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Type 2 diabetes : the prevalence of diabetes in adults
30 years and older is 12.4%
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Type 2 diabetes—most Korean patients are overweight'
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Type 2 diabetes : hypertention is uncontrolled among
Korean T2DM patients’
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1. DIABETES FACT SHEET IN KOREA 2013 (Korear

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

In addition to ~50% relative risk reduction in the primary composite endpoint, a sustained benefit
for CV events was also observed in the intensive management group over an additional 5.5 years?
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Type 2 diabetes :
controlling multiple parameters is essential Normal glucose homeostasis??

Net balance ~0 g/day

d over Glucose input ~250 g/day: w
time in glycemic control (HbA1c) and
other parameters can benefit the + Dietary intake ~180 g/day

physical health of patients with type 2 * Glucose production ~70 g/day

diabetes'5 « Gluconeogenesis
& @ «  Glycogenolysis

Glucose uptake ~250 g/day: \

* Brain ~125 g/day
* Rest of the body ~125 g/day

The kidney filters The kidney reabsorbs
circulating glucose and recirculates
Blood pressure glucose
Lipids
Glucose filtered Glucose reabsorbed
~180 g/day ~180 g/day
1. Staton . o . 61 2 pisunyerFx e 407, 3. Wilamson DF, et . Diabtos Care. 2000:23(10)1499-1504
4_Palol A, Lancet. 2007 370(9530)326.640. 5. Py K. of a. Dabotos Caro. 1967.20()514.620 1. WrgntEM. Am 1612 Gern, JE.
i i i 1,2 . . . .
Glucose handling in Type 2 diabetes FORXIGA in patients with Type 2 diabetes'-3
Glucose input >280 g/day: W Glucose uptake >250 g/day: w Glucose input >280 g/day: W Glucose uptake ~250 g/day: W
« Dietary intake >180 g/day + Brain ~125 g/day « Dietary intake >180 g/day + Brain ~125 g/day
« Glucose production ~100 g/day * Rest of the body >125 g/day « Glucose production ~100 g/day * Rest of the body ~125 g/day
+ Gluconeogenesis* + Gluconeogenesis*
+ Glycogenolysis + Glycogenolysis
O ycogenoly _ @ yeogenoly N -
Average blood glucose Increaged regbsorption Average blood glucose FORXIGA_Iimits
concentration 150 mg/dL and recirculation of concentration 150 mg/dL reabsorption and
Kidney filters all glucose Kidney filters all recirculation of glucose
circulating glucose circulating glucose
Above the renal threshold for .
Glucose filtered glucose (~200 mg/dL), glucose is Glucose filtered Exce's: 9"“;"59 s
~270 g/day excreted in the urine (glucosuria) ~270 g/day EXCI'E‘ ~e7 Ol;;lda; 'urlne

1. Gerch JE. Diabt Hed 2010:27136-42; 2 Abcul-Ghan M, DeFronzo RA. Endocr Prac 200814762-90;
1 Gerien €. 2 . DeFronizo RA 3. Dapagiozn. oi2
o s Beyond a certain plasma glucose threshold,

Normal renal glucose handling saturation of glucose transporters results in glucosuria
Excretion ooy ! Saturation A Filtered glucose
threshold -I I- threshold Gll::;:na Reabsorbed glucose

3 No excretion
Majority of glucose 1 1 to occur
is reabsorbed by . X Excreted glucose

SGLT2 (90%) - 1 |
8
= Glucose filtration |
= 2 J rate is normally 1 1
& proportional to
2 plasmaglucose | 1
] concentration 1 I
o
2

- o~ |

Proximal tubule s | 1 | Transport
o soLT2 — 2 1 Maximum for Glucose
L Remaining Minimal to 4 \ (TmG)
Rl glucose is no glucose
reabsorbed by exgre tion ]
SGLTT (10%)
Glucose o
filtration 0 83 133 25 mmol/lL  Plasma glucose
SGLT, sodium-glucose co-transporter. 0 1496 2396 4505 mgldL

1. Wiight EM. Am J Physiol Renol Physiol 2001:280:F10-18; 2. Lee Y, ef ol. Kidey Inf Supp) 2007:106:527-35,
3, Hummel CS. ef al. Am J Physiol Cell Physiol 2011:300.C 14-21
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Continued glucose reabsorption even at high glucose
levels induces sustained hyperglycaemia in diabetics!2

Paradoxically, SGLT2 reabsorbs through an insulin-independ I
even in the presence of hyperglycaemia

Filtered glucose
No excretion

3 4 Excretion »

