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Diabetes: A global emergency O ¥

International

Diabetes
Federation
Estimated number of people with diabetes worldwide
and per region in 2015 and 2040 (20-79 years) W or'l d
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Asia

' 2015 78.3 million
South and 2040 140.2 million
Central America
2015 29.6 million

204048.8 million

Africa

201514.2 million
2040 34.2 million

‘Western Pacific

2015153.2 million
32040 214.8 million

Caribbean =11
2015 44.3 million ‘#? . , 2040 642 m].ll].on
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To ZwpaTtiké Bapog AucaveTtal NMNaykoopiwg

¢ H ad&non g emimTTwong Tou Global Rates of Overweight and Obesity
> A2 TTayKOOHiwg OxXEeTIZeTal 0. (BMI 225 kg/m?) Over Time?
ME TNV AUZaVONEVN OuXVOTNTA e SR =
TNG TTAXUOAPKIag Kal TV 50 - e

uioBETnon AuTtikoU TpOTTOU
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¢ T[laykoouiwg, TO TTOOOOTO TWV
evnAikwv pe BMI =225
kg/m?, au§nénke kartd 27.5%
ueTagy 1980 kai 20132
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5IO’£’KGTO|.I|JUPIG Ba eival Age-standardised prevalence of obesity and overweight, 220 years of age, by sex,
'ITG)(UO'GpKC13 1980-2013. Analysis of surveys, reports, and published studies; n=19,244

. Inzucchi SE et al. Diabetes Care 2012;35:1364-79 (updated 36:490)
. Ngetal. Lancet 2014;384:766-81 (updated 384:746)
. Kelly T et al. Int J Obes (Lond)2008;32(9):1431-7
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BMI=Body Mass Index



Mean Body Mass Index (kg/m2), ages 18+, 2014 (age standardized estimate)
Male

Mean Body Mass Index (kg/m2)
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I:l Data not available
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The boundaries and names shown and the designations used on this map do not imply the expression of any opinion whatsoever Data Source: World Health Organization ‘Ff !*"]E;% World Health
on the part of the World Health Organization concerning the legal status of any country, territory, city or area or of its authorities, Map Production: Health Statistics and \guf ¥ Organization
or concerning the delimitation of its frontiers or boundaries. Dotted and dashed lines on maps represent approximate border lines Information Systems (HSI) e

for which there may not yet be full agreement. World Health Organization @ WHO 2015. All rights reserved.



Mean Body Mass Index (kg/m2), ages 18+, 2014 (age standardized estimate)
Female
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for which there may not yet be full agreement. World Health Organization ©WHO 2015. All rights reserved.



Obesity Trends* Among U.S. Adults
BRFSS, 1994

(*BMI =30)

|:|No Data |:| <10% .10%-14% . 15%-19%

Source: Behavioral Risk Factor Surveillance System, CDC.



Prevalence* of Self-Reported Obesity Among U.S. Adults
by State and Territory, BRFSS, 2013

*Prevalence estimates reflect BRFSS methodological changes started in 2011. These estimates should not be
compared to prevalence estimates before 2011.
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15%-<20% || 20%-<25% || 25%-<30% [ 30%-<35% [l 235%

Source: Behavioral Risk Factor Surveillance System, CDC.
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Aoyw 1n¢ MNMpoodeuTiKAG PUoNG Tou AlaBRTn
Tutrou 2, o1 AcOeveic TeAika 0a XpeiaoBouv

IvoouAivn!?
¢ H peiotpevn €KKpion IVOOUAivnG Kal N IVOOUAIVOAVTOXH, O€
ouUvOUOOHO HE TO AUEAVOUEVO CWHATIKO BAPOG, CUVEICPEPOUV KATA

mdoa moavoeTnTa O€ AUTA TNV avdykn?

19.4 ! Postprandial glucose
16.7 Obesity-inactivity, |
13.9 genetics i
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1. Simonson GD and Kendall DM. Coron Artery Dis 2005;16:465-72
2. Zimmet P et al. Nature 2001;414:782-7
FPG=Fasting Plasma Glucose; IFG=Impaired Fasting Glucose; IGT=Impaired Glucose Tolerance

Insulin resistance

Relative Function
(% of Normal)




Units of Insulin (Day)

BMI

To Aucavopevo BMI Odnyei og Avaykn yia
Auinpuéveg Aooeig IvoouAdivng oto 2A2

Total Daily Dose by BMI Category'
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1. Watson L et al. Diabetes Obes Metab 2011;13:823-31
2. Reesetal. Endocr Pract 2014;20:389-98

3. Data on file, Eli Lilly and Company

BMI=Body Mass Index; T2DM=Type 2 Diabetes Mellitus

Mealtime Dose by BMI Category?°

Analysis of 7 clinical trials in patients with
T2DM treated with insulin lispro

45 - m Obese
(BMI 230 kg/m?)
40 -

39 1
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20 A
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m Nonobese
(BMI <30 kg/m?)

