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ADA / EASD Position Statement

Healthy eating, weight control, increased physical activity

Metformin

AmoteAsopatikétnta (VALC)
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If needed to reach individualized HbA1c target after ~3 months, proceed to 2-drug combination

(order not meant to denote any specific preference):

Metformin
+

Sulfonylureat

Metformin
+

Metformin
+

Metformin
+

Metformin
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Thiazolidine-
dione
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hypoglycemia®
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neutral

GLP-1 receptor
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basal)
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-{ hypoglycemia®- -
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If needed to reach individualized HbA1c target after ~3 months, proceed to 3-drug combination

Metformin
+

Sulfonylureat
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or

Metformin
+

(order not meant to denote any specific preference):

Metformin
+

Metformin
+

Metformin
+

Thiazolidine-
dione
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or | GLP-1-RA

If combination therapy that includes basal insulin has failed to achieve HbA1c target after 3-6 months,
proceed to a more complex insulin strafegz, usually in combina_ﬁon with 1-2 non-insulin agents:

Insulin?
(multiple daily doses)
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Healthy eating, weight control, increased physical activity and diabetes education
Metformin

ATroTEAcOoPATIKOTATA (A1C)
Y1royAukaiyia

ZwpHaTIKG Bdpog
Mapevépyeleg

KéoTtog

1f HbA not achieved after ~3 months of monotherapy, proceed to two-drug combination (order not meant %o denote
i MMWG-Mdm“wmr

AtroteAeoparikétnta (YALC)
Y1royAuKaipia

ZwpMaTIKG Bdpog
Mapevépyeleg

Kéotog

1 target not achieved atier ~3 of triple y and pasient (1) on oral combination, move (o injectables; (2) on GLP-1-RA, add
umﬁ:cgmmmmmmmr-ﬁAuW adding TZD or SGLT2+
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*
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Metformin
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If needed to reach individualized HbA1c target after ~3 months, proceed to 2-drug combination

(order not meant to denote any specific preference):

Metformin
+

Sulfonylurea®
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Thiazolidine-
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1c target after ~3 months, proceed to 3-drug combination

(order not meant to denote any specific preference):

Metformin
+

Metformin
+

GLP-1 receptor
agonist
+

su_|

or| TZD I

or| TzD I

orI Insulin$ I

orI Insulin$ I
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basal)
+
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If combination therapy that includes basal insulin has failed to achieve HbA1c target after 3-6 months,

proceed fo a more complex insulin strate

, usually in combination with 1-2 non-insulin agents:

Insulin*

(multiple daily doses)

Healthy eating, weight control, increased physical activity and diabetes education
Metformin

i HbA_ target not achieved alier ~3 months of triple therapy and pase move to injectables; (2) on
besal insufin: or (3) on optimally Steated besal insulin, add GLP-1-RA or mealtime insulin. In refractory patiients consider adding T2D o SGLT2-i:

s [T - [ ]
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Opiouog kal ovopacia “IVkpeTiveg™

Incretins

Creutzfeldt: “Gut-derived factors that increase
glucose-stimulated insulin secretion”
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H doun Twv popiwv GLP-1/GIP & To onueio anodopnong Toug
ano 1o evlupo Dipeptidyl Peptidase 4 (DPP-4)

GIP (1-42 amide)
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01 dpaceig Tou GLP-1 grov avlpwno

« AiEyepon tTNG YAUKOZOEEAPTWHEVNG
Metd tn AnYn TPOYng ... .

@ £KKPLIONG TNG LVOOUAIvVNG

e Meiwon TNG EKKPIONG YAUKAYyoOvNG

N\
J « EmBpaduveon tng KEVwong

1C7¢

Ekkpivetal TOU OTOHAXOU

to GLP-1 " .. ' ' )
ano ta L-kuttapa ¥« Mglwon tng MPocANYNG TpowYng

TOU EVTEPOU
e BeATiwon tng IvoouAlvoguaioOnoiag

Tote akoAouOsi ...
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To GLP-1 diaonaral & adpavonolsitar ano 1o evluuo DPP-4
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Q1 avaoToAgic DPP-4 gunodilouv Tnv adpavonoinon Tou GLP-1







Katnyoplomoinon

Ovoisgg

Huuepiodog Lwng

Mukaln vnoteiag

Bpayxeiog Spaong
Aywvioti¢ GLP-1

Exenatide
Lixisenatide

2-5h

‘Hmuia peiwon

Makpag dpacng
Aywvioti¢ GLP-1

Exenatide LAR
Liraglutide

12 h — HEPLKEC UEPEG

e

ZnUovTiKn HEiwon

Metayesvpoatikn YAukoln

InUovTikn peiwon

‘Hma peiwon

IvoouAivn vnoteiog

‘Hrmua 8iéyepon

Inuavtkn dtéyepon

Metayeupatikn L(VOoUAivn

Meiwon

‘Hmua iEyepon

‘Ekkplon YAukayovng

Meiwon

Meiwon

PuBuoOG yaoTpLKNG KEVwong

EmBpaduvon

Aptnplakn nison

Meiwon

Meiwon

Kapdiakoli maApot

---/Hkpr av§non (0-2)

Métpla avénon (2-5)

