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“OL mapouoLaoEeL; OTOYEUOUV O€ EKTTALOEUTIKOUC OKOTTOUC Kol
uovo, kot 6ev avtikabiotouv tnv aveéaptntn EMLOTNUOVIKN Kplon.
Ot 6nAwWOoEeLC Kal oL armoYeLg Tou eKppalovTal TTPOEPXOVTOL
OTTOKAELOTLKO. QTTO TOUC OULANTEC KAll, EKTOC OTO TNV MTEPLTTWON)
rtou dnAwvetal pnta to avtideto, 6ev amoteAovv aroyn n Jeon
Tn¢ AstraZeneca.

H AstraZeneca 6ev urtootnpilet, 6ev eykpivel kot dev avalouBavel
Kopio euduvn yLa 1o TEPLEXOLEVO, TNV AKpiBeLa N TNV TAnpotnta
TwV MAnpo@oplwv rtou tapouatalovrol”.



2. UYKpOUON CUHPEPOVTWY

1. ATtO £TN CULLUETEXW OE EPEUVNTIKEC LEAETEC POAPUAKEUTIKWV
ETALPELWV

2. Ta teAevtaia €Tn cUPUETELO 0 ocupBouleuTikn opada NG
dappakevtikng etatpeiac Novo Nordisk, BIANE=, MSD.

3. Ta teAevtaio €Tn €xw AABEL TIUNTIKN apoLBn yia oALES ato TG
etalpeiec BIANE=, Menarini, Astra Zeneca , Novo Nordisk, Eli Lilly,
MSD, Phizer, Boehringer, Servier, Chiesi, Novartis, Sanofi.

H onuepvi opAlal avTutpoowTteVUEL TTPOCWTILKEC ATTOWELC.




O ZAt2 sival po TOAUTIOPOLYOVTLKN) VOGOG, ME TIEPLMAOKN
nafoducioloyia & tnv EUTAOKN TOAAWV 0PYAVWV
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DeFronzo RA. Diabetes. 2009;58:773-795
American Diabetes Association, Diabetes, American Diabetes Association, 2009.



Aiyouavideg (MeTgoppivn)
Meiwvel Tnv avtioTaon othv
IVaoUAivn, ¥ Tnv apaywyn YAukéZng
amé To Amap & t TV TPdoAnYn
yAuk&Zng

Farraléveg (TTioyAitalévn)
Mewwvel Tnv avrioraon atnv
ivaouAivn, t Tnv mpdaAnyn yAukélng
amé TOUC OKEAETIKOUC HUEC & + TN
AitéAuan ato Aimwadn 1010

AvaatoAeic DPP-4
Tlapareivouv Tn dpdon Tou GLP-1 =
PeATiwvouv Th YAukoloe€apTpevn

KraraoTéAAoUV TNV EKKplan YAUKayovng
amé Ta a-kuTTapa

Avaioya GLP-1 (evéoipa)
BeATiwvouv Th yAukoloe€apTwpevn
£€kKpion IvoouAivng amo Ta p-kuTTapa,
KataoTéAAouV TNV EKKpIan
vAukayévng amé Ta a-kUttapa &
emPpaduvouv Th YaaTpIKA Kévwan

ZouAypovuAoupicg
t Tnv ékKpian IvaouAivng amé Ta
Taykpearika p-kuttapa

-

MeyAimivideg
t Tnv éKKpian IvaouAivng amo Ta
Taykpearikd P-kuTTapa

AvaoToAcic a-yAukooidaguv
KaBuatepolv Tnv evrepiki
amoppépnan Twv udatavopdkwy

S6LT2 AvagroAcic
ATopaxkpUvouv Thv

mepigogia yYAukéIng péow
TNG VEPPIKAC 0doU

€KKpion IvoouAivng amé Ta P-kUtTapa &



KateuBuvtnpies

O6nyies

yia tn Aiaxeipi
tou AiaBntiko
AcBevous

o DhatadlomBEpeva pappaka Exouv BEan aTnV AVTIPETWITION TNE UTTEPYAU-
KaIpiag, kai n emioyr evoc EKAOTOU TIPETTEN Va YiveTal Pe Baaon:

— Tnv amoTeAeapamKkamTa

—  Tnv ao@akeia Ko TIC aveTTIBUUNTEC EVEPYEIEC

— To pnxaviopé dpaonc

— Tic evOeXOUEVEC EUEPYETIKEC EMOPATEIC TIEPAV TNC AVTIUTTEPYAUKTIMIKAC
— Tnv eukoAia xopriynang

— Tnveppikn Asmoupyia

— Tnv kapdiakr avemdpkela

— Kol OTTwadnImoTE 10 KOGGTOC TOOO0 I TOV aoBev, 000 KAl yia T0 gUaTh-
Hat uyEiac

— 2k



MovoBepartreia

AmoteAeopomkoTnTa (JHbAC)
Yoy AuKaiyia

Bapog

AvemBounTeg eVEPYEIES
KooTtog

v

Tuvduaopoi
000 Qapudakwy

Amotshegpankommra (LHbA1C)
Yrroyhukaipia

Bapog

AvemBopnTEC EVEPYEIES

Kooro

Luvduaopoi
TPIWV QAPHAKWY

Zuvduaapog
EVEOIUNG
fepatreiag

Yyieivij Siatpo@n], EAeyXo¢ CwHaTIKOU Bdpoug, auinpHév CwWHATIKE SpacTtnpidéTnTa Kal amraiﬁaucq

MeT@oppivn
MeydAn

Mikpog KivBuvog
Oudérepo lawheia
[/E, yaAKTIKA oféwon
Mikpd

2013 EAE

Av o oToyog yia Tnv HbA1c dsv £yea emreuyBei perd amd 3 priveg Bepameiag TpoywpnoTe o cuvbuaopo Boo gappdrwy (n oepd dev
anuaiva ko wpotipnon — n emhoyl sfaprdran omd wapdyovreg Tou aolevoig kal TNg vooou)

MeTgpopHivn MeTgopHivn MeT@opuivn MeT@opHivn MeTgopuivn MeTgpopuivn
+ + + + + +

Fouhgpovuhoupia OsiafoMBIVEBIOV AvaoTohéac DPP-4 AvaoToAéacSGLT2 AyuwvigTEg Baokr lvoouhivn

utrodoyewv GLP-1

iigydhn Meydhn MéTpia MéTpia Meyahn Méyiom

MéTpIOg Ki\l‘ﬁU\l‘Og Mmp[’)g KTVEUVOQ M”(pgg K]vﬁuvgg M|Kp[')g Kfuﬁu\.lgg MIKpOg KiVﬁUVOg MEV(I)\OQ KiVﬁUVOg
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Yroyhukaigio Qidnua, KIA, Imavisg Cupoysvy., aguddrwon I''E Ymoyhukaipia

Mikpd Meyaho Meydho Meydaho Meyaho Moikiho

Av o oroyog yia Tnv HbA1c dev £xa emiteuyBzei perd amo 3 priveg dimmhng Bepatreiag mpoywpnoTs o ouvduaoPo TPIWY Papudkwy (N
osipd bev onpaival kol wpoTipgnon — n emAoyr) £opTdTal Ao TOpdyovTEG Tou agbevolc kol TG vooou)

MeTgpopHivn MeT@opuivn MeTgpopHivn MeTgpopHivn MeTgopuivn MeTgopHivn
+ + + + + +
Touhgpovuhoupia OsiagoMbIveBIGYN Avaotohfag DPP-4 AvacTohfag SGLT2 AVWVIOTEC . .
uTroBoyEuv GLP-1 Bagiki Ivoouhivi
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Av o oToyog yia Tnv HbA1c dev zxsl mlT:uxB:l pETA amd 3 pnvsg Tplm\l]g Bepamsiag kai o aoBeviig sivan of (1) ouvbuaopd Biokiwv, fakTe
svigipo (2) o= GLP-1 RA, mg oinon, mpoobiors GLP-1 RA.

GLP-1RA

Baouwa] wooulivn + Fevpatikn vooulivn i
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Diabetes Care 2016 39 (Suppl.1)
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Enavappopnon YAukolnc (Glu>180)
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‘Glucose rea sorption into tissue
: O Glucose m SGLT2 ([D SGLT1
Adapted with permission from Rothenberg PL et al.

SGLT = sodium-glucose co-transporter.

1. Kanai Y et al. J Clin Invest. 1994;93(1):397-404. 2. You G et al. J Biol Chem. 1995;270(49):29365-29371. 3. Rothenberg PL et al. Poster presented at:
46th European Association for the Study of Diabetes Annual Meeting; September 20-24, 2010; Stockholm, Sweden.