Mean Units of Insulin (Day)

6 months

3 months

Duration of Treatment



2A2: To 66% TwWV EupwTraiwyv 10U

Xpnoipotroiouv Neupartikn lvoouAivn Kavouv >20
U/H “épq % of Patients

Taking >20 U/Day

Of Patients With T2DM Taking Mealtime Insulin:
Percent Taking Various Dose Ranges
UK B

Units per Day

<20 Germany
m21-29
30-39
14049
250-59 Italy
m60-79
=280
France
Spain Y
Data on file, Eli Lilly and Company P

T2DM=Type 2 Diabetes Mellitus; U=Units



2A1: To 64% Twv EupwTtraiwyv 1ToU

Xpnoipotroiouv Neupartikn lvoouAivn Kavouv >20

U/ H “épq Taoﬁir'i:’gf EggeLTlgay
Of Patients With T1DM Taking Mealtime Insulin:

Percent Taking Various Dose Ranges
68%
1%
3%

Units per Day
= <20 Germany
m21-29

30-39
m 50-59
m60-79
m 280

France
Spain ﬂ

Data on file, Eli Lilly and Company

T1DM=Type 1 Diabetes Mellitus; U=Units



210V lNpayuatikd Koouo: AooeEig

["eupaTikng lvoouAivng

Daily Mealtime
Insulin Dose,
Pop. N Background Location/Source Mean (SD)
Clinical study of patients who started Indonesia, Malaysia, Philippines,
T2DM 312  insulin aspart therapy with or without oral  and Singapore,ASEAN cohort of 32.9 (17.5) U1
glucose-lowering drugs (71% insulin-naive) A,chieve study’
Prospective, observational study of patients Austria, Czech Republic, Germany,
T2DM 2389 switching between short-acting human Greece, Hungary, Poland, 40.9 (22.1) U?
insulin and rapid-acting insulin analogues  Romania, Slovakia, and Turkey?
T2DM 1739 |atients who intensified previous basal ;g |06 managed-care database®  31.5 (24.1) U3
therapy with insulin aspart
Adult patients added rapid-acting insulin to
T2DM 746  glargine or switched from glargine to US, large managed-care database* 33.8 U4
premixed insulin
Open-label, randomised trial comparing 79 sites in 9 countries (Denmark,
TIDM 548  once daily IDegAsp to once daily IDet, both -0/and: Romania, France, UK, IDegAsp: 39.24 U

in combination with IAsp

Russian Federation, Israel, IDet: 42.26 U>

Australia, and US)®

1. Bebakar WM et al. Diabetes Res Clin Pract 2013;100(Suppl 1):S17-23
2. Reaney M et al. Diabetes Res Clin Pract 2012;97: 231-41

3. Aagren Metal. J Med Econ2010;13:16-22
4. Miao R et al. Patient Prefer Adherence 2013;7:951-60
5. Hirsch IB et al. Diabetes Care 2012;35:2174-81

ASEAN=Association of Southeast Asian Nations; IAsp=Insulin Aspart; IDegAsp=Insulin Degludec/Insulin Aspart; IDet=Insulin Dete mir; Pop=Population;
SD=Standard Deviation; TIDM=Type 1 Diabetes Mellitus; T2DM=Type 2 Diabetes Mellitus; U=Units



40 U IvoouAivneg = 0.4 mi

~50 U lvoouAivnG nUEPNOCIWG:
ovaykn yia 2
OUCKEUOOIEG/uNva



Impact of injection speed and volume on perceived pain
during subcutaneous injections into the abdomen and thigh:
a single-centre, randomized controlled trial®

Characteristic Mean = s.d. (range)*
Age, years 543+ 11.9 (22-74)
Female: male, n (%) 32 (39):50(61)
White race, n (%) 82 (100)

Type of diabetes, type 1: type 2, n (%) 47 (57):35 (43)
Duration of diabetes, years 179+ 11.3 (0.8-54.3)

Body weight, kg 79.3+ 11.8 (56.0-106.0

Conclusions: Injection speed had no effect on njection pain, whereaq higher injection volumes caused more pain. [he result of this study
may De of value for quiding patients to use the appropriate injection site and technique to reduce their injection pain. Furthermore, thest
indings may have importent mpicaionsfr the development of new jcton evices and drug frmuations for cincel prcie.
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0

Speed 0 | 150 300 450 | 150 300 450 | 150 300 450 | 150 300 450
Volume 0 400 : 800 : 1200 : 1600

Injection volume and speed combination

Heise I et al;, Diabetes @Obes Metabh 2014;971-976



IvoouAivn Lispro 200 U/ml gvavTi
IvoouAivng Lispro 100 U/ml+t?

¢ Au&non Tn¢ 1oxvuocg atrd 100 U/ml og 200 U/mlt

¢ Au&non tou Adyou Weudapyupou/ivoouAivng?
* H ouykévrpwaon Zn emrnpeddlel Tn oTa0EPOTNTA TOU TTPOIOVTOC: Ta
IOVTA ZNn a1TaITouvTal YIA Tn 0TaBEPOTTOINON TWV ECAUEPUIV
IVOOUAivng34

¢ AAAayn d1aAUTn aTrd dIBACIKO PUWOPOPIKO VATPIO OF
TPOMETANOAN?:
« E&uttnpeTEi TIC QUCNUEVES ATTAITAOEIC O€ ZN JIAG TTIO TTUKVIGC
IVOOUAIVNG?
*  Ag oxnuartiCel un d1I0AUTAG CUUTTAEYPATA PJE TOV WEUDAPYUPO?