Excreted glucose
Reabsorbed glucose (diabetes)
. / 1
=
]
9 Reabsorbed glucose (normal)
E] Saturation
s S roshol
o 14
o
]
4
0
0 8.3 133 25 mmol/L  Plasma glucose
0 1496 2396 4505  mgldL
Adapte fom Chao EC, o, Nt : Marsenc O, Am, : Nais S, et al.
2010953442

Insulin-d d }

Existing and novel mechanisms to reduce
hyperglycaemiain Type 2 diabetes’*

Inculin.ind d }

[

Insulin action

Thiazolidinediones

Adipose tissue, muscle and liver
Insulin release

* SUs

+ GLP-1R agonists*

+ DPP4 inhibitors*

o

~

SGLT2 inhibition

oA

> :7
+ Megltinides Pancreas /4
’, 7 |
3 | Insulin replacement /
+ Insulin
Glucose utilisation Glucose excretion/caloric loss
“inaddiion ecrtion, which s the . and OPPa i
0P, dipeptichl peptidas-4; GLP-1%, glucagon-ike peptde-1 receptor SU,slphonyluress
1 Wastoun i 2 Batey 4. Cur .3 Sinvasan BT, of . Postrad Hod

4 Ralesn R, et al It J Pharma Sci Res 2010,1:139-47.

FORXIGA: A novel insulin-independent approach
to remove excess glucose'?
Reduced glucose
reabsorption
FORXIGA

Proximal tubule

M Dapagiifiozin '

Increased urinary
excretion of excess
9 seLT2 o glucose
> lucose (~70 g/day,
P Glucose . g
v filtration corresponding to
280 kcal/day*)
FORXIGA selectively inhibits SGLT2 in the renal proximal tubule
by only =1 - 1o

1. Wight EM. Am J Physiol Renal Physiol 2001;280:F10-18; 2. Lee YJ, ot al. Kidney Int Suppi 2007:106:527-35,
3. Hummel CS, et al. Am S Nair, W 27(7) 31316

FORXIGA Lowers Tubular Transport Threshold

Physiological glucose conce

ntration range
650 -
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0 e
0 100 200

Mean Urinary Glucose Excretion Rate
(mg/min)

= T2DM Steady State 10mg Dapa (N=12)
— T2DM Baseline (N=12)
= Healthy Subjects Baseline (N=12)

300 400 500 600

Target Plasma Glucose Concentration (mg/dL)
Arrows represent reduction in renal glucose threshold after dapagliflozin treatment

DeFronzo AA, el al. Diabetes Care 2013: 36:3169-3176,

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,, reductions?3
o Additional benefits of weight loss and a reduction in blood pressure?

[ FORXIGA acts independently of insulin mechanisms? ]

Complements

Work dl f
Orks regard ess o insulin-dependent

B-cell function

Low propensity for
hypoglycaemia

FORXIGA Phase lll clinical development program

r T
Monotherapy ‘Add-on combination

T 1
Comparator Spegcial studies
n=840 n=2400 n=2050 n=434
Add-on to Add-on to DXA body
M°"‘1‘he'apy metformin metformin compared composition
n=558 n=546 with SU =182
n=814
Low dose Moderate renal
n=282 mpairment:
Add-on to
DPP4i* « ~40% of patients
N=451

originating from Europe

hani « Large CV outcomes
mechanisms trial planned as post-
marketing commitment
*FORXIGA s indicated for add-on to DPP-4i (sitagliptin)
& management of obesity or essure, and these effects e SFORXIGA should not be used <60 mLfmin o eGFR <60 mLmin/1.73 ),
F echanimotacton A pop s oy 1oty rat bood e et DXA,duak-anergy X-ray absorptometry:
SGLT2 s ghoose cowansprer
byl o JrOp
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FORXIGA: Consistent reduction in HbA,; at Week 24
across studies

Monotherapy' Add-on to metformin2 Add-on to a SU3 Add-on to insulin®

05 0s 0s 05
2 00 00 00 00
< -013
T -0.23
= -0.30 -030
@ 05 05 05 05
=3
2
&
£
H 0.82*
c . -0.84* 0. .
S 10 -0.89 10 10 10 -0.90
=

15 15 15 15

Baseline HbA,: 7.92%  Baseline HbA,,: 8.06% Baseline HbA,.; 8.11% Baseline HbA.; 8.52%

p B FORXIGA 10 mg
SU. sulphonyiurea. Placebo
. Faani .o . iabotes Caro 2010393221724, 2. Bty G ot a Lot 2010375.2223-0
Sk .o a ibees O e 201 13.658-38 4 FORGAT. S o

FORXIGA: Significant reductions in HbA,, compared with
placebo at the 24-week primary endpoint