Tm (mg/min)
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Tmg augavel oto XAT2?

duoloroyikoi  AcBeveig pe ZAT2
(n=9) (n=12)

Tmg, HEYIOTOG PUBPOG PETAPOPAG YAUKOLNG.
1. Mogensen CE. Scand J Clin Lab Invest. 1971;28:101-109. 2. Farber SJ, et al. J Clin Invest. 1951;30:125-129.



zA: Enavappopnon YAukolng
(180<Glu<240 mg/dl)

Glomerulus Proximal Convoluted Tubule e =
|
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b o¥

Increased glucose reabsorption into tissue
compared with normal

Adapted with permission from Rothenberg PL et al. 8:) Glucose m SGLT2 ([:D SGLT1

SGLT = sodium-glucose co-transporter.
1. Farber SJ et al. J Clin Invest. 1951;30(2):125-129. 2. Rothenberg PL et al. Poster presented at: 46th European Association for the Study of Diabetes Annual Meeting;

September 20-24, 2010; Stockholm, Sweden. 3. Wright EM et al. J Intern Med. 2007;261(1):32-43. 4. Wright EM, Turk E. Pfiigers Arch. 2004,447(5):510-518.
5. Abdul-Ghani MA et al. Endocr Pract. 2008;14(6):782-790.
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Augnuévn Ekppaocn TG TTPwWTEIVNS SGLT2 Kal augnuévn
OpacTNPIOTNTA METAPOPAS YAUKOLNG OoTO ZAT2

MpoéocAnyn avdaioyou

SGLT2 mRNA Mpwreivn SGLT2 methyl-a-D-[U14C]-
glucopyranoside (AMG)
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CPM, counts per minute.
*p < 0.05-0.01.
Data presented are mean (SE).

Rahmoune H, et al. Diabetes. 2005;54:3427—-3434.
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Decreased glucose reabsorption into tissue

Cc)b Glucose [!] SGLT2 B sGLT2 Inhibitor ([D SGLT1

Adapted with permission from Rothenberg PL et al.
SGLT = sodium-glucose co-transporter.
1. Rothenberg PL et al. Poster presented at: 46th European Association for the Study of Diabetes Annual Meeting; September 20-24, 2010; Stockholm, Sweden.

2. Cowart SL et al. In: Walker HK et al, eds. Clinical Methods: The History, Physical, and Laboratory Examinations. 3rd ed. Boston, MA: Butterworths; 1990:653-657.
3. Abdul-Ghani MA et al. Endocr Pract. 2008;14(6):782-790. 4. Cku A et al. Diabetes. 1999;48(9):1794-1800.
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AartayAldbAolivn: Evag toxupoc kot eKAEKTIKOC SGLT2 avaotoAEac in v1tro

* H datrayAipAodlivn gival Evag 1I0XUpOG, avaoTPEWINOG KAl UWPNAQ EKAEKTIKOG
avaoToAéag Tou SGLT2 évavti Tou SGLT1 (3000 popég heyaAUTEPN EKAEKTIKOTNTA
oUpQwva pe TNV TiuAR Kit)

* KaAn B1od1aBeciydTnTa HETA TNV OTTO TOU OTOUATOC Xoprynon avecaptnTa armo tnv
mpéoAnyn TPoPNG>>

« XapunAdg KivOuvog QapUOKOKIVATIKWY PAPUAKEUTIKWY AAANAETIOPACEWVZ 4

C-apuAiIko¢ ouvbeopog2

1. Bellamine A, et al. Diabetes 2009;60(Suppl. 1): Abstract 987-P; 2. Komoroski BJ, et al. Clin Pharmacol Ther 2009;85:520-6;

13 3. Obermeier M, et al. Drug Metab Dispos 2010:38:405-14; 4. Kasichayanula S, et al. Diabetes Obes Metab 2011;13:47-54.



Dapagliflozin: Zovoyn 6Awv Twv anoteAecpatwy Twv LEAETWVY paong lIF=",
wg tpog tn HbA, {\@J i

Mono- Mono- +MET +MET +MET +MET
therapy! therapy? +MET3 +SuU4 +PIOS +Insulin® +SITA? +SU? +SU7 +Insulin?
n=134 n=209 n=409 n=435 n=415 n=598 n=226 n=227 n=214 n=160
BL 7.8-7.9 7.8-8.0 7.9-8.2 8.1-8.2 8.3-8.4 8.5-8.6 7.8-7.9 8.1 8.0 8.4-8.5
(HbA,. %) ' . . . . . . . . . . . . . . . . .
0,2 - [ [ [
— I I I
O\O I I [
~ 0,0 - : : —
e , -0.032 —0.01! I
= ' | M 0.07!
2 -0,2 ~ I I I
© I [ I
o I I I
E . 1 I I I ~0.31
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-1,2 - ' ' :
! u DAPA 5 mg ® Placebo

All data are for Week 24, except for reference 3 and 6, which were at week 102 and 48, respectively

Mean change in HbA, vs placebo: *p<0.001; "p<0.0001.
Baseline HbA; - values represent the range of mean baseline values across the trial arms in each study.
BL, baseline; DAPA, dapagliflozin; MET, metformin; PIO, pioglitazone; SITA, sitagliptin; SU, sulphonylurea.

1. Bailey CJ, et al. Diabetes Obes Metab 2012,14:951-9; 2. Ferrannini E, et al. Diabetes Care 2010;33:2217-
24; 3. Bailey CJ, et al. BMC Medicine 2013;11:43; 4. Strojek K, et al. Diabetes Obes Metab 2011;13:928-38;

5. Rosenstock J, et al. Diabetes Care 2012;35:1473-8; 6. Wilding JPH, et al. Ann Intern Med 2012;156:405-15;
7. Jabbour S, et al. Presented at the 73rd American Diabetes Association Scientific Sessions, Chicago, USA;
21-25 June 2013: Abstract 1176-P.
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Mpoo0dnkn AatrayAipAoliving o MeT@opivn :O1 onpavTikég %Mﬁ
MEIwoEIG oTnV HDA . dlatnpnOnkav e TRV TTAPOdO TOU XPOVOU
(up to Week 102)
Change in HbA,,

Week 24 Week 102
. - . Adjusted mean change from
0.2+ ! R att \Whéssk 700 (8% @)
0.0 - oo L _________________________________________________
() \ |
> ’0\6‘ -0.2- ! DR ((4n,-0.28)
g5 l .
O — ‘\\ 1 — 1
c _g -0.49 T
gz | T
£ £ 0.6/ 1 i T
E = ' \ ’ 2 -058 (H0.BB, -0 38)
SE -08 ;‘ ‘- ] !
T =
< 1.0- -0.88 (-0.93, en6er))
-1.2 | * | | | | | * |
0 16 32 48 64 80 96 112

Time (weeks)

—#— DAPA 5 mg + MET —@— DAPA 10 mg + MET —@— MET

* P=0.0008 vs placebo; t P<0.0001 vs placebo.
BL, baseline; CI, confidence interval; DAPA, dapagliflozin; HbA,., glycated haemoglobin; MET, metformin.
Bailey CJ et al. BMC Med. 2013;11:43.
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[Mpoodnkn AatrayAipAodivng oe MeTpoppivn : s
AANAayéc oTo FPG )

Change in FPG

J* ﬂf,gq‘(

0.4 -

Change from BL
at Week 24 (95% CI)

-0.33 (-0.62, -0.04)

-1.19 (-1.49, -0.90)
-1.30 (-1.60, -1.00)

Change from BL in FPG (mmol/L)

0 2 4 8 12 16 20 24
Time (weeks)

x 18 mg/dl

—&— DAPA5mg + MET —@— DAPA 10 mg + MET —@— MET

» Decreases in FPG were notable by Week 1 in the DAPA groups
* At Week 102, DAPA 5 mg and 10 mg significantly reduced FPG compared with placebo (placebo-
adjusted: -0.89 mmol/L and -0.78 mmol/L, respectively

BL, basline; ClI, confidence interval; DAPA, dapagliflozin; FPG, fasting plasma glucose; MET, metformin.
Bailey CJ et al. Lancet. 2010;375:2223-2233.



Dapagliflozin Versus as Add-on to )
Metformin: AAAayég otnv HbA . (Over 208 Weeks):-
Change in HbA,,
0.4 Week 52 Week 208
" 5 T T 11 I
< | F L
< 00 : GLIP +_||\4ET T
< s
T -0.2-7 !
= ' :
(&) 1 1
o 0.4 F :
© DAPA + MET !
< 1
O .06 T T = :
L T L ' :
1 Rescue theraply NOT available Rescue therapy available :
'10 I I I I I I I II I I I I I I I I I I I II
0 61218 26 34 42 52 65 78 91 104 117 130 143 156 169 182 195 208
Study week
—il— DAPA + MET GLIP + MET
Sample size (excluding data after rescue)
DAPA + MET 400 321 233 79
GLIP + MET 401 315 208 71
Week 52 values: Week 208 values:

DAPA + MET: -0.52 (-0.60, 0.44) DAPA + MET: -0.10 (-0.25, 0.05)
GLIP + MET: -0.52 (-0.60, 0.44) GLIP + MET: 0.20 (0.05, 0.36)
* Data are adjusted mean change from baseline £95% CI derived from a longitudinal repeated-measures mixed model.