« "EXel QOKIUACUEVO TTPOPIA aO@AAEiaC KAl XPNOIUOTTIOIEITAlI O€
TTAPa TTOAAG TTAPEVTEPIKA OKEUdopaTa®

1. Humalog [SmPC]. Houten, The Netherlands: Eli Lilly and Company, 2014 4. Dunn MF. Biometals 2005;18:295-303
2. http://lwww.ema.europa.eu/docs/en_GB/document_library/EPAR_- 5. Fischer BE et al. Eur J Biochem1979;94:523-30
_Assessment_Report_-_Variation/numan/000088/WC500176634.pdf 6. http:/pubchem.ncbi.nim.nih.gov/compound/6503?from=su

3. Brange Jand Langkjaer L. Acta Pharm Nord 1992,4149'58 mmary#section:Use_and-Manufacturing



Insulin Lispro 100 U/ml vs. 200 U/m|

¢ 2UuoTaTiKA ava ml:

Insulin Lispro 100 U/mIt

Insulin Lispro 200 U/ml?

Active ingredient: 100 units
insulin lispro

Buffer: 1.88 mg dibasic
sodium phosphate

Zinc: 0.0197 mg/100 units

Active ingredient: 200 units
insulin lispro

Buffer: 5 mg trometamol

Zinc: 0.023 mg/100 units

. Humalog [Prescribing Information]. Indianapolis, IN: Eli Lilly and Company, 2013
. Data on file, Eli Lilly and Company



Bioicoduvapuia Kal 2UYKPITIKN
Qapuakoduvauikni TnG lvoouAivng
Lispro 200 U/ml "EvavTi TnG
IvoouAivng Lispro 100 U/ml|



T1 Eival n Bioiocoduvauia?
European Medicines Agency (EMA)

¢ AUO QOPPAKEUTIKA TTPOIOVTA UE TNV idla EVEPYO oudia, PAPHAKEUTIKA 1I0GEIA )
QPAPMUOKEUTIKA EVOAAQKTIKA TTPOIOVTA YE B10d1a0e0INOTNTES (PUBUO Kal EKTAON)
EVTOC ATTOOEKTWV TTPOKABOPICUEVWY OPIWV KATOTTIV XOPNYNOEWS OTNV idIla
hoplakn 66on?!

Food and Drug Administration (FDA)

¢ ATtroucia onuavTikng d1aPopAc oTo pUBPO KAl TNV EKTACT TTOU TO EVEPYO
OUOTATIKO 0€ POPUOKEUTIKA I000UVANA 1] EVOANOKTIKA TTPOIOVTA KaBioTaTal
d1006€o1uo ot 6€on dpAong Tou papudkou OTav xopnyouvTal oTnv idla JOPIaKN)
dda0N Kal KATW atrd TTapOUOIEC OUVORKEG?

No

W

OO\ e

F

1. European Medicines Agency. Committee for Medicinal Products for Human Use (CHMP). Guideline on the Investigation of Bioequivalence. Jan 2010
2. USFDA. Guidance for Industry: Bioavailability and Bioequivalence Studies Submitted in NDAs or INDs — Draft Guidance. March 2014



¢

Baoikég PapHAKOKIVNTIKEG

MapaueTpol

O puBuOC Kal N €KTOON ATTOPPOPHCEWS KaBopilovTal
Q1T TNV KAUTTUAN OUYKEVTPWOEWG-XPOvoul2

*  C, . Maximum concentration

« AUC: Area under curve

Ta 6pia, ato didoTnua gutmoToouvng 90% (CI), yia 10
AOYO0 ouaiag dokiung/ava@opdc TTPETTEl Va BpioKovTal
eVTOC TOU a1rodekToU diaoThpaTog, 80%-125%?

«  Ta 6pia autd e€ao@alilouv CUYKpPIoIUn in Vivo
OUUTTEPIPOPA (QOPAAEIQ, ATTOTEAECUATIKOTNTA)

Ma va hJeiwBei N HETABANTOTNTA TTOU OE OXETICETAI [E
OIaPOPES TWV TTPOIOVTWY, Ol NEAETEC DEOV €ival va

yivovTal o€ uyieic eBeAovTEC?