24 weeks
FORXIGA 10 mg Placebo
00 + metformin + metformin
5 O T !
035 01
£S —0.30%
2o 02 (n=134)
@£
S 03
£
S8 04
o O
5% 05
£3
25
55 06 ~0.84%
<8 07 (n=132) N S
S c -0.54%
g 08 difference
E p<0.0001
= 09

Mean baseline HbA,, 7.92%

Mean baseline HbA,, 8.11%

o aleaemic conrol (o,

FORXIGA: Reductions in HbA,, were sustained over time'2

Primary endpoint
e ol Placebo + metformin

0.2 (Mean baseline HbA, 8.12%)
(n=133) | +0.02%
§ (95%Cl,
& _ ~0.20t0-0.23%;
g n=28)
5 !
5< —0.80%
eI . difference
e 2
E< FORXIGA 10 mg + metformin
g g - (Mean baseline HbA,_ 7.92%)
G o - *—" - —0.78%
2 08 - Ny - . ® (es%al,
< ~0.97t0-0.60%:
n=57)
10 — T T T )
0 8 16 24 37 50 63 76 89 102
Study week
etk o baein vk, Da (s nchick Ao wor obaind i il mpnta s s,

2. FORXGA®, Summary o product characeristis, BisoMyors SqistiAsraZeneca EEIG, 2013
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FORXIGA: Comparable HbA, reduction to a SU at the 52-week
primary endpoint

52 weeks
FORXIGA 10 mg Glipizide
+ metformin + metformin
0 T |
= 01
5
g
5 ¢
5< 02
§s
EL 03
38
ERR
2 8 -0.52%
05
(95%0, -060t0-0.44%) (95% 1,060 10-0.44%)
06 e bascin W 1694 Weanbsein ok 7.5

s forward veluss.
1 sty of FORXIGA 10 mg + matiormin (

g e fll ansisis
o

FORXIGA: Reductions in HbA,, were sustained over 104 weeks

0.2
-~ -0.14%

5 00 (95% CI,
€% +-0.2510-0.03%;
£< .02 n=208)
of FORXIGA 10 mg + metformin
© (n=400)
g E 04 b + I - e -0.32%
=] | ¥ (95% Cl,
88 LN ¥ ~0.4210-0.21%;
%9 -06 ) 4 n=233)
2E b
< 0.8

e Glipizide + metformin (n=401)

-1.0 T ]

0 6 12 18 26 34 42 52 65 78 91 104
Study week

a om baseino and 95% CI darved ffom a fepested measures mixed mode

Gl cor
T Nauck WA e

011842015-22: 2. Nauck M. o, Diabetes 2011 80(Supp. 1 Poster 4045,

Lower incidence of hypoglycaemia with FORXIGA
compared with a SU

p<0.0001 40.8%
35 (n=401)

Patients with 21 episode
of hypoglycaemia (%)
o
3

0 35%
5 00
0 1
FORXIGA 10 mg Glipizide
+ metformin + metformin

52 weeks
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FORXIGA, additional benefit of weight loss:
Change in body weight at Week 24

" Add-onto Add-on to a SU? Add-on to insulin*
+0.02

00 00 00 00
E)
< 05 05 05 05
£ -0.7
g w0 10 -0.9 10 10
>
T s 15 15 15
s
c -7
‘o 20 20 20 20
<3
] 22 23"
5 25 25 2.5 e 25
§
80 30 -2.9* 30 30

-32
35 35 3s 35

Baseline: 90.19 kg Baseline: 85.89 kg Baseline: 94.42 kg

g 001 o, M FORXIGA 10 mg
Placebo

Baseline: 81.10 kg

et L. Disbtes Caro 201033:221724; 2 Balloy CJ, ot . Lancet 2010375222333
a1 Dioboles Obos Motab 2011:13926-35; & FORKIGA®. Su Bt

It not indicated for blood pressure, and by

F in patints with type 2 or high blood pressure, are caused by

FORXIGA also had the additional benefit of weight loss over time'-3

24 weeks (LOCF analysis)' 102 weeks (repeated measures analysis)?

2.0 FORXIGA 10 mg Placebo FORXIGA 10 mg Placebo
S 15 +metformin + metformin + metformin + metformin
3L
o 1.0 4 +1.36 kg
§2 05 (n=73)
52 op4
o
§% 054 -0.9kg
g8 (0=136)
5 210
£% 15
g3 L 3.1kg
i) 8 20 1.74kg difference
§ 25 2.0kg (n=05)
= 30 difference
<0.0001
-2.9kg P
35 (n=133)

« Weight loss at 6 months was associated with body-fat mass reduction’
« In a separate dedicated weight loss study, weight loss in patients treated with FORXIGA came from
fat mass reduction®

Data a6 maan change fom baseline altr adusiment fo basaing vale (mean baseline weight FORXIGA 863 kg, placebo 877 ol
24-wee on LOCF anayss exchudng dala afer escus 112-waek cata e based on kngitudina et measires anayss and ncld dta ale rescue.

