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Initial q Mono q Dual q Triple Insulin
Diagnosis Therapy Combination Combination +/— Oral
Diet& Cana vs. PBO Oral AHA + Cana
Exercise 24 wks 52 wks
Cana Open Conducted by Mitsubishi Tanabe Pharma Corporation
Zilc N=1,472
Diet& Cana vs. PBO Met + Cana vs. Met + TZD + Cana vs. Insulin + Cana vs. ‘
Exercise 26+26 wks Met + PBO 26+26 wks  Met + TZD + PBO Insulin + PBO

26+26 wks 18 wks
Met + Cana vs. ‘

: Met + SU + Cana vs. g
Met + Glim 52+52 wks Met + SU + PBO Boggng?,n;plgsélgon

SU + Cana vs. 26+26 wks 26+78 wks

SU + PBO 18 wks Met + SU + Cana vs. Renal Impairment

Met + C Met + SU + DPP4 Cana vs. PBO
et ana vs. 592 wks 26+26 wks
Met + DPP4 26+26 wks

Cardiovascular Outcomes in High Risk Population (CANVAS)
Event—driven N=4330

Conducted by Janssen Research & Development

N=1 0’21 0 Page.6
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HbA1c{ET (BE¥REEE) \Z min=suz

N = 584
Add-on to Diet and Exercise
04 - BL Mean HbA,_ (%) 8.0
0.2 *
0 _________________________
~02 ~0.91%
-1.16%

LS Mean Change from Baseline &= SE HbA,_
(%)
, o
- ~

%
‘+

_12 I I I

BL Week 6 Week 12 Week 18 Week 26

= Placebo —®— CANA 100 mg == CANA 300 mg

* p <0.001
Based on ANCOVA model, data prior to rescue (LOCF); N=mITT N

Stenlsf K et al Diabetes Obesity and Metabolism 2013; 15: 372-382 Page.7
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(Met+SUBFA., 2T )TFUEDHER) & min=suz

BL Mean HbA, _ (%): 8.1

N =755

00 P------- s e m e e e e e m - = -
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H
()]
£
S .04 -
(3]
m Pam3
£ =
S o
qqf, <‘— '0.6 T T
B0 0
[ L T l
£
S -0.8 - r . ~0.37

T .

S r . (95% CI: —0.500; —0.250)
=

- _ T
* 1.0 T .

1
-1.2 T | | | | | 1
BL 6 12 18 26 34 42 52
Weeks
Based on ANCOVA model (LOCF) SITA 100 mg —i— CANA 300 mg

Schernthamer G et al Diabetes Care published online April 5, 2013 DOI: 10.2337/dc12-2491

http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/
EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM336236.pdf, CC-50 Page.8
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2 - BL Mean Body Weight (kg): 86.6
N =1450

t- — ¢

-5.204*
(-4.4 kg)

Body Weight

-5.7%*
(-4.7 kg)

LS Mean % Change from Baseline & SE

i —

Week BL 4 8 12 18 26 36 44 52
Weeks

0,001 ~@)— Glimepiride —{- CANA 100 mg —ll— CANA 300 mg
* p i

Based on ANCOVA model, data prior to rescue (LOCF)

Toubro S., et al. Diabetologia. 2012; 55 (suppl1): S313

http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/
EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM336236.pdf, CC-47
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Toubro S., et al. Diabetologia. 2012; 55 (suppl1): S313 Page.10
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Canagliflozin/ INVOKANAT™ & min=sux

< 3 I fE >

- BERE EBREZOMBEEELTHRA2EERFEEDOMFE
Qo rO— LD E

<RAZE-AHE>

HRHAE
- BASRFAE 100mg/H
« eGFR 60 mL/min/1.73 m2El E CEICFEIV M-V BRBELIZS

300mg~ I8 E Al

BEHEETES
- BREEHEEET (eGFR 60 mL/min/1.73 m2Ll L) : AERHFE
« eGFR 45 - < 60 mL/min/1.73 m2:100 mg1 B 1[=
e eGFR <45 mL/min/1.73 m2: ¥ 5 %KLLY

o %9%F)R75*‘45 mL/min/1.73 m2Z2{#&EMNIC T R-=18 &, ¥E5%41t
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Copyright 2013 IMS Health. All rights reserved.
Source: MIDAS 2007-2012 Reprinted with permission
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= DPP-1V inhibitor
® Bile Acid Sequestrant
mTZD
= Glinide
Alpha GI
® Biguanide
mSU

Page.13



New Value Creation

e ==, > &
SGLTRRE#I D BASEES e
an B =S¢t (BAF) i) BX
Canagliflozin HL=SHE, EU 5% 20124F6 A P3
TA-7284 Y L DN USHEEE 2013431
Dapagliflozin TYRML-I4¥-R", US CRL 20124E1 A P3
BMS-512148 TAMGE 24 EUXKEE 201246114
Empagliflozin | A=)uh™—4Y5 b k.
oS e EU -USHIEE 20134£Q1 P2/3
Ipragliflozin 72552 % ERKP2b#8 T (20124E58 ) B EHER
ASP1941 T FRakBASEchik (20124611 8) | (20134E3A)
Luseogliflozin X _ HKEEREE
TS-071 (201344A8)
Tofogliflozin P22 T
CSG421 iad (RocheBAFE L) P3
Ertugliflozin . PI#&T
BE04971729 T7AY— ALY P2#8T (20114E18) (201142 54 T)
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CRL: Complete Response Letter Page.14
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