‘Evapén Tn¢ ivoouAivoBepartreiag pe
YAQPYIVIKR IVGOUAIvN.

AglotroiwvTag To gold standard Tn¢ Bacikng
IVOOUAIVOBEPOTTEIOG EYKaIPA KA
ATTOTEAEOHMATIKA.

Zwn A. Evatafiadou, MD, PhD
EvOokpivoAoyog
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*EvKkaipn

*ATTOTEAEOMATIKN
AVTIHETWTTION TNG UTTEPYAUKQIMIOG

Predictions from VADT:
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Del Prato 5. Diabetologia 2009, 5212191226

H éykaipn évapn Ko EVTaTIKOTTOINGN TG BEparreiag e
IVOOUAivn utrootnpileTal ard 6AoU¢ TOUGS



KAviki) adpaveia: Atrotuyia atnv e¢EAISN
NG OepaTreiag Tapd TIg EVOEIEEIS
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2 Diet and metformin
k| Exercise
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=
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ADA Goal 2.5 Years 2.9 Years 2.8 Year

Initiation
of
insulin therapy
Years Elapsed Since Initial Diagnosis

Brown et al. Diabetes Care 2004; 27:1535
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Calvert et al. Br J Gen Pract 2007; 57:455
Simons et al. Exp Clin Endocrinol Diabetes 2006; 114: 520



Management of Hyperglycemia in Type 2 Diabetes, 2016:
A Patient-Centered Approach
Position Statement of the ADA and EASD

Mono-
therapy

Metformin

high

low risk

neutral / loss

Gl [ lactic acidosis

low

Y
Combination
injectable
therapy'

— hypoglycemia .

If A1C target nof achieved affer ~3 months of monotherapy, proceed to 2-drug combination {arder nof meant fo denote
any specific preference—choice dependent on a variety of patient- and disease-specific factors):

Metformin Metformin Metformin
+ + +

Sulfonylurea iazolidi DPP-4 SGLT2
i inhibitor inhibitor

 intermediate

- low

If A1C target not achieved after =3 months of dual therapy, p d fo J-grug tion forder not meant to denote
any specific preference—choice dependent on a variefy of patient- and di: -specific factors):
Metformin Metformin Metformin
+ + + +

DPP-4 SGLT2
inhibitor inhibitor
+

. su I

DPP-4-i i or| TZD

or| SGLT24 or | SGLT24

w RA orl Insulin®
or I Insulin® I

+
|_ 2T | Mesttme imswlin 7] TEERTETSS |

Diabetes Care Volume 39, Supplement 1, January 2016
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Providers should avoid using
insulin as a threat or describing

L

it as a failure or punishment....

Diabetes Care Volume 39, Supplement 1, January 2016



To mpwTo PIOAOYIKO QAPHAKO TTOU KUKAOPOPNOE ATV N aVOPWITIVN
IvoouAivnh Humulin®, Eli Lilly and Company, Indianapolis, IN o 1982

South San Francisco, Calif. -- October 29, 1982 --

Robert A. Swanson, president of Genentech, Inc. said today
that approval by the Food and Drug Administration of human
insulin produced by recombinant DNA technology, "is a tribute
to the collaboration of two great scientific teams-- those at
Eli Lilly and Genentech." Humulin, the tradename of the new
insulin, is being manufactured and marketed by Lilly under a
license from Genentech.

It is the first human health care product from
recombinant DNA technology to reach the market.




H e¢€Aign Tn¢ IvOouAiving amo Tnv avakaAuywn Tng
w¢ anuEpa

1997: H Lilly kukhogopei 10
TTPWTO avAAOYO Taxeiag

\

1923:H Eli Lilly and Company dpdong (Humalog®)

KUKAOQOpEi TNV \ J

lletin®, Tnv 1" epmropikd / 1982:H Lilly kukhopopei Tn )

SI106Eaiun Humulin® tnv 1n avBpwivn
\/VOOUAiVN TTayKOOWiWG. y BioouvBeTIKA IVGOUAivn TTOU

TTaPAYETAI TTAYKOOWiWG JE
TEXVOAOYia avaouvduaouévou (" , , )
DNA. Y 2000:To mpwrto avdaioyo

BaoIkAG IVOOUAIVNG

(Lantus®) diaribetal otnv
1946: NMapaokeuadletal amod ayopd.

v etaipeia Nordisk n NPH® \_ Y,

v l \4
1920s 1940s 1980s m 2000s

Greene JA, Riggs KR. N Engl | Med 2015;372(12):117%1-5




ADA-EASD Position Statement Update:
Management of Hyperglycemia in T2DM, 2015

3. ANTI-HYPERGLYCEMIC THERAPY

* Therapeutic options: Insulins

Rapid (Lispro, Aspart, Glulisine)

\

NPH

Insulin level

ng (Detemir) (Degludec)
------ >
Long (Glargine)