2.Bally G ot a 1:45: 3. Bolinder .o al Gl Endocrnol Wetab 201297:1020-51

FORXIGA: Additional benefit of weight loss sustained over time

ipizide + metformin

(n=401)
2.0 4 Van baseline weight 87.6 kg
1.5 - +1.36 kg
1.0 4 (95% Cl,

08810184 kg;
05 A e
0.0 ¢
-0.5 A
-5.06 kg difference

(95% C, 57310 -4.4 kg)

FORXIGA 10 mg + metformin

baseline weight (kg)
AN
o
.

Adjusted mean change from

-2.5 1 (n=400)
30 Mean baseline weight 88.4 kg -3.70 kg
. (95% Cl,
-3.5 1 —4.1610-3.24 kg;
-4.0 T 24
0 6 12 18 26 34 42 52 65 78 91 104
Study week
‘o 0 5% C g fom s repested e o model
222 Nauck M. ot L. Distes 2011 60Suppl. 1} Postar 4045,
s ot indicated for blood pressure, and by

F in patints with type 2 or high blood pressure, are caused by

FORXIGA reduces total body weight and fat mass at week 24

DXA: dual X-ray absorptiometry

Mean (SE) change in fat and lean mass

Mean change in total body weight at week 24
at week 24 by DXA

(primary efficacy endpoint)

e FORXIGA 10 ma + met, n=89 kg Placabo + et FORXIGA + mat
. 0.5 ~=— Placebo + met, n=91 00 N=T8 N=82
2 Wean baseline weight: 91.8 kg
: asd 074 |
K] -0.5
: L
I 088 e 0.6 —
2207

3 s 1 s d 2.22
g —
£ 20
= 20
: 2.5 J_
2 30 296¢ 257 Fat
g2 35 sod Mlleanmass | A4
H
S *p <0.0001vs. placebo

0 T T T T T 35 L

0 4 8 16 24 ol "

Incluing data fer rescue Study week p<0.001 vs. placebo (Hochberg's method)

Full anaisis set

JClin Endocinol Metab, March 2012, 87(3)

FORXIGA: Reduction in blood pressure

In a prespecified pooled analysis of 12 placebo-controlled studies, FORXIGA 10 mg

reduced systolic and diastolic blood pressure versus placebo at Week 24!
Systolic blood pressure Diastolic blood pressure

FORXIGA10mg  Control groups FORXIGA10mg  Control groups

0.0

05
0.5 mmHg

10 -0.9 mmHg (n=1096)
-15 (n=1096)
-2.0
25 -2.1 mmHg

(n=949)
-3.0
-3.5

-4.0

45 -4.4 mmHg
-5.0 (n=949)

Baseline blood pressure? 126 mmHg 129 mmHg 77 mmHg 79 mmHg

Mean change in
blood pressure (mmHg)

o anabsis fm the 24-week

o e forwar) valoes n e

‘amme: therefore. the background

Its not ndicated for igh blood pressure, and by

Safety and tolerability from a comprehensive clinical programme

The overall incidence of adverse events (short-term treatment) in subjects treated with FORXIGA
10 mg was similar to placebo
Adverse reactions in placebo-controlled studies of FORXIGA (24-week data regardless of glycaemic rescue)

mmon*

/o to <10%)

Infections and infestations Vulvovaginitis, balanitis  Vulvovaginal pruritus
and related Gls
UTis
Metabolism and nutrition disorders Hypoglycaemia (when Volume depletion
used with a SU or Thirst
insulin)
Gastrointestinal disorders Constipation
Skin and subcutaneous tissue disorders Hyperhidrosis
Musculoskeletal and connective tissue Back pain
disorders
Renal and urinary disorders Dysuria Nocturia
Polyuria
Investigations Dyslipidaemia Blood creatinine increased
Haematocritincreased  Blood urea increased

G, genta nfcto; SU.suphonyures; UTI, urnryrctinfcton.
FORXIGA® Prscrting iormaton

33




RIBHS| 2014 EACHACHE]