ZWHATLKO BApPOG

Meiwon 1-5 kg

Meiwon 2-5 kg

MpokAnon vavtiog

20-50%, e€acBOevel apyad

20-40%, e€acBOevel yopyad




Q1 Baoikéc dpaocelc Tou evdoyevoug GLP-1

} Appetite Native GLP-1
/ } Nausea E ﬁ/
{ Gastric motility
{ Gastric emptying
=l

Intestinal L cell
(gut mucosa)

Tl
N % Insulin

¥ Glucagon




01 emdpaceiq

dpaonc aymvioTwVv TV GLP-1 unodoxswv

Short-acting GLP-1
receptor agonists

V Gastric motility

Syringe

{ Transpyloric or pen

flow

+ Glucagon

\

{ Intestinal ,
glucose
absorption




Q1 31aPOPONOINUEVEG ENISPATEIC

TWV pakpacg dpaonc aywvioTwVv TwV GLP-1 unodoxewv

Long-acting GLP-1
} Appetite receptor agonists

7/ t Nausea

w7/ Syringe

or pen

t Insulin

{ Glucagon




H vauria o€ unodopia xopnynon aywviortn GLP-1 unodoxswyv,
£iVal CUXVOTEPN 000 UEYAAUTEPN N PEIWON TNG YAUKAIPIAC

3
50

45 1 | @ Exenatide twice daily
40 | @ Exenatide once weekly
» @ Liraglutide
39 . @ Taspoglutide
. @ Albiglutide
301 | @ Lixisenatide

25 4 “ Placebo
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H vauria og evio@AERia xopnynon aywviotn GLP-1 unodoxew
dev oxeTi{eTAl PE TN PEIWON TNG YAUKAIPIAG
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NMapa Tnv €vra € Baoikn 1v Alv
0 oTroxoc Tnc HbA1c d&gv EnITUYYXAVETAI

3 out of 5

patients who are treated with basal
insulin still have uncontrolled HbA1c

b

43%

have controlled FPG (<140 mg/dL)
but HbAlc remains uncontrolled




‘Orav n HbAic BeATiwOE&l peETaG TNV EVa ACIKNC IVOOUAIiV
ETAVEULATIKN YAUKAIUIAQ aNOKTA au €V ONUAVTIKOTNTA

HbAlc % J 7.5 to <8.0 7.0 to €75 6.5 to <70

41.1%

TOTAL HYPERGLYCEMIA (%)

30.8%

CONTRIBUTICN OF PPG AND FPG TO HYPERGLYCEMIA AFTER
24/28 WEEKS OF BASAL INSULIN TREATMENT

B POSTPRANDIAL GLUCOSE (PPG)
B  FASTING PLASMA GLUCOSE (FPG)




H Mi§1oevaTidn BEATIQVE!I THV NPWTNH PACH EKKPIONG
IvoouAivng o€ aropa pe diaBnrn tunou 2

50 -

-0~ HS Placebo

-8 HS Lixisenatide
-0- T2DM Placebo
- T2DM Lixisenatide

:

FIRST-PHASE
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QO cuvduaouoc Baoiknc IVoouAiv € £VA YEULATIKO
aywvioTn unodoxewv GLP-1, ex&1 emoTnuovikn Aoyikn Baon

UMTTANPWHMATIKEG

Avaloya Bacikng LVOOUAivNG Aywviotég GLP-1 umtodoxéwv

e AnAn évapén AmAn évapén

‘EAgyX0OG VUXTEPLVOU & TIPWLVOU CAKXAPOU Zadr g EAEYXOG HETAYEU LATLKWY CAKXAPWV
Muwpotepog Kivduvog untoyAukapiog vs NPH Kappio ab§non unoyAuvkatpiwv

Métpla avénon cwpatikov Bapoug (1-3 kg) Meiwon cwpatikol Bapoug

Eniteu§n otoxwv HbA1, ~50-60% Enitevén otoxwv HbA1. ~40-60%

EmmpbéodcTa
atroteAéopaTa
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'OeA0g anod To cuvduaouo Baogikng IVOOUAIvVNG
aTIKO AywVvioTn TV unodoyxewv GLP-1

J

SUMTAN PWHATIKOC FEUMATIKOC AYWVLOTAG

HNXQVLGR6G Spdong Ynodoxéwv touv GLP-1

BaoKn) (WvooUAivn

Kivéuvog
UTTOYAUKOLLLLWV

XapnAog kivéuvog
UTTOYAUKOULLLWV

\ YroyAukapieg I

MNpdoAnyn MuwpOitepn
Bapoug npocAnn Bapouc

J

I \ AnwAela Bapoug

ATAGG oTNV Evapén Kot altAo¢ ot Xpron

WV Abon wooulivng N Nowdtnta {wiig




AywViOoTEC TWV UNodoxewv GLP-1,
€ EYKPION KukAo@opiac Tnv avolén Tou 2015 ornv EAAada

Evdoyevég
AvOpwrmvo GLP-1

A oevatidn

E€evartidn LAR
-~
* »

red and blue circles =

Subcutaneous differences vs. native GLP-1

injection of

microsphere

suspension
of exenatide?®




H AMifioevaTidn o0& OAEC TIC KAIVIKEC MEAETEC NPOKAAETE
onuavTikn peimon tnc HbAlc