O 2 4 6 8 10 12 14 16 18 20 22 24
Hours after injection




AvaAoya IvaouAivng:
FAQPYIVIKI) IVGOUAIVH

The insulin glargine molecule " e eemmeznd =
A chain [—S S—] Asparagine has bgen
replaced with glycine
Gl 1o 6l Gl (Gin Cys Oys Thr Ser I Crs Ser Lau Tyr Gin Lew Glu Asn Tyr O/s&
1 5 | 10 15 | 24
S
| e
B chain S

Fhe Vel Asn Gln Hs Leu Cys Gl Ser Hs Leu Val Glu Aa Leu Tyr Leu Val Oys Gy Gl Ay
1 5 10 15 20

Fhe
Two arginine 25 s
molecules have Tyr
been added to The
the C end of the 30 . iPro

Gy

insuline B chain W The krE

Bagikn IvaouAivn
*Mipgital To TTPOTUTTO TNG PUOIOAOYIKNAG EKKPIONG
IVGOUAivng

*KaAuyn 24wpn Xwpig aixMES

*ATTOTEAEGHATIKOG KOl CUVEXNS YAUKAIUIKOG
ENEYXOG, ME MEIWHEVO KiVOUVO UTTOYAUKQIMIWV.

*EUKOAN 01N XpRon ue euEAIKTOUG aAyopiBoug
TITAoTr0inONg

*Euvoikn emidpaon otnv mo10tTNTa {WHS
*Tekunpiwpéva o@EAN Kai ETTapKAG eutreIpia (15

£Tn) o€ eupl Qacpa aoBevwy pe TUTTOU 1 KAl 2
dlafnTN



WHAT HAPPENS AFTER GLARGINE
INJECTION?




MpoiA dpdong

Meiwan utroyAukaipiwy, o€ Kade
gmimedo puOIONC

Profile of Lantus® vs NPH in patients with type 1 diabetes'?
4
mmm Lantus® 0.3 Unitsfkg
3 _ NPH 0.3 Units/kg
:73 2
- 1 -
0 T T T T T | — T
0 2 4 5] 8 10 12 14 16 18 20 22 24
Time after administration (h)

Porcellati et al. Diabetes Care 2007;30:2447

Profile of Lantus® vs detemir’

4 memm [ antus®0.36 Units/fkg

mmm Detemir 0.36 Units/kg

Insulin activitye

Time after administration (h)

Lepore et al. Diabetes 2000,49:2142-2148

Meta-analysis of 5 randomized trails comparing insulin glargine and NPH

in HbA1c in TIDM

2
§ 35
D~ .
p= § 30 - ==Glargine w==NPH
ED
)
SE 25 P=0004
=0
oS
Owm
aa 20
£5
“ o
5}
p< 15
-—
©
24

10

HbA1c (%; LOCF)

Mullins et al. Clin Ther 2007;29: 1607

Ac@aAcia

Outcome Reduction with Initial Glargine INtervention m
—

ORIGIN Glargine vs. Standard Care

N=12,537; 573 sites; 40 countries; Median Follow-up: 6.2 years

« 1t GV Composite: HR = 1.02 (0.94, 1.11

( )
« 2nd CV Composite: HR =1.04 (0.97, 1.11)
+ Death: HR = 0.98 (0.90, 1.08)
« Microvascular Composite: HR = 0.97 (0.90, 1.05)
« Cancer: HR = 1.00 (0.88, 1.13)
» Conversion IFG/IGT to DM: HR = 0.72 (0.58, 0.91) r-0.006

The ORIGIN Trial Investigators.
N Engl J Med 2012; 367:319-328



0 EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

S S

123 456 7\8 9 10111213 14 1516 17 18 19§20 21
S i *LY 2963016

' (ABASAGLAR™)
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123456 7{8 9 10 11 1213141516171819j2021

H ABASAGLAR? gvdeikvutal yia Tn Bepatreia Tou cakyapwdn diapnTn
o€ ao0Beveic NAIKIOG aTTO 2 ETWV KOl TTAVW.

AtroteAei Tnv mpwtn B10-0UOEIBN IVGOUAIVN Trou gykpiveTal oTN
Evpwrtraikn ‘Evwaon.

1. EMA. News and press release archive. June 27, 2014
2. Abasaglar SmPC



Biosimilars | f10-op0€101)



Bio-opo£idn eapuaka

BioAoyika @apuaka (“biopharmaceuticals’; “biologiclal]s”)

 BioAoyIka 10TPIKA TTPOIOVTH TTOU TTPOEPXOVTAI ATTO dIEPYUTIES
KUTTOPIKAG KAAAIEpYEIaG 1) (UHWONG HE TEAIKO TTPOIOV BEPATTEUTIKEG
TPWTEIVES

Bio-opo¢161j (biosimilars; “follow-on biologics”)

* BioAoyika @appaka T oTroiol 6TOXEUOUV Va gival KAIVIKG
Ic0dUvapa pe RON utTap)OoV BIOAOYIKO GAPHOKO.