Urinary tract infections (UTls) and genital infections (Gls)* Events of volume depletion similar to control at 24 weeks
« Type 2 diabetes is associated with an increased incidence/prevalence of Gls and UTIs'
« FORXIGA works by eliminating excess glucose through the kidney and is associated .
with a higher incidence of Gls and UTIs? Frequency of '_'930“0”5 related to All events
+ Most Glst and UTIs were mild to moderate, responded to initial course of standard volume depletion
therapy, and rarely led to discontinuation of FORXIGA? FORXIGA 10 mg 0.8%
« Events of Gl (vulvovaginitis, balanitis and related Gls) and UTIs with FORXIGA 10 mg
versus placebo:? Control 0.4%
FORXIGA (24 weeks) Placebo (24 weeks) X . X
« Serious events occurred in <0.2% of patients and were comparable
UTls 4.3% 3.7% between groups
Gls 4.8% 0.9%
« Pyelonephritis was uncommon and occurred at a similar frequency to control'
Cardiovascular safety FORXIGA: Indication
FORXIGA is not associated with an increase in cardiovascular risk* . 0| %S CHEQHM O Z E0jSiCt.
25
P Hazard ratio 0.82 « 0| &2 |20 A2 HoZ EQ3iC|
¥ Jamaraato02 EEEEER-CELEEE
§ RS - HEZ=0 £ MEYQHO HERYOR SR YETES ¥
.g per year
§ 1s 16.4% per patient o de o Y2 g_E
E per year - — .
E - el (QeE s S22 EXERI BE) QYo R SET
g Y HYZHS W+ gl E2 0| 42 YRR
$ os - CIEE|E BE|CHH-4(DPP-4) MM Ol AlEHS Bl (AEt=EE T=
5
£ S2HEZ20 ¥8) YR FRU Y WS Y + U= 3R
o0 FORXIGA Control 0] %2 HEE
L ———
4ol sizpary
FORXIGA: Dosing and Administration FORXIGA: Dosing and Administration
- MEY
® Once-daily oral tablet O oo fEH2 N7 Wet Ctan, $552 MY eXoM §250|
Qo gL, 39| UF) gixtol B2, 7B HG0| glg &= AL} 0] A2 S5F LK
- mg " Any time of the day, S59 AT B0l A (A2 otE|d S2|0f2 A [CrCl] < 60 ml/minO| Z{Lt, WIHEl
regardless of meals é}-_.-lkﬂ 0] 2+ [estimated glomerular filtration rate (€GFR)] < 60 ml/min/1.73 m2Q!
ENCEDEI #7) A8 o] HE|x| et
FORXIGA® pillis not shown at actual size. AZo| MEOf EHRFO)| CHSH 22 M TR YCt
. Z1EHOY
s O] ool MY Y2 TS QY A ol S CHE 2T ZotH et 7t HE iy 2% Et 5559 ATy ol i3t 8 T M2 QIR gt 59| ZHEOY
Chotof 121 131 10mgo|ct. 0] %2 ol&dl Ee MEHPHofet 22 ol&El 2| 8501 teicy A1 3802 5 mool ARGt Urol 9= 35,01 sye
mgS. =
T HBH0] ALGSHE B2, HEL ARE FOI7| A o w2 2| A5 seEEmET
w05 2o STHE 1Y 4 At . DA (2 654)
YuEOE ool 23 S RWS WHGX| BT M5 U KUY Hao)
Qe T2eof SCt 754 0|9 gixtof thet X|& ZYol HEHolag, o ofF
. 0] 9FS SA| M|} #AHQl0], 1Y 13] 12 = AAR|AE E0{3t £+ UCh HA= Qo Azt HESHK| =Ch
SME k70 st
o SoIAE Ao BhAe
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Summary

* FORXIGA is a first-in-class SGLT2 inhibitor in Asia and Korea MFDS

« FORXIGA is a highly selective SGLT2 inhibitor, removes excess glucose
via an insulin-independent mechanism of action and provides:

Significant and sustained HbA,, HbA.
e

reductions’-5 1
reduction

- |

Additional benefits of weight loss'-5 and
a reduction in blood pressure*':

Low incidence of hypoglycaemia®5 E

In one 10 mg tablet a day®

“Add-on for patients uncontrolled on metforuu.. ... _._ _...wvia wenefit
of weight loss and have normal or only mildly impaired renal function”

=
eficacy encpont incincal s
FoRXI i 73 i

i et Tomg

e
GFR, estmate fvaton s SGLT2,sod gucoss o ransporer 2
& et 4 Nauck i, 1y Poser 045,

T Baly. 2 Bally CJ.ofal Nauek i,
5 FORXIGA", Summary of productchractrstic. BtosMyors SabbiAscaZaneca EEIG, 2015

Type 2 Diabetes?_
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