Bl = Baow woouhivn = Metdoppuivn L A§oevarisn
IG = Ivooulivn Glargine = Moyhagovn B E€evaritn2 dopég tnv nuépa
=SouAdovuloupia i Placebo
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H MifioevaTidn o€ OAEC TIC KAIVIKEC MEAETEC NPOKAAETE
ONUAVTIKN LEIRON T ETAYEULATIKNC YAUKAIUIAC OTIC 2 WPE

Bl = Baowkr WWOOUAivn Metdoppivn L Aroevartidn
IG = Ivooulivn Glargine NwyArtalévn B E€evarisn2 dopég tnv npépa
=JouAdovuloupia B placebo
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TOU OWUATIKOU Bapoug

Bl = Baowkr WWOOUAivn = Metdoppuivn L Aroevartidn
IG = Ivooulivn Glargine = MoyAtaévn B Egevation2 popég v npépa
=JouAdovuloupia B placebo
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Eniteu€n peiwong tng HbA1ic ka1 anwA&giag Bapoug
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AuEnuevog kivduvog BvnoipoTnTag avaloya 1O CwWPATIKO

Bapog o€ aropa pe cakyapmdn dwaBnrn Tunou 2, o 15.8 €Tn
(Nurses’ Health Study - Health Professionals Follow-up Study, N=11,427, 35-91 eTwv)
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Acgiktng Mdalag Zwparog (kg/m?)




Weight gain

HbA, . decrease HbA,. increase

Pioglitazone .

Glargine 24 IU

Weight loss

Glimepiride 4 mg

. Exenatide 10 pg BID
iraglutide 1.2 mg

Lixisenatide 20mcg od




AnoreAsopamnkornrta & acalsia Tng Mi§iosevaridng o€ aropa
uE ZAT2, ye acrtoyxia puluiong pe Baoikn IvoouAivn +
ueToppuivn (GetGoal-L study)

«  Arandomized, double-blind study:

» Atotal of 496 patients with T2DM and inadequate glucose control on
a stable dose of basal insulin £ metformin were randomized to
lixisenatide 20 ug once daily or placebo’

Screening 1-week run-in 24-week, double-blind treatment

0
|
+ T2DM duration: 12.5 years| I Lixisenatide + basal insulin £ metformin
« Metfarmin usages: T9% | | =
« Type ofinsulin |
|

-

o Glargine; 30%
o NPH: 40%

* HbA,, (+5D) 8.4% (0.9} Diet and lifestyle counselling for all patients
o Detemir: 9%

every 3 months

|

1

L

o Premix: 2% I
» Insulin dose: 55 Widay |
|

|

|

[]

Placebo + basal insulin £ metformin

I

I

I 5
-

l

l

Randomization
(baseline)

Study continued in a double-blind, placebo-controlled extension up to at least 52 weeks




MeraBoAn Tng HbA1lc og 24 gBdopadeg pera Aifiogvaridn n
placebo og aropa pe ZAT2, pe acroyxia puluiong e Baoikn
IvoouAivn + petoppuivn (GetGoal-L study)

—fg— EBasal insulin £ MET + lixisenatide (n=2304)

i Easzal Insulin + MET + placebao (n=158)
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LS mean change in A1C (%)

=]

~0.74
I p=0.001 -

LS mean difference vs placebo:
—-0.36% (95% CI: —0.55 to -0.17)

miTT population, a5 observed [ i
LOCF (on treatment value available] analysis formean change at Week 24 or lzast squared mean G ET -




NocooTo crroumv Nnou NETU uxav 1o D OTOXO LL1 S HbAlc oe 24
gB3opadeg pera Aifiosvaridn n placebo Q€ aropa P ZATZ,

€ aoTo)ia puUOMo € Baoikn IvoouAivn + LETYO

GetGoal-L stud

- Basal insulin = MET + lixisenatide (n=304)
- Basal insulin 1 MET + placebo (n=158)

|' p<0.0001 -
28.3
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A1C <7.0% A1C =6.5%

| — N
miTT population (LOCF) G ET L




MeTaBoAn Tng peTaysupaTikng YAukodng 2mpou kal TnG
av&nong Tng YAukodng, os 24 eBdopadeg pera Aiiosvaridn n
placebo og aropa pe ZAT2, yg acroxia pulumong pe Baoikn
IvoouAivn + peroppivn (GetGoal-L study)

Bl Sasallnsulin + MET + lixisenatide (n=235) [~ Basalinsulin = MET + lixisenatide (n=233)
B Sasalinsulin £ MET + placebo (n=123) B Basalinsulin £ MET + placebo (n=123)

2-hour PPG* _ Glucose excursiont
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LS mean change (mmol/L)

bbb

-5.5 , —4.1
l p<0.0001 - L p<0.0001 —

-3.8 mmol/L -3.8 mmol/L

LS mean difference vs placebo: LS mean difference vs placebo:
(95% CI: 4.7 to -2.9) (95% CI: 4.6 to -3.0)

miTT populatlon. LS Mean Change from baseline 1o Week 24 (LOCF)
*After a standardized breakfast meal test: Ensure Plus® Drink (Abbot: 600 keal; 54% carbohydrate; 17% protein; 29% fat)
T2-hour PPG — plasma glucose 30 minutes prier to meal test {befere study drug administration) G ET l:@ AL