Cl, confidence interval; DAPA, dapagliflozin; GLIP, glipizide; HbA,., glycated haemoglobin; MET, metformin.
1. Nauck MA et al. Diabetes Care. 2011;34:2015-2022. 2. Del Prato S et al. Diabetes Obes Metab. 2015;17:581-590.
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Dapagliflozin Versus as Add-on to N i
Metformin: AAayég oto FPG Over 208 Weeks?!?
Change in FPG
0.2 Week 52 Week 208

o
o

-0.2 -

-0.4 -
-0.7 -

FPG adjusted
mean change from BL (mmol/L)*
O
= O

L

-1.3 - -|-_|_TT ; DAPA + MET
16| L !
i L |
1.8 !
I [ I I [ [ [ [ I [ I [ I [ I
0 6 121826 34 42 52 65 78 91 104 117 130 143 156
Study week
—ill— DAPA + MET GLIP + MET
Sample size (excluding data after rescue), n
DAPA+MET 399 367 353 318 265 231 138 103
GLIP + MET 394 365 350 310 248 205 129 102
BL, mmol/L (mg/dL) Week 52, mmol/L (mg/dL)
DAPA + MET: 9.01 (162.18)  DAPA + MET: -1.24 (22.32) X 18 mg/dl

GLIP + MET: 9.12 (164.16) GLIP + MET: -1.04 (18.72)

169 182 195 208

91 81
80 71

Week 208, mmol/L (mg/dL)
DAPA + MET: -0.74 (-13.3)
GLIP + MET: -0.21 (-3.8)

* Data are adjusted mean change from BL +95% ClI derived from a longitudinal repeated-measures mixed model.
BL, baseline; Cl, confidence interval; DAPA, dapagliflozin; FPG, fasting plasma glucose; GLIP, glipizide; MET, metformin.
1. Nauck MA et al. Diabetes Care. 2011;34:2015-2022. 2. Del Prato S et al. Diabetes Obes Metab. 2015;17:581-590.



Dapagliflozin Meiwon HbA,. Compared with Placebo as ;@t’
Add-on to Sitagliptin £ Metformin Over 48 Weeks: Both Strata

0.6~ Week 48 Adjusted mean change from
baseline at week 48 (95% CI)
c —
o 04 0.4 (0.20, 0.50)
c
E 0.2-
©
o]
5 00.-@=— = ————_ | ___ |l _____1__
S
g & -0.2
£ 3
©T
3 -0.4- -0.3 (-0.40, —0.20)
e 1
E 1
2 ~0.6- !
" 1
S 1
E=) 1
< —0.8+ :
1
I

0 4 8 12 18 24 32 40 48
Time (weeks)
Sample size per time point —O— DAPAL0mg+SITA (N=223) T PlaceborSITA (N=224)
DAPA 10 mg+SITA 223 219 215 205 155 119 109 88 178
Placebo+SITA 223 220 215 215 187 173 165 1501 142

Excludes data after rescue; P not calculated for week 48.
Cl, confidence interval; DAPA, dapagliflozin; HbA,, glycated haemoglobin; SITA, sitagliptin.
19 Jabbour S et al. Diabetes Care. 2014;37:740-750.



Dapagliflozin Significantly Meiwon HbA . at 24 Weeks in

Patients with BL HbA . 28%: Full Cohort

DAPA 10 mg+SITAXtMET
N= 223

1.0 BL, % 8.7

o
(6, ]
1

o
o

BL HbA,, 28% (%)
S
o

HbA,. in patients with

|
=
o
1

*
—0.8 (-1.0, -0.7)

=15

* P<0.0001.
Data shown as mean +95% confidence interval.

Placebo+SITAXEMET
224
8.7

|
L

0.0 (-0.1, 0.2)

BL, baseline; DAPA, dapagliflozin; HbA,., glycated haemoglobin; MET, metformin; SITA, sitagliptin.

20 Jabbour S et al. Diabetes Care. 2014;37:740-750.
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Dapagliflozin Significantly Meiwon tng FPG
at 24 Weeks: Both Strata

Stratum 1
(SITA monotherapy)

Change in FPG from
BL (mmol/L [mg/dL])

DAPA 10 mg+SITA
110

8.7
[157.3]

*
~1.2 (1.6, -0.8) x 18 mg/d|

Placebo+SITA
111

9.0
[161.4]

0.3 (0.1, 0.6)

Stratum 2
(SITA+MET)
DAPA 10 mg+SITA
113
9.3
1.0 [167.0]
0.5

*
~1.5 (-1.8,-1.1) x 18 mg/d|

Placebo+SITA

113
9.1 N
[164.6] BL, mmol/L
[mg/dL]
0.2 (-0.2,0.5)

* At 48 weeks, FPG was —0.8 mmol/L and —1.3 mmol/L with DAPA in Stratum 1 and Stratum 2,
respectively, compared with 1.4 mmol/L and 0.4 mmol/L with placebo

* P<0.0001.

Data shown as mean +95% confidence interval.

BL, baseline; DAPA, dapagliflozin; FPG, fasting plasma glucose; MET, metformin; SITA, sitagliptin.
Jabbour S et al. Diabetes Care. 2014;37:740-750.



Saxagliptin/Dapagliflozin Dual Add-on Therapy

ROty
§ 5 ‘mﬂ‘%

B

9.5
A 8- SAXA+DAPA+MET
& SAXA+MET
o 90 7
3‘:_: -8~ DAPA+MET
< 85
T
m)
9 8.0
c
o
Q
= 75 -
7.0 T T T T T T
—6 0 6 12 18 24
Weeks
Number of patients with measurements?
SAXA+DAPA+MET 174 176 174 169 165 158
SAXA+MET 173 175 174 165 155 143
DAPA+MET 171 172 171 163 159 151

Diabetes Care 2015;38:376—-383
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Exenatide once weekly plus dapagliflozin once daily versus exenatide or dapagliflozin alone in patients with type |- ~ /5
2 diabetes inadequately controlled with metforminmonotherapy (DURATION-8): ==
a 28 week, multicentre, double-blind, phase 3, randomised controlled trial
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* Difference, p<0.05 vs. EQW; t Difference, p<0.05 vs. DAPA; 1 Difference, p=0.004; § Difference, p<0.001.
Note: Data is least squares mean change. Error bars show standard errors. Analyzed in the ITT population.
Frias JP, et al. Lancet Diabetes Endocrinol. 2016;Published online September 16, 2016. http://dx.doi.org/10.1016/S2213-8587(16)30267-4
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Group A: Zuyyopnynon Dapagliflozin kau Liraglutide + metformin
Group B: NpocBnkn Dapagliflozin o€ aywyn pe Liraglutide + metformin
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Figure 1. Variation in HbA1lc values during the follow up period

per patient group

The combination of exenatide and dapagliflozin is not an approved use

Sotiropoulos A, Koutsovasilis A et al. EASD 2016
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AAAayéc oTO ZwHaTIKO Bapoc : iﬁ
Change from Baseline at Week 24 -
(Core Placebo-Controlled Phase 3 Studies)

DAPA 5 mg M DAPA 10 mg M Placebo

L_O) Low-dose

) monoTx MonoTx +MET  +DPP-4i (+MET)  +SU +TZD +INS (+OAD)
° 7 86.9 90.2 85.9 90.1 81.1 86.3 93.8 BL (kg)
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(‘;j n= 67 68 62 69 75 137 133136 223 224 142 150 145 140 140 139 210 192 188

aStatistically significant vs placebo; adjusted mean change from baseline using ANCOVA, excluding data after rescue (LOCF)

ANCOVA, analysis of covariance; BL, baseline; Cl, confidence interval; DAPA, dapagliflozin; DPP-4i, dipeptidyl peptidase-4 inhibitor; INS, insulin;
LOCEF, last observation carried forward; MET, metformin; OAD, oral antidiabetic; SU, sulfonylurea; Tx, therapy; TZD, thiazolidinedione

FDA EMDAC background document. Available at:
http://www.fda.gov/downloads/advisorycommittees/committeesmeetingmaterials/drugs/endocrinologicandmetabolicdrugsadvisorycommittee/ucm378079.pdf
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EBSopdada peAéTng
N og kG0e eBSoudda 0 4 8 16 24 37 50 63 76 89 102
AatrayNi@Aogivn 10 mg + peETQOPUivN 89 89 86 85 83 83 81 80 73 70 69
Eikovikd @apuako + PETQOpPUIvN 91 91 90 88 86 86 84 84 79 75 71

Dapagliflozin is not indicated for the treatment of obesity

*Ta dedopéva a@opolv OE TTPOCAPUOCHEVN WEON PETABOAN atrd TNV évapén = 95% AE TTpogpxoueva atmd PIKTO HOVTEAO Kal TTEPIAAPBAvouY dedopéva PETA TN
BepaTreia didlowong.
Bolinder J, et al. EASD 2012: Poster 751.