*  AUTO EMITPETTEI TNV ETTEKTAON TWV
ATTOTEAEOUATWY O€ TTANBUOUOUCG VIO TOUG
OTTOIOUG Eival EYKEKPIPEVO TO TTPOIOV AVAPOPAS

Cmax <----

Concentration

A
o I
Therapeutic
range

AUC

1
]
I
I
I
I
I
I
i
A4

Onset T, .,
Time Time (hr)

1. Brunton LL et al. Goodman & Gilman's The Pharmacological Basis of Therapeutics, 11th ed, 2006
2. European Medicines Agency. Committee for Medicinal Products for Human Use (CHMP). Guideline on the Investigation of Bioequivalence. Jan 2010

AUC=Area Under The Curve; C,,,,=Maximum Plasma Concentration; h=Hour; MEC=Minimum Effective Concentration; MTC=Maximum Therapeutic

Concentration; t,..,=Time of Maximum Serum Insulin Concentration



NMpwTtoyev KATAANKTIKA ZNMEIX
MeAETNG

¢ Na karadeixbei n Bioicoduvauia TNG IVOoUuAivng
lispro 200 U/ml ka1 TnG IvoouAivng lispro
100 U/ml, katoTmiv uttodopiag xopnynoewcg 20
LOoVAdWYV O€ uyIn atoua, Baoccel
POPMOKOKIVNTIKWY TTAPAUETPWV:
* AUC(0-t_,): EuBadov utrd tnv KauTruAn
OUYKEVTPWONG IVOOUAIVNG EvavTl XpOVou, ATTO TO

XPOVO MNOEV £WG TO XPOVO TEAEUTAIAG METPNOIKUNG
OUYKEVTPWONG

* C. .. MeyioTn ouykeEvTpwaon IVOOUAivng opou

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000088/WC500176634.pdf

AUC(0-,,,)=AUC from Time 0 to the Time of Last Quantifiable Concentration; C,,,,=Maximum Serum Insulin Concentration; U=Units



Asutepoyevil KaTtaAnKTikd Znpeiol2

¢ 2UyKpion GAAWV PAPPAKOKIVATIKWY TTAPAMETPWYV
*  AUC(0-%): Insulin AUC from zero to infinity
* AUC(0-8): Insulin AUC from time zero to 8 hours

* 1. Time of maximum serum insulin concentration

¢ 2UYKPION YAUKOOUVAUIKWY ATTOKPICEWV
* Gy, Total amount of glucose infused

* R, Maximum glucose infusion rate

*  tR,,.: Time of maximum glucose infusion rate

- Early and Late tR : Times of half-maximum GIR before and after R,

max50-

*  tR,<et. TIme of the first change in the GIR

*  tR,: Time of the last nonzero GIR

¢ [1poadlopIoPOC aoPAAEIOC KAl AVEKTIKOTNTOC

1. http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/nhuman/000088/WC500176634.pdf
2. delaPefia A etal. Diabetes Care 2011;34(12):2496-501 (updated 37:2414)
AUC=Area Under The Curve; GIR=Glucose Infusion Rate



2XEOI00MOG MeAETNG!?

¢ TuxalotroIinuEVn MEAETN AVOIKTAC €TTICHUAvVONG @aong I, ue 8wpn
EUYAUKQIUIKI KAUTTUAN (clamp), ye duo aAAnAouxiec aywyng, o€ 4
TTEPIODOUC, uE OXEDIQOUO crossover

¢ O1 ouppuetéxovTeg TuxalotroInBnkav og 2 aAAnAouyiec doooAoyiag
(ABAB 1] BABA)

Treatment Treatment Treatment Treatment
Period 1 Period 2 Period 3 Period 4
Treatment Treatment Treatment Treatment
A A A A
Randomisation Follow-up Visit
Day -7 to Day -1° B 7-14 days®
RN Trcatment B Treatment B Y Treatment B Treatment
=] =] =] =]
4-7 days 4-7 days 4-7 days
washout washout washout

Treatment A=20U Insulin lispro, 200 U/ml Treatment B=20U Insulin lispro, 100 U/ml

1. http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/nhuman/000088/WC500176634.pdf
2. https://www.clinicaltrials.gov/ct2/show/NCT01133392
3. Data on file, Eli Lilly and Company



Kopia Kpitipia ETTIAeSiudéTNTOC 2

¢ Yyin atopa nAikiag 21-50 eTwyv
¢ Aciktng Mdalacg Zwuatog (BMI) 18.5-29.9 kg/m?

¢ Ta aropa atrokAsiovTayv €av gixav:.

«  XPNOIJOTIOINOEl CUCTNUATIKA YAUKOKOPTIKOOTEPOEIDN EVTOC 3
UNVWV TTPO TNG €I0000U OTN JEAETN

« ['vwoTr aAAepyia aTnv IVOOUAivN ) Ta €KOOXA TNG
*  TUuyyevh TTPWTOU BaBuol ue cakxapwdn SIaBATN
* ['Aukoln vnoTteiagc >6 mmol/l oTo screening

*  YT1repBoAIKr) Arjyn OIVOTIVEUUATOG

1. http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/nhuman/000088/WC500176634.pdf
2. https://www.clinicaltrials.gov/ct2/show/NCT01133392



2TATIOTIKEG AVOAUOEIG

¢ Log-transformed AUC estimates: Linear mixed-effects model

* Formulation (200 U/ml or 100 U/ml), period, and sequence included as fixed
factors; subject as a random factor

¢ Difference in LS mean estimates between formulations and 90% Cls
for the difference: Back-transformed to provide estimates of ratio of
geometric means and 90% CI for the ratio of means

» Bioequivalence concluded if 90% CI for treatment ratios (test/reference) for both
AUC (0-t,,.) and C,,, within 0.80-1.25