MeTaBoAn Tng nuepnoiag yYAukolng & kair pera 24 eBdopadseg,
pera Mifiosvaridn n placebo o aropa pe ZAT2, ys agroyia
puOuiong pe Baoikn Ivooulivn + peTpopuivn (GetGoal-L study)

12.8 ;

Pre- Post- Pre- P.ost- Pre- Post-  Bedtime
breakfast breakfast  lunch lunch  dinner  dinner

-# Placebo baseline -#- Lixisenatide baseline

4 Placebo endpoint < Lixisenatide endpoint

GETI-




MeraBoAn Tou owparikou Bapoug, ot 24 eBdopadeg PETA
Mh&oevaridn n placebo os aropa pe ZAT2, yg agroyia
puOuIoNg pe Baoikn Ivoouldivn + peT@opuivn (GetGoal-L study)

il Basal insulin + MET + lixisenatide (n=311)

——@— Basal insulin £ MET + placebo(n=161)

Week
2 24
LOEF,
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LS mean difference vs placebo:
-1.3 kg (95% CI: -1.8to -0.7)

mITT population, as cbserved GeTCG ‘\ AL
“LOCF (on treatment vaiue avallable) analysls for mean change at Week 24 or least squared mean N’




MeraBoAn Twv povadwv T agiKng IVoouAivng, o€ 24
gBdopadeg pera Ai&iosvaridn n placebo Q€ aropa P }:ATZ, UE

a ia puBuIoc € Ba uAivn * UET v

GetGoaI-L stud

- Basal insulin + MET + lixisenatide (n=325)
- Basal insulin + MET + placebs (n=185)

u =

LS mean change in basal insulin dose (U)

| =5.8

T T T T T T T 10 T

Baseline 4 B 12 16 20 24 24 LOFC Lp=n.n12_
Week

== Placabo

== Lixisenatide i
LS mean difference vs placebo:
—-3.7 U (95% Cl: -6.6 to —0.8)

=0}
miTT population, LS Mean Change from baseline to Week 24 (LOCF) G ET -




Profile acpalAsiag, o€ 24 eBdouadec pera Mhifiogevaridn n
placebo og aropa pe ZAT2, ue acroxia puluiong pe Baoikn
IvoouAivn + peroppivn (GetGoal-L study)

Type of adverse event, n (%) 52

0
< > e - c 20U

Any TEAE 241 (73.5) 114 (68.3)

Any serious TEAE 12(3.7) 7(4.2)

Death 1(0.3)* 0

Discontinuation due to TEAE 25(7.6) 8 (4.8)
Gastrointestinal disorders 14 (4.3) 2(1.2)

Any Gastrointestinal disorders 132 (40.2) 34 (20.4)

Most common TEAEs (and 25% more frequent with lixisenatide), excluding hypoglycaemia

Nausea 86 (26.2) 14 (8.4)

Vomiting 27 (8.2) 1(0.6)
Diarrhoea 24 (7.3) 9(54)
Dizziness 17 (5.2)

‘Sudden cardiac death
Safety population; TEAE=treatment emergent adverse event




Ap18u0og acBevwv P vaurtia otn diapkeila Twv 24 eBdopadwv
Ta AiE1gevari N placeb ‘ =AT2 i
puOuiong pe Baoikn Ivooulivn + peTopuivn (GetGoal-L study)

—@— Basal insulin £ MET + lixisenatide (n=328)
e Basal Insulin £ MET + placebo (n=187)
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H Bepansgutikn enidpaon Tng Ai§icevaridng, orav npogoTifeTal
o€ Baoikn IVOouAivn, gival peyaAuTtepn otav n YAukoldn
vNnoTEiag gival kaAa EAEYXOUEVN (Post-hoc analysis of GetGoal-L)

GetGoal-L participants

FPG at baseline

Group 1 Group 3
FPG <6.7 mmol/L FPG >8.9 mmol/L
(<120 mg/dL) Group 2 (>160 mg/dL)
FPG =6.7 to =8.9 mmol/L
"\-._‘___.__._ _.-_.—-"'"r’
——

Basal insulin + , Efficacy measurements

lixisenatide © HBA

Body weight

Ve
: - «  2-hour PPG after a standardized breakfast
Basal insulin + SMPG

]

placebo - Basalinsulin dose
Symptomatic hypoglycaemia
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FPG 6.7 mmol/L
(Baseline HbA . 8.1%)

1
LS mean difference:
—0.57; p<0.0001

Post-hoc analysis of GetGoal-L

FPG >6.7 to £8.9 mmol/L
(Baseline HbA, . 8.4%)

LS mean difference:
~0.30; p=0.073

FPG >8.9 mmol/L
(Baseline HbA . 8.7%)