Effect of Dapagliflozin on Weight: Change in Body
Composition at Weeks 24 and 102
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DAPA Placebo DAPA Placebo
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-50-
24 weeks 102 weeks

aData are adjusted mean change from baseline derived from a mixed model and include data after rescue therapy

DAPA, dapagliflozin; MET, metformin
Bolinder J, et al. Diabetes Obes Metab 2014;16:159-169
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Dapagliflozin Versus Placebo as Add-on to Metformin: @%
AAAayEG OTO ZWHATIKO Bapog

Change in Body Weight

Week 24 Week 102 Adjusted mean change
from BL
2.0 j et Wik 100 (OEB%0 )

. 1.0 !
o =2 : 1.88(053,2.29)
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0 16 32 48 64 80 96 112

Time (weeks)

—&A— DAPA5 mg + MET —@— DAPA 10 mg + MET —®— MET

Dapagliflozin is not indicated for the treatment of obesity

BL, baseline; Cl, confidence interval; DAPA, dapagliflozin; MET, metformin.
Bailey CJ et al. BMC Med. 2013;11:43.
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Dapagliflozin Versus as Add-on to
Metformin: AAAay€EG OTO ZWMATIKO BAPOG (Over 208 Weeks):

2%%"'0%* w .

Change in Body Weight

3 Week 52 Week 208
' Glipizide + metformin '
2 - 5 T+ T T T T !
g o4 -.—"'_.__'_-— L , S N A | 1 J_ +1.36 kg
< 19k | L 1 L]
S oK .
g : :
2 i
£ -1 | —5.06 kg difference
© | |
(@) 1 1
C -2 - 1 1
© 1 . . . 1
< 1 Dapagliflozin 10 mg + metformin
o 5.
. -3.70 kg
-4 - :
'5 I I I I I I II I I I I I I I I I I I II
0 6 121826 34 42 52 65 78 91 104 117 130 143 156 169 182 195 208
Study week
—il— DAPA+ MET GLIP + MET
Dapagliflozin is not indicated for the treatment of obesity
Week 52 values: Week 208 values:
DAPA + MET: -3.22 (-3.56, -2.87) DAPA + MET: -3.65 (-4.3, -3.01)
GLIP + MET: 1.44 (1.09, 1.78) GLIP + MET: 0.73 (0.06, 1.40)

* Data are adjusted mean change from baseline £95% CI derived from a longitudinal repeated-measures mixed model.
Cl, confidence interval; DAPA, dapagliflozin; GLIP, glipizide; MET, metformin.
1. Nauck MA et al. Diabetes Care. 2011;34:2015-2022. 2. Del Prato S et al. Diabetes Obes Metab. 2015;17:581-590.
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Dapagliflozin Significantly Meiwon oto ZwpaTtiké Bapog %@%
at 24 Weeks: Both Strata *

Stratum 1 Stratum 2

(SITA monotherapy) (SITA+MET)

DAPA 10 mg+SITA Placebo+SITA DAPA 10 mg+SITA Placebo+SITA
1o N= 110 111 10 - 113 113
BL,kg 88.0 84.1 ' 94.0 94.2

0.5 - 0.5 -
= 0.0 - '0.0
=y
()
25 -05 - —0.5 -
3
S 40 ~0.1(-0.5, 0.4) 10 -
£ e ~0.5 (-1.0, 0.1
Gg),g -1.5 - 1.5 - ( )
©
5 20 —2.0 -

2.5 - —2.5 -

*
30. -1.9(-2.4,-15) 30 -
*
—2.4(-2.9,-1.8)

Dapagliflozin is not indicated for the treatment of obesity

+ At 48 weeks, body weight was —1.4 kg and —2.5 kg with DAPA in Stratum 1 and Stratum 2, respectively, compared with
+0.8 kg and —0.5 kg with placebo

* P<0.0001.

Data shown as mean +95% confidence interval.
BL, baseline; DAPA, dapagliflozin; HbA,., glycated haemoglobin; MET, metformin; SITA, sitagliptin.
Jabbour S et al. Diabetes Care. 2014;37:740-750.



Exenatide once weekly plus dapagliflozin once daily versus exenatide or dapagliflozin alone in patients with type 2
diabetes inadequately controlled with metforminmonotherapy (DURATION-8):
a 28 week, multicentre, double-blind, phase 3, randomised controlled trial

ghoTlig
t{‘w‘q‘,‘}%

—@— EQW + DAPA (n=228); BL, 91.8 kg

-1.22
kg#*

s

$'>
B

O_
—- EQW (n=227); BL, 89.8 kg
-0.57 —a— DAPA (n=230); BL, 91.1 kg
\
-1.0—
(@)] *
' \
= -1.5 . T T - -154kg
o * 1 1
%J 2.0
-2.19 kg —
C
= 25—
(D)
(@)]
S 3.0 :
6 t T
'3.5_ * * . '3.41 kg _—
T
T t
-4.0—
ASTIT T T | | | | |
012 4 12 16 20 24 28

Time (weeks)

* Difference, p<0.05 vs. EQW; t Difference, p<0.05 vs. DAPA; 1 Difference, p=0.002; § Difference, p=0.002.
Note: Data is least squares mean change. Error bars show standard errors. Analyzed in the ITT population.
Frias JP, et al. Lancet Diabetes Endocrinol. 2016;Published online September 16, 2016. http://dx.doi.org/10.1016/S2213-8587(16)30267-4
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Figure 2. Body weight variation during the follow up period per patient group

Sotiropoulos A,Koutsovasilis A et al. EASD 2016
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Dapagliflozin Versus Placebo as Add-on to Metformin: g@%

AAAayég oTtn ZAIl

Week 241 Week 1022
DAPA 5mg DAPA 10 mg MET DAPA 5mg DAPA 10 mg MET
+ MET + MET + MET + MET
0,0 - 2 -
-0.2
£-1,0 - 2 15
e e
£ E 1
— -2,0 - _
m m
£ e 05
© .30 - o
> © 0
G 4.0 - S
S S -0,5
: :
QO - - ()
g 50 s -1
-6,0 - -1,5 -
(n=122) (n=122) (n=119) (n=88) (n=94) (n=72)
(BL=126.9 (BL=126.0 (BL=127.7 (BL=127 (BL=126 (BL=128
mmHQ) mmHgQ) mmHg) mmHgQ) mmHQ) mmHQ)

Dapagliflozin is not indicated for the treatment of hypertension

* P=0.0136 vs MET. t P=0.0067 vs MET.
BL, baseline; DAPA, dapagliflozin; MET, metformin.
34 1. Bailey CJ et al. Lancet. 2010;375:2223-2233. 2. Bailey CJ et al. BMC Med. 2013;11:43.
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Dapagliflozin Versus as Add-on to WA
Metformin: AAAayEg otn ZAIll (Over 208 Weeks)
Change in SBP
41 Week 52 Week 208
~ 3 _ 1
2 | Glipizide + metformin :
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£ 1L L
o -1-
“— iff. -3.67 mmHg
o -2- (-5.92,-1.41)
m
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o -4-
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O -6 : |
-7 : |
T T I I I I I I I I I I I I I I I I [ 1
BL 6 1218 26 34 42 52 65 78 91 104 117 130 143 156 169 182 195 208
Study week
—— DAPA + MET GLIP + MET
Dapagliflozin is not indicated for the treatment of hypertension
BL (mmHg) Week 52 (mmHQ) Week 208 (mmHg)
DAPA + MET: 132.80  DAPA + MET: -4.10 DAPA + MET: -3.69
GLIP + MET: 133.80 GLIP + MET: 0.61 GLIP + MET: -0.02

BL, baseline; DAPA, dapagliflozin; GLIP, glipizide; MET, metformin; SBP, systolic blood pressure.
Del Prato S et al. Diabetes Obes Metab. 2015;17:581-590.
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AAAayég otn ZAIT in Two Dedicated Phase 3 Studies i@%

Il DAPA 10 mg M Placebo

Study 073! Study 0772
+ ACEI/ARB + ACEI/ARB + additional anti-HTNa
N= 302 311 225 224
BL (mmHg) 149.8 149 5 151.0 151.3
0 - 0 -

P 2" e P 721
SE SE
gé —4 - “gg —4 4
e o e Q.
25 64 S5 -6
© 5 © 5
c 8 c 8

T _8 o8 -8 -
g3 £ &
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3 5-10+ 3 g -10 -
S < -10.4 S <
T $-12 4 T 9012 -
< 3 < 3 ~11.9

o] o]

~14 d | | ~14 d l |
=3.1** —4 3Fr*

00, Dapagliflozin is not indicated for the treatment of hypertension

* Exploratory analyses in the initial phase 3 studies showed numerical reductions in SBP at week 24 (—1.3 to —5.3 mmHg) in the
DAPA 10 mg groups; Repeated-measures mixed-model analysis

ACEiI, angiotensin converting enzyme inhibitor; ARB, angiotensin receptor blocker; BL, baseline; SBP, systolic blood pressure
1. Weber M, et al. Blood Press. 2016;25(2):93-103; 2.Weber MA et al. Lancet Diabetes Endocrinol. 2016;4(3):211-20.