“Eva véo BioAoyikO TTPOIOV TTaPOMOIO HE Eva NON
EYKEKPINEVO PAPHAKO..... [Tapopolo, aAAd OXI TAUTOCNO
HE TO BIOAOYIKO QAPHAKO avapopdg.”




Xapakrn-
PICTIKA

Aadikacia
TUPATKEUNG

MpokAIvikéS
HEAETES

KAIvikég
HEAETES

Tpomog
xopnynang

Generic

Avtiypaga popiwv XapnAoU
HopIaKoU Bapoug

Moapaywyn pe XNHIKES MEBODOUG
EUkoAn tautotroinon (dpaoTIKi
oucia ava doon)

Agv atraitouvral TPOKAIVIKES
MEAETEG

ZUVABWG HEAETN
Biod1a0e01u6TATOG

Aev amroaitouvral eAETEG KAIVIKAG
ATTOTEAEOHATIKOTNTOG

Per os

versus

Biosimilar

Mopia TTPWTEIVIKG upnAoU popIaKoU
Bapoug pe ToAUTTAOKN doun

Mapdayovral amrd {wvTta KUTTOPO i
MIKPOOPYAVICHOUG HE CUVOETES
dl1adIkaaoieg erwaong, kddapong Kai
TOUTOTTOINONG

Atraitouvrtal in vitro & in vivo
bioassays, HEAETEG TOSIKOTNTAG, AVOXNG
Kol peAéreg PK/PD

peAéreg PK/PD

KAIvikAG atroteAeopaTikoTnTag/ avoxng/
aoQAAEIOG

Etrayputrvnon HETA TV KUKAOQopia

Evéoipa, ouviBwe e XpAON OUOKEUNG

McCamish M et al. MAbs. 2011;3:209-217
DeVries et al. Diab Obes Metsbol 2015;17:445-451



B10-00£101] TTOV £ival EYKEKPINEVQ
oTnVv EvpwTrn

* Ta Blo-opo€1dn yia Tpwtn @opa otnv Eupwtrn 10 2006

 Ei TOU TTApOVTOG eyKekpIpEva 16 Bio-opogidn, TTou
a@OPOUV S TUTTOUG TTPOIOVTWY
— Growth hormone (somatropin)
— EPO (epoetin alfa, zeta)
— G-CSF (filgrastim)
— Monoclonal antibody TNF (infliximab)
— FSH (follitropin alfa)
— Insulin glargine

EMA. European Public Assessment Reports; 2014.



Baoikéc amaitnoeig yia Bio-
opoE&IdEi¢ IVaoUAivee aTtnv EupwTrn

* MoidTnTa
 ‘EAgyyxog Tapaywyng, 6Twe yio KaBe aAAo poidv
BloTexvoAoyiag
« EvOeAeXNG AOKNOTN OUYKPICIHOTNTAG HE TO PAPHOKO AVAPOPAG
* Mpo-KAIVIKES
* In vitro XapakTnPIOHOG TNS PAPHOKOOUVAMIKAG, TS OUTEUENG e
TOV UTTOOO0XEQ KOI TNG GUPHOKOKIVNTIKAG
* KAIVIKES
e LUYKPIOIMOTNTO ME TO TTPOIOV AVOPOPAG: EUYAUKUIMIKA KOMTTUAN
Kal Bioicoduvapia (uyigic EBEAOVTEG)
* MeAéreg amroTeAegHATIKOTNTAG KOI AOPAAEIOG OE TUTTOU 1
O1aBNTIKOUG e 1010iTEPN EMPACN OTNV AVTIYOVIKOTNTA.

EMA.
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2013/05/W(C50

0142978.pdf



Biosimilar Applications Submitted to the EMA

Owner of Trade

Reference

Trade Name Generic Name Decision Decision Date
Name Product

Omnitrope” Somatropin Sandoz Genotropin® Approved Apr 12, 2006
Valtropin® Somatropin BioPartners Humatrope® Approved Apr 24, 2006
Alpheon® Interferon alfa-2a BioPartners Roferon-A® Rejected Jun 28, 2006
Binocrit” Sandoz
Epoetin alfa Hexal® Epoetin alfa Hexal Eprex Approved Aug 28, 2007
Abseamed” Medice
Retacrit’ Hospira -
Silapo” Epoetin zeta Sta:a Eprex Approved Dec 18, 2007
Insulin Rapid Marvel Soluble insulin Marvel Humulin® Withdrawn Jan 16, 2008
Insulin Long Marvel Isophane insulin Marvel Humulin® Withdrawn Jan 16, 2008
Insulin 30170 MixMarvel Biphasic insulin Marvel Humulin® Withdrawn Jan 16, 2008
Tevagrastim® Teva
Ratiograstim® s : Ratiopharm :

- - - Fil t : N A d Sep 18, 2008
Filgrastim ratiopharm il Ratiopharm 20 e PR 2
Biograstim® CT Arzneimittel
Zarzio® : : Sandoz :

. . . Filgrastim Neupogen® Approved Feb 6, 2009
Filgrastim Hexal Hexal
Nivestim® Filgrastim Hospira Neupogen® Approved Jun 10, 2010
Epostima Epoetin zeta o Eprex® Withdrawn Mar 15, 2011

P P GeneMedix Plc P 2

EMA = European Medicines Agency M@dSC&pe
EDUCATION

Zelenetz AD, et al. J Natl Compr Canc Netw. 2011;9 Suppl 4:51-S22.