LS mean difference:
-0.29; p=0.149

W Basalinsulin + lixisenatide

M Basalinsulin + placebo




H yAukoln 2wpou PYETA Npwivo TNV 24n gBdopada gival
avaloyn Tng apxikng yAukoldng vnoreiag, orav n Aifiosvaridn

npooTifeTal o Baocikn IVOOUAiIVN (Post-hoc analysis of GetGoal-L

FPG =6.7 mmol/L FPG >6.7 to =8.9 mmol/L FPG >8.9 mmol/L

-4.67

L |
T

LS mean difference:
-4.11; p<0.0001
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= Basal insulin + lixisenatide LS mean difference: LS mean difference:
w Basal insulin + placebo —-4.14; p<0.0001 -3.00; p=0.001




H petaBoAn Twv povadwv ivooulAdivne Tnv 24n eBdouada gival
avaAoyn TncC apyiknc vYAuko VNOTEIag, oTtav n AiIEigevarid
npooTifeTal o Baoikn IVOOUAIVN (Post-hoc analysis of GetGoal-L

FPG =6.7 mmol/L FPG >6.7 to =8.9 mmol/L  FPG >8.9 mmol/L
N=106  N=58 N=106  N=56 N=113  N=51

T

_ 0.3
| |
|
LS mean difference:
-0.42; p=0.742

LS mean difference:
—4.17; p<0.05
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LS mean difference:
—9.33; p<0.05

" Basal insulin + lixisenatide
® Basal insulin + placebo




H peiwon Tou cwuatikov Bapouc Tnv 24n eBdouada gival
avaAoyn Tnc apyiknc YAuko VNOTEIac, oTtav n AiEioevarid
npooTifeTal o Baocikn IVOOUAiIVN (Post-hoc analysis of GetGoal-L

FPG 6.7 mmol/L FPG >6.7 to 8.9 mmol/L FPG >8.9 mmol/L

T

-1.19
I I

-1.51 LS mean difference:

| | | -1.00; p=0.013

LS mean difference:
-1.09; p=0.019
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LS mean difference: » Basal insulin + lixisenatide
-1.75; p<0.001 ® Basal insulin + placebo




hypoglycaemia®

'ruv A&iogvari

(_0_$1:-hos analysis of GetGoal-L)

Group 1:
FPG 6.7 mmol/L
(120 mg/dL)

Symptomatic 46 16

(42.6%)  (27.6%)

Severe 1 0
hypoglycaemia?

(0.9%)

Symptomatic 62 33
hypoglycaemia®

(57.4%)  (56.9%)

Severe 2 1
hypoglycaemia*

(1.9%) (1.7%)

(1.9%)

FPG >6.7 to <8.9
mmol/L

FPG >8.9 mmol/L
(160 mg/dL)

27 12 18 8
(25.5%) (21.1%) (15.8%) (15.4%)

2 0 1 0
(0.9%)

42 18 34 14

(39.6%) (31.6%) (29.8%) (26.9%)

3 0 2 0
(2.8%) (1.8%)




H npoo@nkn AifiocsvaTidng o€ TiTAonoloupevn Glargine kal
MeT@oppivn + TZD, EmMTUYXAVEI ONUAVTIKOTEPN HEIWON TNG
HbA1lc cuykpiTika pE TRV npooOnkn placebo (GetGoal-Duo 1)

s Lyoumia”
+ IMSLILIM

. GLARGIME
taking Lyxumia and Insulln + MET (=TZDs)

glargine achleved an HbAl (n=215+)

<7%, vs 39% of patlents

recelving Insulin glargine INSULIN

alene (P<0.0007) GLARGIME
+ MET (=TZDs)
(n=22113
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BASELIME 4 & 24  LOCF

TREATHMEMT TIME (WEEKS)




NocooTo diaBnrmikwv Tunou 2 nou néruxav HbAilc <7% n

=6.5% pera npoonkn Aificevaridng n placebo, ot
TiTAonoioupevn Glargine ka1 Merpoppivn + FAhitalovn

GetGoal-Duo 1

HbA1c <7% HbA1c <6.5%

p=0.0001

]
56%

=

2
=
o
w
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=
=®

n=8> n=121 n=36 n=69

B Glargine + Metformin + Placebo (n=221)
B Glarginge + Metformin + Lixisenatide (n=215)




H npooOnkn A1I€1cevaridnc o€ TITAONOIQUUEVN 1 Glargine

kKal MeT@oppuivn + TZD, ENITUYXAVE!I ONUAVTIKOTE A (019

T ETAVEULATIKAC YAUKO CUYKPITIKA UE TNV NPpoocOnk
| I-D 1 I-L

n=223
0.1

over 50X 1.7
GREATER :
REDUCTION -

OVER & X
GREATER
REDUCTION

* P 0U000N *P=0.000

GetGoal-Duo 1 GaetGoal-L

B Lyxumia' B Lyxumia" + BASAL

+ INSULIN GLARGINE IMSULIMN £ METFORMIM
+ METFORMIMN = TZD
= BASAL IMNSULIMN

T INSULIM GLARGINE = METFORMIM
+ METFORMIM £ TZD
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Hn Akn Ai&ioevari TITAOMNOIQUUEV largin
kal MeT@opuivn + TZD, ENITUYXAVE!I ONUAVTIKG KAAUTEPO
CWUATIKO Bapoc CUYKPITIKA UE TV Nnpoodnkn placebo