¢ Estimated difference in median time of occurrence of t...:
Nonparametric Wilcoxon signed-rank test

¢ Glucodynamic parameters: Similar methods to PK parameters

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000088/WC500176634.pdf

AUC=Area Under the Curve; AUC(0-t,,)=AUC from Time 0 to Last Quantifiable Concentration; Cl=Confidence Interval; C,,,,=Maximum Serum Insulin
Concentration; LS=Least Square; PK=Pharmacokinetic; t,.=Time of Maximum Serum Insulin Concentration; U=Units



Characteristic

Anuoypa@ikd kol Baoika
XAapAKTNPICTIKA TWV ZUMNHETEXOVTWYV

Overall (N=38)

Age, mean (SD), years
Gender, male, n (%)

Ethnicity, Asian, n (%)
Weight, mean (SD), kg
Height, mean (SD), cm

BMI, mean (SD), kg/m?

32.4(7.1)

36 (94.7)

37 (97.4)
66.57 (7.84)
171.49 (7.30)

22.57 (1.65)

BMI=Body Mass Index; SD=Standard Deviation

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000088/WC500176634.pdf



KaTtavoun ZUMMETEXOVTWYV

21paTohoynBévreg (N=41)

Vv

TuxaiotroinBévTeg(N=38)

\ 4
\4 \ 4
ABAB?2 (N=20) BABA? (N=18)
W YV
\4

OAokAnpwaoavteg TN PeAETN (N=36)P

aTreatment sequence ABAB=200 U/mI-100 U/ml-200 U/mI-100 U/ml; Treatment sequence BABA=100 U/ml-200 U/ml-100 U/ml-200 U/ml

b5 subjects did not complete the study: 4 due to subject decision (3 considered the cannulation difficult/painful and 1 could not commit

to the study schedule) and 1 due to protocol violation (subject’s BMI decreased below inclusion criteria [18.5 kg/m?] during 2 dosing periods).
3 subjects did not receive treatment and 2 subjects withdrew after receiving treatment

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000088/WC500176634.pdf

BMI=Body Mass Index; U=Units



QappupakokivnTiKa Mpo@iA: M'pappIKA
(Méon iy £ SD) kai Hui-Aoyapi0uikn
KAipoka

1400 -
1200 - T
—~ 1000 - TT —=— Insulin Lispro 100 U/ml
X3 _ —e— Insulin Lispro 200 U/ml
e £
S 2 _
B c 800 10000 -
» o
Q =
o 3
I't E 600 | 1000
c O
8 % r\\\
= 400 - N
200 - N
0 -

I ' I N I ' I N 1 N 1 ! ! T
0 1 2 3 4 5 6 7 8
Time From Dose (h)

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000088/WC500176634.pdf

h=Hour; IRI=Immunoreactive Insulin; SD=Standard Deviation; U=Units



O1 Kupieg PapuakokivnTikég Mapdauerpol ‘Hrav
Mapopoieg yia TiIG IvoouAiveg Lispro 200 U/ml

Kol 100 U/mli

Ratio of
PK Insulin Lispro Insulin Lispro LS
Parameter 100 U/ml (N=75) 200 U/ml (N=73) Means 90% ClI
4 N\
AUC(0-t,,) Ratios ) (o V)| 90%
(pmol-hiL) 1940 (20) 1920 (20)| "2119%1 0.990  |((0.948,1.034) ||
AUC(0-) to (0.952 ol
-0 - , ratios
(pmol-hiL) 2030 (19) 2020 (19) 0.993 1.036) ratios
0.80
AUC(0-8) (0.954, [0.80,
(pmol-hiL) 2020 (19) 2000 (19) 0.994 1.036) 1.25]
Crnax (0.897,
(ollL) 887 (34) 819 (32) 0933 || Joro
0.75 1.00 , (0.000,
tmax (ROUrS) (0.50-3.00) (0.50-3.00) 0.250%% 4 25020

Values are presented as geometric means and CV (%), with the exception of t,,,,, which is presented as median (range)

aDifference of LS means; ?95% Cl

1. http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000088/WC500176634.pdf

2. Data on file, Eli Lilly and Company

AUC(0-t,,)=AUC From Time 0 to Last Quantifiable Concentration; AUC(0-8)=AUC From Time 0 to 8 Hours; AUC(0-=2)=AUC From Time 0 to Infinity; Cl=Confidence Interval; C,,,,=Maximum Serum Insulin
Concentration; CV=Coefficient of Variation; LS=Least Square; t,,,=Time of Maximum Serum Insulin Concentration; U=Units



PappuakokivnTiki: Mapopoia MetaBAnTéTNTA OTO
‘1610 ATopo Kal MeTagu ATOHWY Yia TIG IVOOUAiveg
Lispro 200 U/ml xai 100 U/ml

CV% (90% CI)

Insulin Lispro

Within-Subject

Between-Subject

Parameter Treatment
. i 200 U/ml
mo

max (P 100 U/ml
AUC (0-t,00) 200 L/m!
(pmol-hiL) 100 U/ml
AUG(0-) 200 U/ml
(pmol-hiL) 100 U/ml
AUC (0-8) 200 U/ml
(pmol-h/L) 100 U/ml