Napayovreg Tou Ba kareubuvouv Thv
£mIAOYI) £vO¢ B10-00£100UC PAPUAKOU

» KAivika dedopéva
» ATroteAeaaTikotnTa
»AcpaAeia
» AvTiyovikOTtnTa

* ZUQKEVES XopYNaNg -
TPOYPAHHA UTTOCTAPIENG
acfevwyv

» KdoTog




LY IGlar Development Programme
“The Totality of Evidence”

* ldentical amino acid
sequence to Lantus®
insulin glargine (IGlar)

« Highly similar to I1Glar

o |
based on principles of ELEMENT1 , ELEMENT 2
biosimilarity including T1DM T2DM

i i 1,2
bioequivalencet :

« Comprehensive
d I t
prec\)/ ge rgfnr?neento PK /PD of LY IGlar versus IGlar
demonstrate
similarity

Biochemical and physicochemical characterisation

1. FDA DRAFT Guidance for Industry: Clinical Pharmacology Data to Support a Demonstration of

Biosimilarity to a Reference Product; 2. EMEA, Guideline on

non-clinical and clinical development of similar biological medicinal products

PD=pharmacodynamic; PK=pharmacokinetic; containing recombinant human insulin and insulin analogues, 2015;
T1DM=type 1 diabetes mellitus; T2DM=type 2 diabetes mellitus 3. Blevins et al. ADA 2014: 69-OR; 4. Rosenstock et al. ADA 2014: 64-OR;
Lantus is a registered trademark of Sanofi-Aventis 5. Deeg et al. ADA 2014: 70-OR; 6. Linnebjerg et al. ADA 2014: 889-P;
7. Zhang et al. ADA 2014: 890-P; 8. Heise et al. ADA 2014: 891-P.



The LY IGlar Phase 1 Programme

Comparative Pharmacokinetics and
Pharmacodynamics of LY2963016 Insulin Glargine
and EU- and US-approved Versions of Lantus®
Insulin Glargine in Healthy Subjects

Helle Linnebjerg?, Eric Chen Quin Lam?, Mary E. Seger'*, David Coutant?,
Laiyi Chua?, Chew Lan Chong?, Maria M. Ferreira3, Danny Soon?, Xin Zhang!

lEli Lilly and Company, Indianapolis, Indiana, USA;
2Lilly-NUS Centre for Clinical Pharmacology, Singapore;
SPAREXEL International Bloemfontein Early Phase Unit, Bloemfontein, South Africa
*Author has since retired from institution listed

Lantus is a registered trademark of Sanofi-Aventis

Linnebjerg et al. ADA 2014: 889-P



Study Desig

Screening l l l l Follow-up
Upto 6 weeks 5-14 days after
before Period 1 . L Period 4/ early
dosing Period: 1 2 3 4 termination
I :lljllll.:“ I I I I
Treatmentsequence 1: T ".’ R T R
Treatmentsequence 2: R x T R T
lamp*
« Clamp
: Day: - 1 2
l =dosing and y 1
24-hour clamp | | |
*Including collection | | |
of serial blood 't\ ¢ ¢
samplesforPK and .. )
PD assessments Admission Dose Discharge

Washout =7 days

PD=pharmacodynamic; PK=pharmacokinetic; T=test treatment; R=reference treatment

Linnebjerg et al. ADA 2014: 889-P

>



PK Profiles of LY IGlar vs. EU IGlar*

Mean (x SD) C-peptide-corrected Serum Insulin Concentration

3 200 o—o—e LY IGlar
E g w-u-u EU IGlar
0o
D =
£ 150 T+ 7
o (] - =
L) e _

o ® T
2
3o 100
o O
&S
o3
g £ 907
© =
= 2
c
- 0 T T I I 1
0 6 12 18 24
Time (hour)
"Healthy subjects Linnebjerg et al. ADA 2014: 889-P

PK=pharmacokinetic; SD=standard deviation



PD Profiles of LY IGlar vs. EU IGlar*

Mean (£ SD) Glucose Infusion Rate (Top) and Corresponding Blood Glucose Levels (Bottom)

Mean Glucose Infusion
Rate (mg/kg/min)

Mean Blood
Glucose (mmol/L)

6 -

O L N W b~ O

w ~ O O

——
= T

0 4 8 12 16 20 24

A

T T——

w
|
:
%
é

0 4 8 12 16 20 24
Time (hour)