(GetGoal-Duo 1 & GetGoal-L)
y N

1.2

1.5

*
D‘E BAZELIME: 27 BASELIME: 2%

" =223 n=223 n=327 n=166

BASELIME: 27.5 BASELIME: 26.7 -0.5

-

*P=0.00N2 O, 300N

GetGoal-Dua 1 GetGoal-L

B Lyxumiz’ + INSULIN GLARGINE B Lyxumia + BASAL INSULIN
+ METFORMIN = TZD = METFORMIN

= |HSULIN GLARGIME + METFOGRMIN ™ BASAL IMSULIN + METFORMIN
= TZD
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24 sBdopadeg aymyng BE NPocOnkn pia @opa TNV NUEPA TOU
YEUHATIKOU ay@wvioTn TV GLP-1 unodoxewv AMi§iogvaridn,
o€ Baogikn vooulivn + peTpopuivn + yAitalovn
oTnv GetGoal-L ka1 GetGoal-Duo 1, eniTuyxavei:

< W HbA1c
4 W Metayeupatikn YAUKOZn 2wpou

4 VW Zwpatiko Bapog

4 W Adon TNC IVGOUAIVNC




ApagTikoTnTa OTN pETAayEUparTikng yYAukoln Mi&igsvaridng vs
giIrayAintivng o€ naxuvuoapka diaBnTika Tunou 2 aroua,
nAikiag >50 eTwv & acTo)ia OTN UETPOPUIVN

M Lixisenatide (n=129) M Sitagliptin (n=139)
- 0.0

N
o o
|

—25.9 mg/dL
—1.4 mmol/L
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s
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o
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LS mean change + SE in
2-hour PPG (mmol/L)

£
L
35
H
©
ol
c
(18]
L
Q
c
(18]
L1}
£
W
-

—60.3 mg/dL
—3.3 mmol/L




ApaoTikOTNTa OTO oWuarTiko Bapog Aifioevaridng vs
girayAintivng o€ naxuocapka diaBnrika Tunou 2 aroua,
nAikiag >50 sTov & acToxia OTN PETPOPUIVN

LS Mean difference + SE vs. sitagliptin:—1.3 £ 0.4 (95% CI: -2.1 to-0.6)
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m Lixisenatide (n=152)
m Sitagliptin (n=160)




NocooTo acBevwv nou nétuxav HbA1c<7% & anwAsia

Bapoug =5% pe hi€iogvaridn n oirayAintivn, HE naxuvoapkia &
ZAT2 aropa, nAikiag >50 eTwv & acToxia OTH HETPOPUIVN

Difference: 8.8%"®
p=0.422

Difference: =1 8%"®
p=0.767 143
1

! k Difference: 7.2%2
127 p=0 167

1

111

. Lixisenatide

. Sitagliptin

2
[Tr]
Al
w
7]
2
=
2
a
=
g=
c
®
32
]
v

3
I
=
=
s
£
=
@
a
L
]
ES

22210 <48
Diabetes duration (years)




MOavoi evdoiaouei NnpocONkKNg IvoouAivng Taxeiag dpaong,
O€ npolnapyxouca aywyn PHE Bacikn IvOouAivn

AcOevng Matpog |

WuxoAoyLlKA EUtodia ‘EAAeWN
ylo Thv WWoouAivn OlKELOTNTAG & AVEDNG

LLE TNV WWOOUALvVN
Au&nEVOG GUVTOVLOMOG

Oepaneiag-yevpoarog ‘EAAeWn XxpOvou

AU¢non tou apBpol AndBoliec yia v
TWV QUTOEAEYXWV LKOVOTNTO XELPLOHOU

. , , €K LEPOUG TWV a0OeVWV
Ermbeivwon mowotntag {wng




NocooTd acBsvav nou neruyav HbA1c<7%,

au&énon Bapouc & Ywpic kara gypa av uno )\uxm ia
g Mi&iogvari . '

o€ d1afBnTIKOUC TUNOU 2 OE Ay® € Baoikn IVOOuUAiv
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Basal+Lixi Basal+RAl




ZXES1a0NOG CUYKPITIKNG HEAETNG TNG SpACTIKOTNTAG OTN
HETAYEUNATIKN YAUKAINIA, OTNV KEVAON TOU OTONAXoU & TG
ac@al&gilag, Tng npoaodnkng AiIfioevaridng n AipayAouTidng,
o€ TiTAonoinuévn Glargine + Metformin

Insulin glargine or NPH”* + metformin £ SUs*+ DPP-4 inhibitor*
HbA, =6.5% and =8.5% (=48 and =80 mmoal/mol)

Randomization if:
Mean SMPG 7 days =7 mmoliL (=126 mgi/dL)
and HbA, =6.5% and =9.0% (=48 and =75 mmal/mol) 20 pg

Lixisenatide (n=48)
ABPM:
ambulatory blood pressure monitoring

Primary GEBT:
—a s | endpoint gastric emptying breath tests

Up to 11-week
forced titration

with insulin SMPG:
glargine Liraglutide 1.8 mg (n=47) self-monitored plasma glucose
1.8 mg

Liraglutide 1.2 mg (n=47)