14.5 (12.1, 18.1)
17.5 (14.6, 21.8)
13.9 (11.5, 17.6)
12.2 (10.2, 15.3)
12.6 (10.4, 15.9)
11.5 (9.6, 14.5)
12.6 (10.4, 15.9)
11.4 (9.5, 14.3)

29.6 (24.1, 38.7)
29.5(23.9, 39.1)
15.0 (11.6, 22.0)
15.4 (12.3, 21.1)
14.4 (11.2, 20.7)
14.4 (11.4, 19.7)
14.7 (11.5, 21.0)
14.6 (11.6, 19.9)

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000088/WC500176634.pdf

AUC(0-t,,5)=Area Under the Serum Insulin Concentration vs. Time Curve From Time Zero to Time of Last Quantifiable Concentration; AUC(0-=2)=AUC From Zero to Infinity; AUC(0-

8)=AUC From Zero to 8 Hours; Cl=Confidence Interval; C,,.=Maximum Serum Insulin Concentration; CV=Coefficient of Variation=[Standard Deviation/Mean] x100%



Mpo@iA 'Eyxuoncg N\ukolng oto Xpovo

800 7

700

Insulin Lispro 100 U/ml
Insulin Lispro 200 U/ml

600 -

500

400

300

Glucose Infusion Rate
(mg/min)

200 -

100 -

Time From Dose (h)

Humalog [SmPC]. Houten, The Netherlands: Eli Lilly and Company, 2014

h=Hour; U=Units



Mpo@iA 'Eyxuong N\ukolng oto Xpovo
(Méon Ty * SE)

600 - Insulin Lispro 100 U/ml
Insulin Lispro 200 U/ml
) 500 -
©
(14
c
Qo 400 -
® =
2 £
£ -
S £ 300
w e
3
3 200 -
(O)
100 -
0 -

Time From Dose (h)

Data on file, Eli Lilly and Company

GIR=Glucose Infusion Rate; h=Hour; SE=Standard Error; U=Units



O1 Kupieg Nukoduvapikég Mapaperpol ‘Hrav
Mapopoieg yia TiIG IvoouAiveg Lispro 200 U/ml

Kai 100 U/ml! Difference

GD Insulin Lispro Insulin Lispro of LS

Parameter 100 U/mL (N=75) 200 U/mL (N=73) Means? 95% CI?
Gy (9) 123 (30) 125 (25) 1.014228  (0.961, 1.070)2°
R, (Mg/min) 539 (27) 544 (23) 1.00528  (0.958, 1.054)2°
tR,,., (hours) 2.00 (56) 2.11 (49) 0.1002 (-0.400, 0.500)2
ﬁla;:ﬁ;?mﬂso 0.595 (29) 0.568 (31) -0.030° (-0.091, 0.007)3
:f;i:;mmo 4.34 (42) 4.39 (37) 0036°  (-0.156, 0.098)3
tRynet (hOUTS) 0.350 (43) 0.337 (34) -0.0423 (-0.042, 0.042)3
tR,,.; (hours) 7.12 (15) 7.04 (14) 0.0003 (0.000, 0.000)3

Values are presented as geometric means and CV (%)
CV=[standard deviation/mean] x 100%; @Ratio of LS means; °90% ClI

1. http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000088/WC500176634.pdf
2. https://www.clinicaltrials.gov/ct2/show/NCT01133392
3. Data on file, Eli Lilly and Company

Cl=Confidence Interval; CV=Coefficient of Variation; GIR=Glucose Infusion Rate; G,,;: Total Amount of Glucose Infused;LS=Least Square; N=Number of Observations; R,,,=Maximum GIR; tR ,=Time of
the Last Nonzero GIR; tR ., =Time of Maximum GIR; tR,,5,=Times of Half-maximum GIR Before and After R, ,,; tRss=Time of the First Change in the Nonzero GIR; U=Units



"TAukoduvauikn: NMapopola MetaBAnToTnTa GTO
‘1610 ATopo Kal MeTagu ATOHWY Yia TIG IVOOUAiveg
Lispro 200 U/ml xai 100 U/ml

CV% (90% Cl)

Insulin Lispro

Parameter T Within-Subject Between-Subject
reatment
200 U/ml 10.5 (8.8,13.0) 22.7 (18.6, 29.4)
Gtot
100 U/ml 13.9(11.7,17.3) 26.3 (21.5, 34.4)
200 U/ml 17.2(14.4,21.5) 16.2(12.2, 24.5)
Rmax
100 U/ml 12.9(10.8,16.1)  23.3(19.0, 30.5)

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000088/WC500176634.pdf

CV=Coefficient of Variation=[Standard Deviation/Mean] x 100%; Cl=Confidence Interval; G,,=Total Glucose Infused Through Clamp; R ,,,=Maximum
Glucose Infusion Rate