Exenatide once weekly plus dapagliflozin once daily versus exenatide or dapagliflozin alone in patients with type 2
diabetes inadequately controlled with metforminmonotherapy (DURATION-8):
a 28 week, multicentre, double-blind, phase 3, randomised controlled trial

EQW + DAPA  EQW DAPA

BL, mm Hg 130.5 129.6 129.7

Change in SBP, mm Hg

4,5 -

| -2.9 mm Hg*

—-2.4 mm Hg*

* Difference, p<0.05.
Note: Data is least squares mean change. Analyzed in the ITT population.
Frias JP, et al. Lancet Diabetes Endocrinol. 2016;Published online September 16, 2016. http://dx.doi.org/10.1016/S2213-8587(16)30267-4
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O mBavol pnxaviopoi mov odnyouv o€ peiwon W
NG APTNPLOKAC tieong e SGLT2

—

Melwpévn aptnpLakn

Meilwon 2B axapio
Meilwon oykou/ BeAtiwon
SloupnNTLKEC ETULOPACELC /, \/ YAUKOULULOG

AAeg miBavég odoi:
ayyei0d0paaTikoi uegoAaBnréc ?

BP, blood pressure; T2DM, type 2 diabetes mellitus.
Adapted from: Cherney D, et al Cardiovasc Diabetol. 2014;13:28.
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UACR change over time B

Placebo &% DAPA5mg —A& DAPA 10 mg
120 T Week 104 A UACR
)]
c _ = 80-
e = O
o v o
S E X a0
s $ 2
S g § 0 - { S S s s s s e e el ceceeteaaeestectatnnns
g £ -26.4 (-55.0, 20.5)
- (8)
2 2 < -40- -43.9 (-64.3, -12.0)
5 )
<
-80 T
| L I I
04 52 104
Study week
Number of Patients per Time Point Baseline UACR
Placebo 56 49 31 25 698.0 mg/g
DAPA 5 mg 53 50 39 20 727.1 mg/g
DAPA 10 mg 56 52 40 29 604.4 mg/g

Includes data after rescue.
DAPA=dapagliflozin; UACR=urinary albumin:creatinine ratio. 39
Fioretto P, et al. Diabetologia. 2016;59(9):2036-9.
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Renal Function s
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eGFR: Méon petaBoAn atrod Tnv évapén Ye TV Tapodo Tou Xpovou v»,,,,,ln:ﬁg

Pooled safety analysis of 9 ST+LT, Phase 3 placebo-controlled trials?

—8— DAPA 10 mg —@— Placebo

PuBuoég otreipapatikig dinénong

2UVOAIKOG TTANBuouég TrepiAaupBavopévng XNN Ztadiou 3A

Mean change from baseline
in eGFR (mL/min/1.73 m?)
L

-6 - = Mikpr peiwon otov eGFR Tnv €Bdoudda 1
=  EmakoAouBn etdvodog oTa TTiTTEdQ £vapeng
-8 1 = 2100epdTNTA VIO £WG KAl 2 €T TTapakoAoubnong
-10 F—T—TT"T"T71 T T T T T 1
0 12 24 50 63 76 89 102
Time (weeks)
Placebo, n 1955 873 1671 1558 605 585 551 521
DAPA 10 mg, n2026 961 1777 1663 712 692 656 627

aPooled studies excluded patients with severe renal (eGFR <30 mL/min/1.73m?2) impairment or ESRD.

eGFR, estimated glomerular filtration rate; ST, short-term; LT, long-term; DAPA, dapagliflozin.

Ptaszynska A et al. Drug Saf. 2014;37(10):815-29. ; FDA EMDAC background document. Available at:
http://www.fda.gov/downloads/advisorycommittees/committeesmeetingmaterials/drugs/endocrinologicandmetabolicdrugsadvisorycommittee/ucm378079.pdf



Dapagliflozin Versus Sulphonylurea as Add-on to %Li/

Metformin: MetaoAR oto eGFR Over 208 Weeks

Change in eGFR

140 - Week 52 Week 208
x i :
S 120 - ! _ r
(.LI,J) a>ra - q: J— T-
H 100
S
Q_ 80 -
£ - o o i - L - - H
E 60 1 1 .
3 ! :
£ 40 | |
x | I
LL 1 1
O ! 1
[ 20 1 : :
1 1
1 1
1 1
0 I I I I I I I I I I I I I I I I I I ]
0 61218 26 34 42 52 65 78 91 104 117 130 143 156 169 182 195 208
Study week
—ll— DAPA + MET GLIP + MET
BL=89.6 mL/min/1.73 m2 BL=90.5 mL/min/1.73 m2
Sample size (excluding data after rescue), n
DAPA + MET 406 383 359 366 355 340 332 319 314 268 242 234 202 190 185 180 173 163 163 158
GLIP + MET 408 377 353 360 355 344 331 310 303 248 224 209 187 180 172 167 154 150 148 140

* Includes data after rescue.

BL, baseline; DAPA, dapagliflozin; eGFR, estimated glomerular filtration rate; GLIP, glipizide; MET, metformin;
SEM, standard error of the mean.

Del Prato S et al. Diabetes Obes Metab. 2015;17:581-590.



BIOPHARMACEUTICS & DRUG DISPOSITION
Biapharm. Drug Dispos. 35: 391-404 (2014)

Published online 6 August 2014 in Wiley Online Library
(wileyonlinelibrary.com) DOI: 10.1002,/bdd.1909

EAQTTwOonN Tou

OUPLKOU 0€EOC

SGLT2 inhibitor lowers serum uric acid through alteration of uric
acid transport activity in renal tubule by increased glycosuria

NtarmayAwpAolivn

Table 6| Summary of laboratory parameters at 104 weeks

Dapagliflozin Dapaglifiozin
Dose (mg) Placebo 5mg 10mg
— 5 1 0 Serum uric acid (mg/dl) E
o 0 0 Baseline 705 (1.94) 7.30 (2.12) 73 (171)
— . Change at 104 016 [0247] 067 [0.254] 039 [0204]
‘ﬂ: O) weeks
B <
—
- O 05 Kidney International (2014) 85, 962-971
ﬂ-_) E Drug Evaluation
o ¢ o
w .
C & 1 0 Expert _Dapagllflozm. more than
© A ' O "n"on just another oral glucose-
Lo P | - ?
O E owering agent.
1. Introduction Niki Katsiki, Nikolaos Papanas & Dimitri P Mikhailidis"
E 2. Clinical trials with Department of Clinical Biochemistry (Vascular Disease ,Pm{mzim Clinics), Royal Free Hospital
—— — 1 . 5 dapagliflozin in healthy campus, University College London Medical School, University College London (UCL), London, UK

EAQTTWON OUpLKOU 0EEOC
T Kol 0TLC U0 OMASEC

[(ODay1 MDay3 M Day7 vtarmayAipAolivng (5 kot 10 mg)
-0.30 mg/dl (-0.018 mmol/I)

* %

Biopharm. Drug Dispos. 35: 391-404 (2014)



>xedlaocpuog peAétng DELIGHT: Emidpaon datrayAipAolivng +/-
oaayAITrTivn oTn AcUKWpHaATIVoupia o€ aoBeveig e ZAT2 Kal CKD3

Dapagliflozin 10 mg N=150

Randomized
1:1:1
-
=]
S Placebo N=150 g
C
I 1
< c
e Background diabetes treatment and optimal ACEi/ARB treatment o
n
1 || Singleblinded Randomized Treatment
placebo
9 Lead-in Double-blind
period | treatment period
Week -6 -4 0 Y -

Saxat+Dapa arm:
Co-Primary objective : Change in HbAlc and % UACR vs Pbo
Secondary objectives: Change in weight, FPG, SBP, HbAlc <7%, 30% UACR reduction

Dapa arm:
Primary objective: Change in % UACR vs Pbo

Secondary objectives: Change in weight, FPG, Alc, SBP, HbAlc <7%, 30% UACR reduction

Available at:https://www.clinicaltrials.gov/ct2/show/NCT02547935?term=dapagliflozin+and+renal&rank=15. Last accessed 6 Nov 2016.
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TnNG datrayAipAolivng oe acOeveic pe JETPIA VEQPIKA OUCAEITOUPYIO

ﬂf,gj

Randomized Dapagliflozin 10 mg N=150

1:1

n=302 \ Placebo N=150 EID'I
S o
c =
r 1
e : c
e Background diabetes treatment ©
n
o J| Snoieblinded Randomized Treatment

placebo
g Lead-in Double-blind

period treatment period

Week -6 -4 0 24 27

Primary objective : Change in HbAlc at week 24
Secondary objectives: Change in weight, FPG, SBP at week 24

Available at: https://www.clinicaltrials.gov/ct2/show/NCT02413398?term=dapagliflozin+and+renal&rank=5. Last
accessed 6 Nov 2016.
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YrtoyAuKoupia

Y€ OAEC TIC MEAETEC Ta eTeL0OS LA uTtoyAUKaLpiog Ttng AamayAidAolivng Atav
avaAoya PE aUTA TNG OpAdaC TOU ELKOVIKOU dapUAKou

Frequency of.mlnor episodes of Add-on to SU Add-on to insulin
hypoglycaemia

Dapagliflozin

Placebo

H cuxvotnta TwV UTTOYAUKOLULKWY ETTELOOOLWY CUCYETLOTNKE LE TNV UTIOAOLTTN
avTdLafnTikA aywyn LE Ta tEPLOcOTEPA EMELCOSLA VAL TTapouoLalovTal O
opadec acBevwyv nov eAapBavoyv couvApovuAoupleg ) LVOCOUALVN.