- LY |IGlar
- EU IGlar

* Mean glucose infusion rate profiles were similar between LY IGlar and EU IGlar

*Healthy subjects
PD=pharmacodynamic; SD=standard deviation

Linnebjerg et al. ADA 2014: 889-P



Conclusions

* O1 pappakokivnTikég [AUC(0-24) and C,.. ] kai
@appakoduvapikeg (R, and G, ,) 1810TNTES TWV IVOOUAIVWYV LY
IGlar, EU IGlar, xon US Iglar, kata Tnv utrodopia xopnynon, nrav

TTAPOUOIES
» The 90% confidence intervals for the ratios of least squares geometric means were
completely contained within the prespecified bioequivalence limits (0.8-1.25)

 Agv Tpoékuyav BEpara aoPAaAEIag atrd Tov EAEYXO TWV
« Qedopévwv aveIOUUNTWY EVEPYEIWY,
* EPYAOTNPIAKWY ECETATEWY,

e {WTIKWV ONUEIWV Kal
 HKT.

AUC(0-24)=area under the concentration-time curve from time 0 to 24 hours;
C,.x=maximum observed drug concentration; G, =total glucose infusion over the clamp duration;
PD=pharmacodynamic; PK=pharmacokinetic; R ,,=maximum glucose infusion rate

Linnebjerg et al. ADA 2014: 889-P



The LY IGlar Phase 3 Programme



Diabetes, Obesity and Metabolism 17: 734-741, 2015.
i 2015 The Authors. Diabetes, Obesity and Metabolism published by John Wiley & Sons Ltd

original article

Similar efficacy and safety of LY2963016 insulin glargine and
insulin glargine (Lantus®) in patients with type 2 diabetes who

were insulin-naive or previously treated with insulin glargine: a
randomized, double-blind controlled trial (the ELEMENT 2 study)

J. Rosenstock’, P. Hollander?, A. Bhargava®, L. L. llag®, R. K. Pollom*, J. S. Zielonka®, W. J. Huster*
& M. J. Prince®

1 Dallos Diobetes and Endocrine Center ot Medical City, Dallas, TX, USA

? Baylor Endocrine Center, Dallas, TX, LS4

* lowa Diobetes and Endocrinology Research Center, Des Moines, [4, USA
*Eli Lilly and Company, Indianopolis, IN, USA



ELEMENT 2: Zxed100u0¢ peAETNC

Treatment Period

I 1
q Prl;lasfjls q Randomization (Total N = 7592) Pr|C|maryt
ouble-blin enapoin
N =380 (IGlar) at 24 weeks
N =376 (LY IGlar)
Screening Titration Period Maintenance Period ;Follow-up
. . Patient-driven titration
Study Criteria (1U/d until FBG 5.6 mmol/L)
« 218 years
« T2DM LY IGlar QD SC + OADs

» 22 OADs % IGlar

* HbA,. 27% and =11%
if insulin-naive

* HbA,. £11% if
previously on IGlar

« BMI <45 kg/m?

D SC + OADs

\ 4 v \/
L | | | |
| | | 1 |
-2 0 12 24 28
23 patients (LY IGlar) discontinued before receiving study drug Week

BMI=body mass index; FBG=fasting blood glucose; HbA =glycosylated haemoglobin;
IGlar=Lantus® insulin glargine; LY IGlar=LY2963016 insulin glargine;
OAD-=oral antidiabetic drug; QD=once daily; SC=subcutaneous; T2DM; type 2 diabetes mellitus

Rosenstock et al. ADA 2014: 64-OR



ELEMENT 2: Zroyol

* [IpwTEUOV KATOANKTIKO ONHEIO

H emideicn e un-katwrepotntag ¢ LY IGlar og axéan pe v 1Glar, ekTigwuevn wg
veraBoAn ng HbA, . amod v évapin wg Tig 24 eRdouadeg

» AgutepeUovTa onueio
* AlokOpavan g HbA,,
* [Tpo@i\ 7-onueiwv SMBG
« Alakupavaon tng yAukolne vnorteiag (SMBG)
« ANayéc 0T0 owUaTiko BAapog
 Adaon Ivaouhivng
* YmroyAukaipia
* AvemBUUNTEC EVEPYEIEC
* Epoavian Abs évavti IvaouAivng

HbA, =glycosylated haemoglobin; OAD=oral antidiabetic drug;
SMBG=self-monitored blood glucose Rosenstock et al. ADA 2014: 64-OR



ELEMENT 2: Change at Study End in HbA,
and % of Patients Reaching Target HbA,.