NMNapopola Mpo@iA AGQAAEING VIO TIG
IvoouAiveg Lispro 200 U/ml kai 100 U/ml

¢ Kavévac artro Toug CUUMETEXOVTEC TTOU EAaav 1
N TTEPICCOTEPEC OOCEIC TWV PAPUAKWY TNC
MEAETNC OEV AVEPEPE AVETTIOUPNTEC EVEPYEIEC
TTou BewpnOnkav oxeTICOUEVEC UE TO PAPPOKO

¢ Aev TTpoEKUWPaV BavaTol, coBapPEC AVETTIOUPNTEC
EVEPYEIEC I DIAKOTTEC TNC AYyWYNC AOYW
QVETTIOUUNTNG EVEPYEIOC KATA TN JIAPKEIA TNG
MEAETNC

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000088/WC500176634.pdf

AE=Adverse Events; SAE=Serious Adverse Event; U=Units



¢

KUpia Euprijparal?

H ivoouAivn lispro 200 U/ml itav Bloicoduvaun pe tn lispro 100 U/ml
META a1TO UTTOOOPIa Xoprynons 20 yovadwyv o€ uyif atoua

H @appakokIvnTIKA TTAPAPETPOG T, KOl Ol YAUKODUVANIKEG TTAPAPETPO!
yia TNV ivaoouAivn lispro 200 U/ml ATav TTapOUOIEC YE EKEIVEG YIA TN
lispro 100 U/ml

O1 YAUKODUVOUIKEC ATTOKPIOEIC ATAV CUMPBATEC JE TA PAPPAKOKIVNTIKA
EUPNMATA, XWPIC ONUAVTIKEC DIAQPOPEC METACU TWV 2 OKEUAOUATWY

Kai ta dUo okeudouara ATav ac@aAn Kal KAAWG avekTd oTn JHEAETN

Ta avemBuunta cuuBdauarta NTav TapouoIa JETAEU TwV dUO OuAdwY
Kal Kavéva O€ BewpnBnke OTI oXeTi(eTal UE TO PAPHOAKO TNG MEAETNG

H Bioicoduvapia uttootnpilel 0TI d€ XpeIAleTal JETATPOTIA TNG
doooAoyiag KaTa TN METATACN METACU TNG IVOoUuAivng lispro 100 U/ml R
200 U/ml

1. http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/000088/WC500176634.pdf
2. Humalog [SmPC]. Houten, The Netherlands: Eli Lilly and Company, 2014
GD=Glucodynamic; PK=Pharmacokinetic; .., =Time of Maximum Serum Insulin Concentration; U=Units



Bioiocoduvapuia: KAIVIKN Znuooia

¢ H ao@pdAcia, attoTEAECUATIKOTNTA, PAPMOKOKIVNTIKI KAl
pappakoduvauikn TNG IvoouAivng lispro 100 U/ml givai
aTTOOEDEIYUEVEC?:
* TMANpeg Tpdypappa eGEAIENG
*  Avw Twv 18 €TWV KAIVIKAG EUTTEIPIAC 0€ JEYAAN TTOIKIAIA TTANBUCUWY a0BEVWV
¢ Ta okeuaopata ivaouAivng lispro 100 U/ml kai 200 U/ml gival
BioicodUvaua ue CUYKPIoIUES YAUKOBUVAMIKEG aTTOKPioEIgT2
* Ta dUo okeudopaTa gival BEPATTEUTIKA I00OUVAUA

* H eyvwopévn atToTEAECPATIKOTATA KAl AOPAAEIQ TOU OKEUAOHUATOC TNG IVOOUAIVNG
lispro 100 U/ml agopd kai To okevaoua Twv 200 U/ml

*  AUTO emTPETTEI TNV ETTEKTACN O€ TTANBUOUOUC YIA TOUG OTTOIOUG €iVal EYKEKPIUEVN N
IvOoouAivn100 U/ml

— Ae oupTtrepiAapBavovtal 6Aol ol TTAnBucpoi acBevwv kal TpOTToI Xopnyrnoewg oto EU Summary of Product
Characteristics

¢ Ae Ba avapéveto dla@opd oTn APPAKOKIVNTIKNA ] POAPUOAKOOUVANIKN
TwV IvoouAivwy lispro 100 U/ml kai 200 U/ml o€ upnAOTEPES 1)
XOMNAOTEPES BOTEIC TNG HeEAETNBEioNC dGoewC Twv 20 povadwv?
*  Katd tn geTdTagn Twv aoBevwy, N JETATPOTT TNG OOCEWC €ival Hovada TTPOG
Movada

1. Humalog [SmPC]. Houten, The Netherlands: Eli Lilly and Company, 2014
2. European Medicines Agency. Committee for Medicinal Products for Human Use (CHMP). Guideline on the Investigation of Bioequivalence. Jan 2010

PD=pharmacodynamic. PK=Pharmacokinetic; U=Units



Humalog® 200 units/ml KwikPen™
OepaTtreuTikéC EVOeigeic (EU)

¢ O¢partreia evnAiKwyv ue oakxapwdn d1apBNATN TTOU
Xperadovral nHeEPNOIEG OOOCEIC AVW TWV 20 Hovadwv
IVOOUAIVNG TaxXEiag OpAcew g yia Tn diaTrpnon
(PUCIOAOYIKNC OuoIOOTAONG YAUKOCNG