*In a prespecified pooled analysis of 12 placebo-controlled studies.

Dapagliflozin. Summary of product characteristics2012.
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4,3
& | 3,7
o 4
<
51
0° ] ] , ]
AamayAipAolivn Elkovikd AamayAipAotivn Elkovikd
10 mg dappako 10 mg bdapuako

Ta TTEPICOOTEPA CUUPBAVTA ATAV NTTIOG £WG METPIOG EvTaon G e dattayAipAolivn

Ta TTEPICOOTEPA AVTATTOKPIBNKAV € Evav apxIKO KUKAO cuupaTikig BepaTreiag

2 & OTTAVIEG TTEPITTTWOEIG 0dRynoav o€ améocupon (0,3%)

O1 TrepioodTEPOI aoBeveic ye oupBavrta ep@avioav Eva uévo oupBav oTic 102 gBdouddeg
*  74,6% oT11g ouadeg datrayAipAodivng Evavti 86,4% OTIG OPNADES EIKOVIKOU PAPUAKOU

O1 AOIJWCEEIC TOU AVWTEPOU OUPOTTOINTIKOU ATAV OTTAVIEC KAl EEICO0PPOTTNMEVES AVANEDQA OTIC
OMAdEC

* [TluehoveppiTida: 0,1% otn datrayAipAodivn Evavti 0,2% oTnv opada eAEyXou

Parikh S, et al. EASD 2011; Dapagliflozin. Summary of product characteristics. Bristol-Myers Squibb/AstraZeneca EEIG, 2012;
Food & Drug Administration. Endocrinologic and Metabolic Drugs Advisory Committee Background Document. Available at:
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM262996.pdf.



http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM262996.pdf
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AamayAiprolivn Elkoviko Aamayhdrolivh - Ewkovikod
10 mg dapuako 10 mg dappako

Ta mepioodTEPQ CUMPBAVTA ATAV ATTIOG £WGS PETPIAG EvTaon G e datrayAipAolivn
Ta TEPIOOOTEPQ AVTATTOKPIBNKAV O€ évav apXIKO KUKAO cUUBATIKAG BepaTreiag

21raviwg odnynoav o€ amoécupon (0,2%)

O1 TTeplocoTEPOI A0BEVEIC uE oUUBAVTA ENPAvIcAV JOVO Eva cUUPBAV KATa TN
d1dpkela TrepIddou 102 eBdouddwyv

* 74,6% pe datrayMipAolivn EvavTl 77,8% E EIKOVIKO QAPUOKO
EAaQpa KAIVIKN €IKOVA

AamayAibAolivn, NepiAndin Xapaktnplotikwy Mpoiodvrog. Bristol-Myers Squibb/AstraZeneca EEIG, 2012;
Food & Drug Administration. Endocrinologic and Metabolic Drugs Advisory Committee Background Document. Available at:
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM262996. pdf.



http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM262996.pdf
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KA petaavaAuon datrayAi@Aodivng
21 Phase llb/lll trials, n=9339 (DAPA n=5936; Control n=3403)

Dapagliflozin Dapagliflozin
Meta Analysis* Favors HR vs
n/N

Event rate/ Event rate/ Dapagliflozin « e = Control Control
Dapagliflozin| 100 p-y Control 100 p-y (95% Cl)

0.79
=]
MACE plus UA 95/5699 1.46 81/3240 2.15 —@- (0.58, 1.1)
0.77
MACE 72/5418 1.15 62/3101 1.69 —— (0.54, 1.1)
CV death 20/3825 0.37 18/2200 0.59 —@— 0.70
' ' (0.36, 1.36)
Ml 30/5244 0.48 33/3014 0.91 0.57
: ' —— (0.34, 0.95)
1.00
Stroke 25/4227 0.45 18/2412 0.57 - O - (0.54, 1.86)
Hospitalization 0.36
for heart failure UL 0.15 LA 0.41 | @ | (0.16, 0.84)
0,10 1,00 2.

*All Phase 2b and 3 Pool, ST + LT -30MU; Stratified by study; Only trials with at least one positively adjudicated event included in analysis; Cox Proportional
Hazards model.

n= number of patients with an event; N= number of patients in treatment group; CV=cardiovascular; HR=hazard ratio; Cl=confidence interval;

MACE=Major Adverse Cardiovascular Event; UA=unstable angina; Ml=myocardial infarction.

Sonesson C et al. Cardiovasc Diabetol. 2016;15:37.



KA petaavdAuon datrayAipAodivng o aocBeveig pe rponyoupevn KAN#* % f/

Dapag I IﬂOZI nl DAPA PEavt;:?:;eV/VIthC?l;eLmsEvent rate/ . F.avors Hazard Ratio vs
n/N n=1856  100p-y  n=1358 100 p-y Dapagliflozin€& ® - Control Control (95% Cl)
gcgﬁiisntfr?“ems With 5011709 221 451325 2.76 | I L 0.80(0.53, 1.22)

CV death 16/1632 074  13/1213  0.85 | 1§ |o79037,1.69

M 18/1677 082  22/1246  1.39 ‘ | : 9 |0s58(0:30,1.11)

Stroke 18/1388 095  14/1130  0.96 | ; 1.01(0.49, 2.07)
;'gasft’i]f:i':ﬁfgon o7 10/1486 051  14/1172  0.94 I —— 0.37 (0.16, 0.89)

I I
0.1 1.0 2.0

AtroteAéopara EMPA-REG OUTCOME®

Empagliflozin? Patients with Events Favors

Hazard Ratio vs
Event EMPA=4687 Placebo=2333 Empagliflozin€ ® - Control Control (95% ClI)

MACE 490 282 — — T 0.86 (0.74, 0.99)
CV death 172 137 — — % 0.62 (0.49, 0.77)
MI 213 121 ‘ I i S ‘0.87 (0.70, 1.09)
Stroke 150 60 H— —— = 1.24 (0.92, 1.67)
Egjrei;:il:iiion o 28 95 I : : |0.65 (0.50, 0.85)
1 1
0.5 1.0 2.0

tData is not intended to be comparative in nature as the data is derived from different types of sources and the products have not
been studied in a head to head clinical trial. The effect of dapagliflozin on CV outcomes is being studied in the ongoing clinical trial
DECLARE-TIMI 58.

n= number of patients with an event; N= number of patients in treatment group ;CVD=cardiovascular disease; p-y=patient years; MACE=Major Adverse Cardiovascular
Event; HR=hazard ratio; CV=cardiovascular; MI=myocardial infarction; Cl=confidence interval;

1. Sonesson C et al. Cardiovasc Diabetol. 2016;15:37. 2. Zinman B et al. N Engl J Med. 2015;373:2117-28.



Inclusion Criteria

=
*T2DM, 240 yrs =
- Established CVD Do
(secondary prevention) =
or Multiple Risk Factors Q : :
o
(primary prevention) Dapagliflozin (10 mg/d)
N=17,276 [ All other DM agents per treating MD ]
Screening Duration is event-driven: 1,390 events Estimated
Powered for superiority completion 2019

Primary Endpoint

* MACE: CV Death, MI, Ischemic Stroke

DECLARE - Dapagliflozin Effects on CardiovascuLAR Events.
A multicenter trial to evaluate the effect of dapagliflozin on the incidence of CV events.

CV=cardiovascular; DM=diabetes mellitus; Ml=myocardial infarction; T2DM=type 2 diabetes mellitus.

1. Clinicaltrials.gov. https://clinicaltrials.gov/ct2/show/NCT01730534. Accessed March 2016. 2. US Food and Drug Administration.
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM379659. pdf.
Accessed March 2016. 3. TIMI Study Group. http://www.timi.org/index.php?page=declare-timi-58. Accessed March 2016.



https://clinicaltrials.gov/ct2/show/NCT01730534. Accessed March 2016

pOflg
%"?;m‘%

2012 S

E ‘ﬂf,gj

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

3£ NOIEC NEPINTWOEIC Xpnoiponoigital To Forxiga;

To Forxiga xpnoponoisitar yia tn Bepansia evnhikwv pe diafntn TOnou 2.