H IGlar
W LY IGlar
Total Insulin-naive Prior IGlar
0.0 A
8\: 0.5 -
<
T
c 107
87 1
c A=-0.004
S -1.5 ~ | | 95% Cl(-0.19, 0.19)
A=0.052 L p=NS
95% CI (-0.07, 0.18) A=0.061
-2.0 - p=NS 95% CI (—0.09, 0.21)
p=NS
Total Insulin-naive Prior IGlar
IGlar LY IGlar IGlar LY IGlar IGlar LY IGlar
(N=375) | (N=369) (N=232) | (N=217) (N=143) | (N=152)
HbA,. <7% 53% 49% 60% 54% 41% 41%

HbA,.=glycosylated haemoglobin; NS=not significant

Rosenstock et al. ADA 2014: 64-OR



ELEMENT 2: FBG Changes over Time

10 - -4- |Glar (N = 359)

-
= -=- LY IGlar (N = 353)
c 9
E
S 87
o
(®]
3 7-
O
(@))
S 61 a
S
LL 5 1 1 1
0 2 12 24
Week
IGlar LY IGlar p value
FBG (mmol/L) Baseline 8.9+0.1 8.8+0.1 0.84
LSM + SE Week 24 LOCF 6.1+0.1 59+0.1 0.27
Change at Week 24 LOCF -2.6+0.2 -2.7+0.2 0.69

FBG=fasting blood glucose; LOCF=last observation carried forward,;
LSM=least squares mean; SE=standard error Rosenstock et al. ADA 2014: 64-OR



ELEMENT 2: 7-point SMBG

-¢- - |Glar (N = 375)
-H- -8 LY |Glar (N = 369)

13 A
4 121
2 1u- "i\\
E l" \QQ 7, ”’l““s‘ - é" !
~ 10 - / Q\ ’I”I SO ’;;
g ’l \\?‘:.v" \‘? \‘
9 91 m ¥ Baseline
3 —
5 8
[ 24 \Weeks LOCF
6 _ *
5 1 1 1 1 1 1 1
& S S < S N Q
o O N K\ & S
3 & ¢ R &2 @ >
ARG A

*p =0.04
LOCF=last observation carried forward; PPG=post-prandial glucose;
SMBG=self-monitored blood glucose

Rosenstock et al. ADA 2014: 64-OR



ELEMENT 2: Insulin Dose and Body
Weight Changes at Study End

mIGlar (N=3723) m LY IGlar (N = 370)

0.8 - Daily Basal Insulin Dose 120 - Body Weight
0.6 4 100 A
80 -
204 - o
= 0.4 260 A
40 -
0.2 1
20 A
0 - 0 -
Baseline 24 Weeks A at 24 Weeks Baseline 24 Weeks A at 24 Weeks
(LOCF) (LOCF) (LOCF) (LOCF)

Data are least squares mean * standard error
aN = 374 for body weight
LOCF=last observation carried forward
Rosenstock et al. ADA 2014: 64-OR



ELEMENT 2: Total, Nocturnal, and
Severe hypoglycaemia

Hm IGlar(N=376) ™ LYIGlar (N =373)

Incidence 80 - Event Rates
100 ~

(o))
o
]

75 -

Patients (%)
a1
o

N
o
]

N
a1
Events/Patients/1 Year, Mean (SD)
N
o

<1 <«1 <1 51
Total Nocturnal Severe Total Nocturnal Severe

All p values >0.05
SD=standard deviation Rosenstock et al. ADA 2014: 64-OR



ELEMENT 2: adverse events

LY IGlar
WESR Y

Deaths 1(<1) 1(<1)

SAEs 15 (4) 18 (5)

Discontinuations due to an AE 6 (2) 11 (3)

Injection site AE 13 (4) 11 (3)

AEs 196 (52) 184 (48)

AE possibly related to study drug 26 (7) 23 (6)

AE possibly related to study procedure 6 (2) 8(2)

AE possibly related to study disease state 19 (5) 18 (5)
(diabetes)

Special topic assessment of allergic reactions 21 (6) 27 (7)
Pruritus, rash, dermatitis, otheri 8(2) 12 (3)
Arthraglia, periarthritis 7 (2) 9 (2)
Injection site (reaction, pruritis, induration) 5(1) 4 (1)
Asthma, nasal oedema 3(1) 5(1)

Injection site reaction (patient questionnaires) 13 (4) 11 (3)
Pain 10 (3) 5(1)
Pruritus 4 (1) 4 (1)
Rash 3 (1) 3 (1)

Study ABEC (Phase llI; double-blind) over 24 weeks";

P>0.05 for all treatment comparisons with the exception of injection site reactions

where treatment comparisons were not performed! .