¢ a TNV apxikn otaBepoTroinon Tou dianTn

¢ HivoouAivn lispro 200 U/ml givar éva Bioicoduvauo
OKeUAO MO ME TNV IVOOUAivN lispro 100 U/ml Trou emiTpETTE]
TN Xopnynon tng idiag 66ong Ye 1o HICO6 OYKO
*  H Utmapén piag IvoouAivng uwnAdTEPNG TTEPIEKTIKOTNTAG TTOU Eival

Bioicoduvaun kKai dev ATTaITEl JETATPOTTH) TNG OOONG ATTO TA UTTAPYOVTA
okeudopata Twv 100 U/ml TTapéxel pia eTTITTAEOV BEPATTEUTIKI ETTIAOYN

Humalog [SmPC]. Houten, The Netherlands: Eli Lilly and Company, 2014
EU=European Union



Humalog® 200 units/ml KwikPen™

¢ MeAétn paonc | ouykpiong Lispro 200 U/ml vs
100 U/ml

¢ PK-PD

¢ Bioiocoduvauia

¢ 41 uyin aroua

¢ 2UUTTEPOOUA OTI €ival Bloicoduvaun

¢ Xopnynon idiag 660n Ye pI0O OYKO

¢ AtTauTeiTal £wg -53% pIKPOTEPN OUVAMN VIO
TNV £yXUuon tng 66ong



EtmriokotTnon tou lNpoyepicpuévou
2TUAO TNG lvoouAivng Lispro 200 U/ml

m Smnii]

Ty EILIRd 200 B B |
units/mi -

i ™ ;
KwikPen ERNB

¢ [lepiExel 600 povadeg IvoouAivng evavti 300 oT1o id10 OTUAG Twyv 3 Ml

¢ Ag xpeialeral JETATPOTTH TNG OOONG O€ OXEON HE TA UTTAPYXOVTA
OTUAG Twyv 100 U/ml
PUBuion otn 1 povada = 1 povada ivoouAivng Kal ota U0 OTUAS
Xopnyéei Tnv idla d6on o€ povadeg, aAAd oTo NI OyKo

¢ PuBpiletal o€ dilaotApaTa piag yovadag oe 66on 1-60 povadwyv

Humalog [SmPC]. Houten, The Netherlands: Eli Lilly and Company, 2014

U=Units
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Lispro Pens SSAGE
Humalog® KwikPen® 100 units/mL, 9 units/s, Insulin Lispro 200 units/mL, 9 units/s,
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[Tpo@i\ aocBevwyv

— Ao0DOgveic TTou £xouv avaykn peyaing d0ang YEUUATIKNG IVOOUAivNG (aoBeveig
e VPMAT LVoOLALVOAVTOYT KL OALKT] 00T YEVUATIKNG LvooVAivng > 20 Ul)
v AIaBATNS TNG KUACEWG
v Maxuoapkol
v' ' AUKOKOPTIKOOTEPOEION
v AANa @apuaKa

* [oiotnTa wng
— Aveon ywa tov acBeviy AGyw TOU HIKPOTEPOU EVIEUEVOL OYKOU

— Avaykn yia Atydtepa 6TUAO (TTEPLBAAAOVTIKO 0@QEAOG, EVKOALX Yot TOV aoOEVT,
WSlaitepa ota Tagidia)
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O@<An Tn¢ Humalog 200U/ml KwikPen

Benefits:

— Humalog 200U /ml KwikPen is the same familiar pen size as other mealtime insulin pens, but
contains twice as many units

— Because Humalog 200U /ml KwikPen contains twice as many units, fewer pen changes and
fewer pens are needed

— Humalog 200U/ml KwikPen contains Humalog U-200
— Humalog 200U /ml KwikPen is twice the concentration of the standard mealtime insulin,
— Humalog 200U /ml KwikPen is bioequivalent to Humalog U-100

Dosing Mechanism:

— Humalog 200U /ml KwikPen is designed to dial and dose with the same single-unit
measurements as other pens, so there is no conversion calculation necessary

— Humalog 200U /ml KwikPen delivers the same dose injection with only half the liquid volume

— Humalog 200U /ml KwikPen uses an improved injection mechanism that requires 40% less
force to inject

Safety:

— Patient education is required to prevent patients from transferring concentrated insulin to a
syringe or other device and injecting an incorrect dose, which could result in hypoglycemia
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MepiAnwn Twv MNMAEOVEKTNUATWYV

[ Freedom to go about daily life J

?

KooTog: -5.5%
1

Half the incidence
Less worry about

“comforiabie. || Less mectonsie || R IETEY 1| peingpreparea || BECSEC, ] (ool o nigh
o irritation/bruising P (conscientious q P y g
injection at pen change . dose at pen doses

patients)
change

Less Volume Lasts Longer/Fewer Pen Glideforce
Changes




Ki evw oTo Villabajo ¢Eueivayv kai Ta
caxopa avefaivouv...

21N Villarriba akopa utroAoyi{ouv
I000UVAUa UDATAVOPAKWYV