Week 8

r
Meal Meal
test1 test 1 lest 2

o -

‘Da}r -4  Day-3 Day-2 Day 55 Day 56  Day&7
Insulin glargine titration target = fasting SMPG between
4.4 and 5.6 mmal/L (80 and 100 mg/dL)




MeTaBoAég oTnv 8n eBdopada TNG HETAYEUNATIKNG YAUKAINIAg
META NPOTUNO NPWIVO, HETA TNV NPpocdnkn Ahifiosvaridng n
AMpayAouTid o€ TiTAonoinuevn Glargine £ Metformin

*p<0.05 for lixisenatide 20 mg vs. liraglutide 1.2 mg

1p<0.05 for lixisenatide 20 mg vs. liraglutide 1.8 mg - %gg
- 210
- 200
- 190
- 180
L 170
- 160
- 150
- 140
- 130
-120
110
- 100
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L 80
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Timepoint

Treatment
- ® - Lixisenatide 20 pg (baseline) - & - Liraglutide 1.2 mg (baseline) - m - Liraglutide 1.8 mg (baseline)
—o— Lixisenatide 20 pg (Wk 8) —— Liraglutide 1.2 mg (Wk 8) —=—Liraglutide 1.8 mg (Wk 8)




MeTaBoAég oTnv 8n gBdopada TNG ENPAVEIAS KAT® ano TNV
KAQuUNUAN T ETAYEUNATIKNG YAUKAINIAG PNE NPOTUNO NPWIVO,
€7@ TNV NnpocOnkn Ai&ioevaridng n AipayAouTidng, o€
TiTAonoinuévn Glargine + Metformin

Lixisenatide  Liraglutide  Liraglutide
20 ug 1.2mg 1.8 mg

—131.8 h.mg/dL l
—7.3 h.mmol/L

-157.1 h.mg/dL
8.7 h.mmol/L

*p<0.001 vs liraglutide 1.2 & 1.8 mg

LS mean AAUC PPG .. ..., (h.mmol/L)
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—240.2 h.mgldL
-13.3 h.mmol/L
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Timepoint

Treatment
- ® - Lixisenatide 20 pg (baseline) - & - Liraglutide 1.2 mg (baseline) - m - Liraglutide 1.8 mg (baseline)

—o— Lixisenatide 20 ug (Wk 8)  —— Liraglutide 1.2 mg (Wk 8) —=— Liraglutide 1.8 mg (Wk 8)




MeTaBoAég ota eningda Ainaong aiparog via 8 eBdopadsg,
HETA NpooBnkn Ai&ioevaridng N AipayAouTtidng,
o€ TitTAonoinuévn Glargine + Metformin

40 -

g
=
=
&
IE
-l

*p<0.05 for change from baseline
tp<0.05 for treatment comparison vs. lixisenatide 20 mg

-10 T T I
Baseline Week 4 Week 8

Scheduled visit

Treatrment: —®— Lixisenatide 20 pg —&— Liraglutide 1.2 mg —m— Liraglutide 1.8 mg




24wpn karaypan kapdiakng cuyxvornrag tnv 8" edopuada,
€Ta TNV Nnpoodnkn Aifigevaridnc n AipayAourid OE
TiTAonoinuevn Glargine £ Metformin

p<0.05 for liraglutide 1.2 mg vs lixisenatide 20 pg
p<0.05 for liraglutide 1.8 mg vs lixisenatide 20 pg
9+1bpmvs.31*1bpm
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Tlme of lixisenatide/
Ilraglutlde injection
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Hourly timepoint
Treatment Y P

—»— Lixisenatide 20 pg (Wk 8)  —— Liraglutide 1.2 mg (Wk 8) —=— Liraglutide 1.8 mg (Wk 8)




AvenIOUUNTEC EVEPVEIEC PETA 8 EBdopadec npooONKNG
A&iogvaridng N AipayAouTidng,
o€ TitTAonoinuévn Glargine + Metformin

Lixizenatide Liraglutice Liraglutice
Safety param eter 20 pg (M=43) 1.2 mg (MN=47) T8mg M=47
Mum ber (%) of patients experiencing AE =
Any AF 33 (658D 31 (B6.M 31 (66O
Any seriods AE 10210 102.1) 1]
AF |eading to death 0 0 0
AF |leading to permanent dizcontinuation 1021 204.3) 10210
Gastrointestinal AE = (System Organ 17 (35.4) 21044 N 22 (48.8)
Class and Preterred Term)
Mauzea 90158 g7 11 (23.4%
Yomiting 201040 204.3) 0106
Abdominal disten=ion 3 (6.3 7149 4 (8.5)
Diarrhea 3 (6.3 4 (8.5) S108)
Constipation 0 S10.6) 3 (6.4]
Ahdominal pain 2 (4.2 306.4) 1121
Azvmptom atic confirm ed pancreatitis 0 0 10210
Pancreatic enzym e increase®
Amylase increase =2 = ULKN 0 1021 1]
Lipase increasze =2 = LA 1 (217 2043 10210
Mum ber (%] of patierts experiencing
hrvpoglycem ia
Sy ptom atic” 14 (2927 191 10 121.3)
Documented syn ptom stic? 13 2710 901917 9191
Fraohbahle sym ptom atic’ 244 0 0
Severe syimptom atic? 10210 0
Mum ber (%1 of patients experiencing
potentially clinically significant
abnorm alities"
Amylase increase 23 LK
Lipase incorease 23 LN