To Forxiga pnopei va ypnoiponomnBei we povoBepancia o acBeveic Twv onoiwv Ta enineda yAukolng
(oakyapou) oTto aipa dev ehéyxovTal enapkwc pPovo pe diaira Kar aoknon Kai o1 onoiol dsv pnopolyv va
Aapouv peteoppivn (aAho avmidiafnmko qappako) Adoyw duoavetiac.

To Forxiga pnopsi enionc va xpnoiponoinBei wg emnpoobern Bepaneia oe ahha avndiafnmka @dppaka,
nepihapfavopevne Tnc vooulivne, otav ekeiva o cuvduaopd pe aoknon kar diaira dsv napexouv

enapkn £heyyo Tou diapnTn.
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ZXETKA UE TN Xopenynon tn¢ darmayAidpAolivne (1)

* H amroteAeocpaTikOTNTA TNG datrayAipAolivng eSapTaTal a1Td TN VEQPIKNA
AsiToupyia

« Aev ouvioTaral n xpron datmrayAipAolivng o€ aoBeveic pe NETPIO €W Bapid
ve@pikry duaAeitoupyia (CrCl <60 mL/min i eGFR <60 mL/min/1,73 m?)

* H TrapakoAoudnon TnG VEQPIKNAG AEITOUPYIaG CUVIOTATAI WG AKOAOUBWG:
« [lpiv TNV é&vapen tng datrayAipAolivne Kal TOUAAXIOTOV £TNCIWC OTN OUVEXEIQ

* [lpiv TNV £&vapén ouyxopnyoUNEVWY QAPUOKEUTIKWY TTPOIOVTWY TTOU UTTOPEI va
MEILOOUV TN VEPPIKN AEITOUPYIa Kal OTN OUVEXEIQ O€ TTEPIODIKN BdAon

e 2TNV TTEPITITWON VEPPIKNAG AEITOUPYIAG N OTToia TTPOCEYYICEl TN METPIA VEPPIKN
QuoAeIToupyia, TOUAAXIOTOV 2 £WG 4 QOPES ETNTIWG.
Eav n veppikn Acitoupyia peiwBei katw amré CrCl <60 mL/min r} eGFR <60
mL/min/1,73 m?, n Bepatreia datrayAipAolivne TTPETTEI va OIOKOTTTETA

*eGFR uttoAiyopévog pe Tov Tutro MDRD (Modification of Diet in Renal Disease/TpotroTroinon Tng diaitag oTn VEQPIKK vOoO).
AatrayAipAodivn, MepiAnwn XapaktnploTikwy Mpoidvtog. Bristol-Myers Squibb/AstraZeneca EEIG, 2012.

54



ZXETIKA HE TN Xopnynon tng damayAipAodivng (2) i

H danayAipAolivn dev cuviotatal os:

e AoBeveic nAkiog =75 etwv 1} <18 etwv

* AoBeveic mov Aapfavouv tautoxpova rioyArtalovn
e Je aoBeveic mou Aappfavouv SloupnTika TNG AyKUANG

H danayAidpAolivn dev cuviotatal eniong yia Evopén Oepaneioc o€ UTTOOYKALULKOUC
aoBeveic

e Zuviotatat npoowptviy dtakormnn tng darmayAipAolivng oe acBeveic pe vooykatpia
HLEXPL VO ATOKATOOTOOEL N amwAEL TOU evOayYyELOLKOU OYKOU

* Juviotatol Tpocooxn o€ acOeveig yla Toug omoioug n emayopevn amnod tn damayAidbAolivn
Helwon TNE apTnpLakng rieong Ba pumopoloe va amoteAEoeL kivouvo.

* Mmnopei va anatteital xapnAdtepn 60on WoouAivng 1 EVOg LVGOUALVOEKKPLTAYWYOU
TLPOKELMEVOU va HELWOEL 0 Kivduvocg urmoyAukatpiog otav xopnyouvtal o€ cuVOUACUO UE
SdarmayAidpAolivn

55 AatrayAipAodivn, MepiAnyn XapakTnpioTikwy Tou Npoidvtog. Bristol-Myers Squibb/AstraZeneca EEIG, 2012.



GLYCEMIC CONTROL ALGORITHM 2017

LIFESTYLE THERAPY

(Including Medically Assisted Weight Loss)

Entry A1C< 7.5% Entry A1C > 7.5% Entry A1C > 9.0%

MONOTHERAPY* SYMPTOMS
*
 Metformin id  DUAL THERAPY < NO YES
/ GLP-1RA el 89 TRIPLE THERAPY* R'm
. ~ SGLT-2i i DUAL INSULIN
., DPP-4i v DPP-4i / SGLT-2i Other
= M ET M ET e OR Agents
TZD -/
1 12D e or other ! — orother /I TZD P
1st-line Basal Insulin 1st-line Basal insuli —e 1EIPLE
AGi 1 asal insulin era
v e —— agent agent + ! n— Py
! SU/GLN v Colesevelam 2nd-line ./ DPP-4i
v~ Bromocriptine QR e ~ Colesevelam v
I v AGI / Bromocriptine QR
T — ADD OR INTENSIFY
O— | SU/GLN / AGi } INSULIN
IR — SU/GLN Refer to Insulin Algorithm
proceed to Dual Therapy If not at goal v ! e
in 3 months
Triple Therapy .— If not at goal in
3 months proceed v Few adverse events and/or
to or intensify possible benefits

o . insulin thera G—
* Order of medications represents a suggested hierarchy of usage; 24 !
length of line reflects strength of recommendation

‘ PRIOGRESSION OF DISEASE

COPYRIGHT © 2017 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/EP161682.CS

Use with caution
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® Meiwon Tou Adyou IvoouAivng/yAukayovng - KEToyEveon

SGLT2i

S

>t
glucose

T Glucosuria

¥ Na* reabsorption

\_ t Ketone body
reabsorption

»| | Insulin dose
< }

N\  — t Lipolysis

J Clin Endocrinol Metab 100: 2849-2852, 2015



.‘“ DT 9-
"ex-““\rm,

Defining the potential “real-world” impact of the EMPA-REG OUTCOME trial on improving m
cardiovascular outcomes: observations from the Diabetes Collaborative Registry (DCR) e
S.V. Arnold,, et al , sUniversity of Texas Southwestern, Dallas, sJoslin Diabetes Center, Boston, sEmory
University, Atlanta, -University of California-San Diego, sUniversity of California-Irvine, USA.

Results: Among 979,175 patients in DCR, 284,632 had T2D and an HbA1c value. Of
these, 45,948 (16.1%) had HbA1c 7-10% and atherosclerotic CVD.

Patients with Type 2 Diabetes

Not on SGLT2
Inhibitors

Not eligible for 96%

EMPAREG ~ rotentially
OUTCOME E:%[;"e
0
84% Treated with
SGLTZ2 Inhibitors

4%

O Empagliflozin
m Dapagliflozin

= Canagliflozin

EASD MONAXO 2016



Comparison between SGLT2 inhibitors and DPP4
inhibitors added to insulin therapy in type 2
diabetes: a systematic review with indirect

comparison meta-analysis

0T g
§ =

S

A A

Sgurces Waight _Wighied Maan Difersnce [35% CIL Y oo e Waight  Weighted Mesn Differance [95% CI), kg

SGLT2 inhibitor study Drug T

Feal et al, 2014 (22) Canagiiazn ‘- .07 % 073 087, -0BS sm.lnm.ruuw:m Drug ; )

Mossnaock stal, 2014 |19] Cmpagloon —.— DI 0.5z [-000,-n30  Healetal, 2004 (32) Canagificzin - - 5379 % 217255, 189]

Rossnmnck etal, 2018 (23| Empagificzn - 15.63 % 0.70[-080, 051 FRosensoct elal 2004 (18] Empagifiazie —a— i N30% A0 [230,137]

Wilding at al, 7008 (371 Dmpaglitozin 501 5% 070110 030  Rosnsock elal, 2005 (23] Empagifiozie 2M% 0.0 [-256, 076

Wilding et al, 2012 (12) Dapaglifozin = e 080 <074, 048  WHEngat ¥, 1009 (IT) Lapagangzin 3% 260|400 -120]

Tobal of SCLT2i (P=48.8%, p=)_101) - 100.00 % D85 [-074 -055  wikdnget al, 1012 (12) Dapaghfiazin . 1578 % 204 [«259 «149]
Totsl of SOLT (Pei0. 7%, pad 345) — i 130,50 % 212 (238, 186

DPPA faivibitor study :

Barnat ot al, 2007 (14) Lanagliptin - 11,00 % 041 [086 -0 DPP4 inhibitor study B

POt s o b o Gan - e I 050, D10 garmetter al, 2012 (1) Sanagipin —m— 1A% 0221028, 073)