*Patients may be counted in >1 category; Rosenstock et al. Diabetes Obes Metab 2015, 17:734
tFull analysis set; numbers reflect maximum sample size;

tAngioedema, macular rash, papular rash, pruritic rash, vesicular rash



ELEMENT 1: Incidence of Treatment-
emergent Antibody Response (TEAR)

TEAR criteria

If antibody was not detected atbaseline % antibodybinding 21.26%

Absolute increasein % antibody binding of 1%

Itantibody was detected atbaseline AND 30%relative increase from baseline

—-e-- |Glar (N = 267)

S 40 —=— LY IGlar (N =268)
2(: TEAR by week
w 30 b
|_
= 20 -
=
£ 10 +
Q Y pepp——— —e--------—-------- -
s O
& 0 6 12 24 52
Week
IGlar LY IGlar p value
Patients with Week52 (LOCF) 12 (5) 18(7) 0.27
TEAR,n (%) Overall 24 weeks 17 (6) 25(9) 0.20
Overall 52 weeks 25(9) 29 (11) 0.57

LOCF=last observation carried forward Blevins et al. ADA 2014: 69-OR



ELEMENT 2: Zuptrepaouara

H Abasaglar® amoteAei yia aog@aAn Kat
KUPIWC QTTOTEAEOUATIKN IVOOUAIVN YIA TNV
AVTIUETWTTION A0BeVWY PE O1aBATN TUTTOU 2

Rosenstock et al. Diabetes Obes Metab 2015; 17:734
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Similar Efficacy and Safety of LY2963016 Insulin Glargine
and Insulin Glargine (Lantus®) in Patients with T2D in Age
Groups (<65 yrs, 265 Yrs)

MetaBoAil atnv Alc ot agdeveic YwoyAukaipia o€ aoBeveig
V4 r > < 1
nAIKiag 265 kai <65 sTwv 263 ka1 <65 gTwv
>65 Years Incidence (Overall) <65 Years
265 Years <65 Years L] ®
24 Weeks (LOCF 0.0 - 24 Weeks (LOCF ¥ et - e el
02 g 60 :f 60
T 04 e T
E 06 n ,
c o8 Total Documented Nocturnal Total Documented Nocturnal
é 1.0 - BYRRIAIEHE Rate (Overall) . Symptomatic
g 1.2 e§, 80 = LY IGlar (N=111) E 80
1 14 E_ = |Glar (N=101) f_ : LY IGIar_(N=262)
é g IGlar (N=275)
A=-0.028 e A=0.083 o g
95% CI (-0.260, 0.205) 95% CI (-0.062, 0.229) ‘é 2 g
= o 2 k-4
p '814 P--262 o @ Total Documented Nocturnal wee Total Documented Nocturnal
Symptomatic Symptomatic
«Agv TTApATNPNONKAV ONUAVTIKEG SIOPOPESG OE
Huepnola 86an vaoudivng ot KavEéva KAIVIKO ONUEIO ATTOTEAECTHATIKOTNTAG KAl
aogfeveig 265 kai <65 sTwv ac@dAsiag.
265 Years S <65 Years *Ag diamioTWONKAv aAANAeTIOPpACEIG TNG ETTIAOYAG
gos fOepatreiag Kal TNG NAIKiag yia Kapia KAIVIKE éKBaon
§ 04
gms * H ivoouAivn abasaglar kai n Lantus éxouv idia
S 02 ” ” Ve
- ATTOTEAECTHATIKOTNTA KAl A0@PAAEIO € a0BeVEiG e
2., 2A2 cite gival 265 years, €ite <65 €TWV.
Baseline 24 Weeks (LOCF) Baseline 24 Weeks (LOCF)

Pollom RK et al. ADA 2016 P964



Napayovteg nov Oa kateu@uvouv Ttnv ertAoyr) VoG
Blo-oposdoi¢ papudakou: ZUaKEVES xopnynong

ABASAGLAR KwikPen

EUkoAn otnv ekpdlnon kai otn XpAon

EUkoAn otn 816pOwon, duvard clicks
MikpoTEPN aTOOTACN KAAUYNG aVTiXEIpa
Atraiteital Aiyotepn TpooaBeia yia TV £veon
Mo opaAn kai oTaBepn XopAynon IveouAivng

Mnoevilel autoparta PETA TRV EyXuon Tng 660NG

<N X X X < X

Méyiotn d60on: 60 IU

Ignaut DA et al. J Diabetes Sci Technol 2008;2(3):533-537



Napdyovteg mov Oa katevBUVoOUV TNV EMAOYN EVOG
Blo-oposidoug papuakou:

Mpoypauua vrtoatnpténc acdsvwv
Y

Mnv karaplxeTe noté



Kaprta ypnyopng avapopdag

MPEMNEI NA ©YMOMAZTE

7,

1/ Pi€re pia pana
Mpdrto Baoiké Bripa. EAEYETE TNV £TIKETA

NPOKEIPEVOU Va ClYOUPEUTEITE 6TI BIaBETETE
TN owWOoTH IVOOUAIVN.

— Y 3

2/ Evoipdore tnv Néva ocas

A@aipéoTe To kandaki kal Bi8woTe pia véa
BeAbéva. H ivoouAivn Ba npénei va éxel Sidpavn
Kal xpwpun 6yn.

MAnkpoAoynoTte 0o povades. Katéniv, XTunnoTe
eAa@pad Tnv nNéva, MWOTE Va CUYKEVTPWOoUV
@uoalides otn pOTN TS Névas. MéEoTe To Koupni
éveons, yia va BeBaiwOeite 611 e€€pxeTal
ivoouAivn ané tn BeAdva.

