mechanism

SGLT2 inhibition

@ Insulin action

* Thiazolidinediones
* Metformin

Adipose tissue, muscle and liver

6 Insulin release
+ SUs
+ GLP-1R agonists*
+ DPP4 inhibitors*

Pancreas
+ Meglitinides

9 Insulin replacement

\ « Insulin \

o o
Glucose utilisation Glucose excretion/caloric loss

“In addition to increasing insulin secretion, which s the of action,
DPP4, dipeptidyl 3 - locagon e peptide 1 u:

1. Washbum WN. 3 Med 2. Bailey CJ. Cur Diab 3. Srinvasan BT, etal. Postgrad Med J 2008,84:524-31
R Lot I P S0 e TG 30T




The role of the kidney promote glucose homeostasis!?

Glucose Homeostasis in the Body

Glucose uptake ~250 g/day:
= Brain ~125 g/day

= Kidney ~25 g/day

= Rest of the body ~100 g/day

Glucose input ~250 g/day:
= Dietary intake ~180 g/day

= Glucose production ~70 g/day
— Gluconeogenesis (liver, kidney)
— Glycogenolysis (liver)

The kidney reasorbs
and recirculates glucose

Glucose reabsorbed
~180 g/day

Glucose filtered
~180 g/day

1. Gerich JE. Diabet Med. 2010;27:136-142.
2. Wright EM et al. J Intern Med. 2007; 261:32-43.

Mechanism of glucose reabsorption in the proximal
tubule by SGLT2 and SGLT1
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Continued glucose reabsorption even at high glucose
levels induces sustained hyperglycaemia in T2DM12

Paradoxically, SGLT2 raabsorbs gl gh an insulin-independent [
aven in the presence of hyperglycasmia

. Flitared glucasa
1 Excretion’, g
thrashold / Na excretior

=
1 P

Reabsorted glucoss nomal)
- Saturation
Ithreahol

Rate of glucose filtration
reabsorption [ exeretion (mmaolimin)

o a3 133 2 mmolll  Plasma glucose
o 1406 2306 460y maldl
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Continuous glucose reabsorption perpetuates the cycle
of glucotoxicity in patients with T2DM'-2

Glucotoxicity

| Glucose uptake

1 Endogenous glucose
production

| Insulin secretion

1 Renal 3
glucose

reabsorption

Hyperglycemia

1. DeFronzo RA. Diabetes, 2009;58:773-795.
2. Poitout V et al. Endocr Rev. 2008;29:351-366.

FORXIGA: A novel insulin-independent approach
to remove excess glucose'-3

Reduced glucose
reabsorption

h Proximal tubule
A—

1_’ FORXIGA | ' Increased urinary
- excretion of excess
seLr2 lucose

T (~g7o gliday,
- filtration corresponding to
280 kcal/day*)

FORXIGA selectively inhibits SGLT2 in the renal proximal tubule

1 (375 mLiday) in @ 12-week study of healthy subjects and patients with Type 2 diabetes.*

1. Wright EM. Am J Physiol Renal Physiol 2001,280:F10-18; 2. Lea YJ, et al. Kidney Int Suppl 2007:106:527-35; =
3. Hummel CS, etal. Am 2011; ;4.5 Nair, Int 2010; 27(7): 311-316. -
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The Benefits of FORXIGA'’s
Unique MoA (Mechanism of Action)
FORXIGA'’s inhibition of SGLT2 results in daily urinary excretion
of excess glucose ~70 g providing:'

— Significant HbA,, reductions3
— Additional benefits of weight loss and a reduction in blood pressure?

[ FORXIGA acts independently of insulin mechanisms? ]

Works regardless ) Com plements Low propensity for
) N insulin-dependent .
of B-cell function . hypoglycaemia
mechanisms

Forxiga is indicated in patients with type 2 diabetes to improve glycemic control(10mg, once a ay).

Itis not indicated for the management of obesity or high blood pressure, and these effects are caused by dapaglifiozin’'s mechanism
of action.

A proper decision is necessary depending on patient's condition.
SGLT2, sodium-gucose co-ransportar-2.

1.ListJF, et a. Diabetes Care 2009 . 2. Balley CJ etal L

3. Balley CJ, et al. ADA 201 1: Poster 988.P.

Reduction of...

Additional benefi af

INDICATION AND
REIMBURSEMENT GUIDANCE

2, FORYIGA Presarbing lnformatcr. 3 Baley CJ el al, Lancel 2016; 87622262250, 4, Balley CJ el al. BMC Madicine 20°3 143,

FORXIGA can be used with various anti-diabetic agents
due to ‘insulin independent’ mode of action

et g Y

forxiga
iapagiang

Metformin
‘ 1

Insulii Insulin action Insulin release Insulin replacement
dep t : TZDs / Metformin : Sus / GLP-1/ DDP-4 / Meglitinides < Insulin
Insuli .
( Removal of glucose in kidney : SGLT2 inhibitor “forxiga” J

Foniga Prescibing Information

FORXIGA has proven efficacy and safety through
abundant clinical trials and real life experience

>193,000

patients in ongoing data already patients treated
trialst? available? worldwide*45

>20,000 4-year

“This information is an estimate derived from the use of information under licence from the following IMS Health information service: NPA Market D
‘ynamics for period February — April 2014. IMS expressly reserves the rights of copying, distribution and republication.

1. EMDAC background d Available at: i

gicandmetabolic

drugsadvisorycommittee/ucm378079.pdf. Last accessed September 2014; 2. ClinicalTrials.gov. Identifier: NCT01730534. Available online at: Clinic
alTrials.gov (updated 30 September 2014); 3. Del Prato S, et al. Presented at the 73rd American Diabetes Association Scientific Sessions, Chicago
, USA, 21-25 June 2013, Abstract 62-LB;

4. Data on file (Cegedim Strategic Data, Longitudinal Patient Databases, October 2014); 5. Data on file (IMS NPA Market Dynamics)

2015 ADA/EASD diabetes treatment algorithm recommend
SGLT-2 inhibitors as dual or triple therapy
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FORXIGA can be used with various anti-diabetic
agents based on its indication
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