Pk &1 81, 2004 20| Ak.:;;!pl.ll —— 19,63 % Do |[-paz -psg  Fonsec elal 2007 26 Vidagiptn —— BN 070 [-008, 14B]

Fothry ot al, 2013 (21} Wedegliptin ——— 10,83 % ora(-080, -npg okl elal, 2004 20) Adoghptin T 17250 % 043 [-043, Od1)

Mathiou ot al 3015 {15) Sitaghatn - .01 % 040058 nzs Matibeuelal, 2015 (15) Sitaglpn - 156 % 0.H[-080, 020)

Rosenzock el al, 2008 [16] Alagiptin —— 010% 4.59[-080,-038 Fostnsnct etal 200918 Algugtin e, omc Y- i 0.0z |-00g: 0]

Witskall et &, 2010 {17} Sitaglptn —— 12.18% 055 070, <042  Vestolled &, 20170 (7} Silagliptn —— 1539 % 000 |04, 046

Yki-Jaranen & al, 2013 (18) Linaghptn —— 9.91 % 085 08T, -043  Yki-fardnen et al, 20013 (18) Linaghptin - 2574 % <020 [-000, 004

Tatel ol DFF4 {1*=T4.5%, p=0000) — 100.00 % 050 [-070, 045 Totel of DPPA| (F=21.4%, p=0 385) - 150,50 % 00M ] 028, D1

Waighis are from ramdom effecds analysis Waighis & from random effeds snalyss ;

T T 1 T T T 1
<180 100 050 0ua 0.50 -2 50 1.00 0.501 200
Farvors tnestmenl Fanors contrel Favors bvatmart Eavors contrdl

B. B.

ECLTZ inhibiiors v DM inkib) Woighiad Maan Differance [08% ClL ! sgi 72 inkibitars va BOPY inhibitors Walghted Mosn Difforence [58% &I, ky

Unadjusted indiract compansan ——— DOT[ 02T, 013 Unadjusies indirect compaison —— “2AT 245 -1T0)

Adjusted irdinect comganson — 24 (043005 Adusbed indirect comparisen — 238 (-318 -158]

Wiaighils @ fiom rasdom effecdts snalyss Wheights ans fremrandom effeds anslyss

f T 1 T T T 1
50 100 W50 000 0. 2,50 1.00 .50 200

Favors SGLTZ ishititoes

h

Favors DFF inhibstorg

Favors SGLT2 inhibtors

h

Favos DPP4 ichititors

Ol SGLT2 avaoTtoAeic emituyXAvouv KAAUTEPO YAUKOLLLLKO EAEYXO Kal peyaAUTeEpN Helwon
Tou Bapouc armnod toug avaotoleic DPP4 ywpic avénony tou kivbuvou umoyAukatpiog oe
aoBeveic pe T2DM mou eAEYXETOL AVETIOPKWCE UE LVOOUALVN.

DIABETES/METABOLISM RESEARCH AND REVIEWS

Diabetes Metab Res Rev 2017; 33: e2818.
Published online 8 June 2016 in Wiley Online Library (wileyonlinelibrary.com). DOI: 10.1002/dmrr.2818



Blood pressure and glycaemic effects of dapagliflozin versus
placebo in patients with type 2 diabetes on combination

antihypertensive therapy: a randomised, double-blind,

placebn-cnntrnl IEdr PhaSE 3 5tUd}' Lancer Mobetes Endooing 2016;
4: 120

Michael A Weber, Traci A Mansfield, Vialerie A Cain, Nayyar Igbal, Shamik Parikh, Agata Praszynsk.

Findings Between Oct 29, 2010, and Oct 4, 2012, we randomly assigned 225 patients to dapagliflozin and 224 to placebo.
Seated systolic blood pressure was signifi cantly reduced in the group assigned to dapaglifl ozin (adjusted mean change
from baseline =11 = 90 mm Hg [95% CI —13 = 97 to —9 = 82]) compared with those assigned to placebo (-7 * 62 mm Hg

[-9 = 72 to -5 = 51]; placebo-adjusted diff erence for dapaglifl ozin -4 = 28 mm Hg [-6 = 54 to -2 = 02]; p=0 * 0002). Reductionsin HbA1lc
concentrations were also signifi cantly greater in patients assigned to dapaglifl ozin (adjusted mean changefrom baseline -0 * 63% [95% CI
-0 * 76 to -0 = 50]) than in those assigned to placebo (-0 = 02% [-0 * 15 to 0 = 12]; placeboadjusteddiff erence -0 * 61% [-0 = 76 to —0 *
46,]; p<0 * 0001).

In a post-hoc analysis, we found difference in blood pressure

versus placebo was greater in patients receiving a B blocker (-5 * 76 mm Hg [95% CI -10 - 28
to -1 = 23]) or a calciumchannel blocker (-5 = 13 mm Hg, [-9 = 47 to -0 = 79]) as their
additional antihypertensive drug than in those receiving a thiazide diuretic (-2 = 38 mm Hg
[-6 = 16 to 1 = 40]).

Adverse events were similar in the dapagliflozin and placebo groups (98 [44%] patients vs 93
[42%)], respectively, had at least one adverse event), with few adverse events related to renal
function (1% vs <1%) or volume depletion (<1% vs 0%).
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Lipids at 102 Weeks

Small changes in lipid profiles were noted in the DAPA treatment groups versus
placebo; these changes were not clinically meaningful

15 - B DAPA 10 mg Placebo
()
c 9,7
% 10 -
0 7,0
_g 53
E /'o\ 5 ] 3,1
SN
HG_) 0 n T T T 1
o
S -1,0 -1,1
5
-10 A -8,3
-10,0
_15 .
Total cholesterol LDL-C HDL-C TG
BElline e 1915 189.2 1104 108.9 424 446 197.2 1822
(mg/dL)
n 162 104 157 103 161 104 161 104

BL, baseline; Cl, confidence interval; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; TG, triglyceride.
Hardy E et al. Poster presented at: 73rd Annual Scientific Sessions of the American Diabetes Association; June 21-25, 2013; Chicago, IL.
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Change in Lipids From Baseline at Week 24*

TC LDL-c HDL-c non-HDL-c TG
10

6,6
5,4

4,6

Change in Lipid Parameter, mg/dL

-25

-30
BL, mg/dL  187.7 192.1 183.1 104.1 107.2 101.3 475 473 453 140.2 1449 137.8 186.6 196.1 188.2

B =ow+parA [ Eow [l DAPA

* Change in lipids was assessed as an exploratory efficacy endpoint.
Note: Data is least squares mean change. All analyses were not statistically significant.
63 Frias JP, et al. Lancet Diabetes Endocrinol. 2016;Published online September 16, 2016. http://dx.doi.org/10.1016/S2213-8587(16)30267-4
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Diabetes Care
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CV Protection in the EMPA-REG

OUTCOME Trial: A “Thrifty
Substrate” Hypothesis

DOI: 10.2337/dc16-0330

IAcetyI-CoA

HMG-CoA l

AcAc
HBD

I B-HB

CrossMark

le Ferrannini,” Michael Mark,” and
Eric Mayoux®

1 Insulin/glucagon

BeAtiwon tnc kapdiakng
Kal VEPPIKNG AciToupyiac

IFatty Acids \ GIquse

| |
Fatty Acids Glucose
} Glycolysis
Acyl-CoA Pyruvate
: }

p

| B-oxidation et

Th v -
IAcAc-CoA __.ptAcetyl-CoA > e

&cor |

HBD AcAcI
—> B-HB fy\

NAD NADH

\ Ox Phos

Pyruvate

\

HEART

| NG fo,

Alpocuunukvwon Aotd
ootTntTAa
A\ paog epubpwv Ay ras



4ghoflig
ST

ﬂf,gé

m
470z . 00

s

K

iy

LS

{
Y]

Effects of SGLT2 Inhibitors

Inhibition of renal tubular Na*- glucose cotransporter ==
reversal of hyperglycemia =3 reversal of “glucotoxicity”

1‘ Insulin sensitivity in muscle

'T‘ GLUT4 translocation
A Insulin signaling

1‘ Insulin sensitivity in liver
v Glucose-6-phosphatase

\1, Gluconeogenesis

V Decreased Cori Cycle
V PEP carboxykinase

'T‘ Improved beta cell function

DeFronzo RA, et al. Diabetes Obes Metab. 2012;14(1):5-14.



Blood Lumen Systemic

Glucose Early/late PT

?

) > Hyperuricemia
EGP? = Gluconeo-
genesis Na*
I Body weight
? Glucose > Blood pressure
Insulin resistance
Arterial stiffness
\ Urate
f LOH/DT/ICD
¥ SNGFR €———— TGF €+——— NaCl
Blood glucose
HO — B-cell glucotoxicity
|2 ’ Other benifits
? € Glucose
Uric acid loss =4
Diuresis l
calorie loss

Glucosuria