H xopnynon Ai§icevaridng npiv and 1o nE®IVO 1 NPIiv ano 1o
KUPI0O YEUA, €XEl TNV idi1a peiwon Tng HbAlc

9.0

-0~ Lixisenatide main meal
-~ Lixisenatide breakfast
6.0 T T T

Screening Baseline 8




H péon peiwon tng HbA1c pe Mi&iogvaridn, dsv ennpealsral
ano Tnv nAikia - MeravaAuaon 6 peAseTwv ®aong III

<65 years (n = 1660 vs 786)

>69 years (n = 352 vs 234)

<75 years (n = 1969 vs 989)

=75 years (n =43 vs 31)

| |
-1 0.5 0 0.5

HbA. _ LS mean difference versus placebo (%)




A&10A0yNnon TNG Ikavonoeinong ano Tn Xpnon rng NEvag
NG €€avaridng, TG AipayAouTidng kal Tng AiEioevaridng
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[J Exenatide pen

LI
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B Liraglutide pen
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B Lixisenatide pen
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ZUVOALKA EukoAia Mpoetopaocia Avatpododotnon  A§loAdynon  EVtomiopog
euneLpia GUOKEUNG ™G mévag TOLPEXOUEVNG UTTOAOLITOLEVNG adeslog
TOU XpHotn 8dong 8dong GUOKEUNG
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*p<0.01, ¥p<0.001, $p=0.001




O oxeTmikog kivduvog gppaviong o&siag naykpearinda
aywvioTn TwV GLP-1 unodoyxswv & avactoAsa DPP-4

GLP-1 receptor agonists .
Exenatide b.i.d.-

Exenatide q.w.-

Liraglutide -

<
lelsenatlde EI 71

DPP-4 inhibitors

Sitagliptin 4

Saxagliptin (incl. SAVOR-TIMI)+
Vildagliptin b.i.d. -

Linagliptin+

T"T'*"

3 4 5 1020 30 40
OR for acute pancreatitis




TipEC aywVIoT@V TwV GLP-1 unodoxéwv Nnou unopouv va
npooTefouv cuvduaoTika o€ Bagikn IVOouAivn (Anpiliog 2015)

Byetta 1 90.06 €

4 >
Victoza 114.75 €
| Lyxumia 87.55 € |
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Avapovi anoTeAECNATWV and U0 PEAETEG XOPNYNONG
Glargine + Lixisenatide o€ pia gveon

LixiLan: Combining Insulin Glargine With Lixisenatide
in a Single Daily Injection

U.S. Target Populations of T2D Patients
for Lixilan

» Phase lll program initiated in Q1 2014

» LixiLan-O study in patients insufficiently Patients
controlled on ©ADs (1,125 patientg) Not at Target

1st injectable
LixiLan-L study in patients not at goal drug lec on OAD

on basal insulin {700 patients) ~3.9m
o patients
» »80% of study sites initiated

« Potential to be the first combination
of [Basal Insulin + GLP-1]in a single Patients
daily injection marketed in the U .S. Basal Uncontrolled

with basal
« Targeted FDA submission could be as Intensification therapy

early as end of 2015 ~dim patients




ELIXA

A randomized, double-blind, placebo-controlled multicenter study to evaluate cardiovascular
outcomes during treatment with lixisenatide in Type 2 Diabetic Patients After an Acute
Coronary Syndrome

* |nitiated mid-2010: Expected to enrol ~6,000 patients globally
* Event driven study
* The study is estimated to complete mid-2014

Primary study objective

Demonstrate that lixisenatide can reduce cardiovascular morbidity and mortality compared to placebo
in Type 2 diabetic patients who recently experienced an acute coronary syndrome event.

The study will provide extensive clinical CV safety data on lixisenatide.

Interim ELIXA results to be included in the FDA filing package for lixisenatide in the U.S.




H npooOnkn veupartikou aywviorn GLP-1 NANP®VEI
ApUOVIKA TIC SpACEIC T ACTIKNC IVOOUAIV

FEVUOTIKOC AYWVLOTAG
tou Ynodoyxea tov GLP-1**

Baolkn tvoouAivn*

Emwidpaon otnv Emidpaon otnv  Emidpaon oTto Emidpaon otnv Emidpaon otnv  Emidpaon oto

FPG PPG ZQMATIKO FPG PPG ZQMATIKO
BAPOX BAPOZ

* lvoouAivn glargine To npwtevouv anotéAeopa fTav n HetaBoAn otnv T tng A1C. Ta enineda tng A1C pewwdnkav katd 1,74%
** H efevatidn 10 ug Vo dopeg nuepnoiwg He TNV e€evatidn kot 1,04% pe 1o €KOVIKO appako (Stadopd HeTafy Twv opddwv -0,69%, P <0,001)




A Positive Addition For Your Practice

Primarily affects FPG

Lyxumia’

Primarily affects PPG

Basal Insulin

Lyxumia

A complementary
approach to
significantly

reduce HbAIlc