<-—-€l
4/ Eicayete Tn Adéon cas

O EnayyeApuarias Yyeias nou cas napakoAouBeil
oas éxel unobeifel évav apiBud povadwv.
MAnkTpOoAoyNoTE QUTS TOoV APIOBUS.

| ®
EMMNPOZ MNIZQ

5/ EnIAéETe MepioxnEveons

EvaAAdoete Tn B€on éveons avdueca otnv
KoIAIG, Tous pnpouUs, Tous yYAouTtoUs Kal TO
navw pépos Twv Bpaxidvwv?.

KaBapiote Tn B€on éveons, eiI0aydayeTe Tn
BeAbva, ni€oTe TO KOUUNT EVvECNS KAl JETPNOTE
ws 1O NévTe?. Tpa, apaipéoTe Th BeAdva
and 1o &6éppua oas kal BeBaiwOeiTe 6T
avaypdgeeral o apiBuds “0” oto napdbupo
660ons. (Karéniv, ynopeite va xapeite yiari Ta
karapépare!)

Tpa, anAd apaipécTe T XpNoidonoinuévn
BeAbéva kal anoppiyete Tnv. Karény,
€navaTtonoBeTAOTE To KAndkl TNS Névas Kal
@UAGETE TNV o€ Beppokpacia dwpartiou'.

1. T.L. PEARSON ET AL, JOURNAL OF DIABETES SCIENCE AND TECHNOLOGY 2010;4:522-531

2. American Diab. Association, Diabetes Care 2003;26:S121-S124




Journal of Diabetes ﬁ

Journal of Diabetes **

ORIGINAL ARTICLE MPoOoTrTIKA PEAETN TTOPATAPNONG

Exploring the role of the patient-physician relationship on | N= 4341, 18 xwpeg
insulin adherence and clinical outcomes in type 2 diabetes:| 24 yjveg rapakoAoudnong

Insights from the MOSAIc study”’ FKOTTOC Val PEAETNOE KAT TTOT0 N
Highlights aAAnAsTridpaan ac@evoug-yiarpou emdpda

* Patient perceptions of the quality of their interactions with their physicians have a significant association with o¢:
total diabetes-related distress. Diabetes-related distress and patient-physician interactions have a significant inde- '

pendent association with insulin adherence and HbA lc level. > KqueA“pn axs‘n;épavn ua aluBf]Tn
» This study delineates specific aspects of the patient-physician interaction that are linked to diabetes-related dis- . .
tress, insulin adherence behavior, and glycemic control. > zupuop(pwcrlg O'Trlv |VO'OUA|V|'I

» BaBpog yAukaipiking pudpiong

v AIGKpion
v’ BeBiaopévn mKoIvwvia
v Averapkng e€RyNon amoTeAETHATWV

By following 4000+
patients worldwide [

ina natural healthcare seing,
MOSATc helped uncover patterns e
behind insulin intensification.

WIDE RANGE:

OF SOCIOECONOMIC
STATUSES

> QTWYN CUPHOPPWON OTN BeparTreia

i

Linetzky B, et al. J Diabetes 2016 Jul 1.

> KatdOhiyn oxeti{ouevn pe diaBATn
> 0,43% B HbA,,




‘Evapén kai TitAotroinon Bacikng ivaouAiving

* Aoon 10 povadeg/nuépa n 0.1-0.2 povadec/ kg/nuepa

‘EAgyxog

———_ KaOnpepiva FPG ——

* Au¢non kata 2-4 povades N 10-15% kaBe 3 PEPES Ewg

£SOTOMIKEUNEVO OTOXO FPG

* [10 UTTOYAUKQIMIEG
 avalntnon citiwv Kai| doong kara 4 povades f 10-20%

Diabetes Care Volume 39, Supplement 1, January 2016



Napayovteg mov Oa katevBuvouv tnv
gruAoyn €vocg Bro-opoetdouc papuakov:

Koaro¢

_ o

LANTUS INJ.SOL 100 IU/ML
Lantus® 105,79€
BTx10 PF PEN (SOLO STAR) x 3 ML

Abasaglar INJ.SOL 100U/ML

91,50€ -13,5%
2 BTx5 PF PEN KwikPen x 3ML




Napayovreg Trou Ba Kateuduvouv Thv
EmIAoyN £vOC B10-0H0OEIOOUC PAPUAKOU
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world diabetes day

14 November

GORGLE

125" eTrETEIOG OTTO TN YEVVNON
Tou Sir Frederic Banting

(=

...... O mpwrtog avBpwtrog ou utTroRAAAETON OTN VEQ
Bepatreia ivan Evag oOVTPO@POS TWV TTAIdIKWY XPOVWV
Tou Mmravrivyk: o T{o TiAipior, H18GKTWP TNG laTpIKAg,
Tou eCavTAnuévog TeAEiwg atrd To diafATn
mapouaoidleral, oTi¢ 11 efpouapiou 1922, oto

EPYOOTAPIO........
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