H wvoouAivn lispro, 20 xpovia peta:
eéelielc Tou 1lou avaloyou LvoouAivng e
OTOXO TNV KAAUTEPN €€QTOULKEUON

2TYAIANOZ K. TITKAZ
Ert. KaBnyntnc Evbokplvoloyiag
Evookpwvoloyikn KAwikn & Atapntoloyiko Kevtpo
Noavenotnuako Fev. Noookopeio lwavvivwy

339 MANEAAHNIO YNEAPIO EAAHNIKHZ ETAIPEIAEZ MEAETHZ & EKMNAIAEYZHZ A TO ZAKX. AIABHTH
(mpwnv AEBE) ZENOAOXEIO Makedonia Palace, 13 —17 Noegu 2019




AnAwon ocuykpouong cUUPEPOVTWV

O otANTN ¢ €xeL dexBel utooTAPLEN YLOL CUUETOXN O EKTIOLOEVUTIKEG, EPEUVNTIKEC N
OUMPBOUAEUTIKEC SpaoTnplOTNTEG Mo TIG stalpeieg: Aegerion, AKCEA, Astra-Zeneca,
Boehringer—Ingelheim, Cortendo AB, Eli Lilly, ELPEN, Galenica, IONIS Pharmaceuticals,
Medtronic, MSD, Novartis, NovoNordisk, Roche, Sandoz, Sanofi-Aventis, SMB
Laboratoires, Shire, TEVA



Atadopetikol aoBeveic, SLOPOPETIKEC OUYKEVTPWOELC
LVOOUALVNG, SLaPOPETLKEC AVAYKEC yLa LovadEeC.....




Age-Adjusted Percentage

Age-Adjusted Percentage of Adults with Diabetes,
by Type of Medication us, 1997-2011
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http://www.cdc.gov/diabetes/statistics/meduse/fig2.htm



2TOXOl LVvoOoUALvoOepaneiagl?

PuoiloAoylkn npepnola dtakvpavon Evtatikomonpévo oxnpuo?
LVOOUAivNG
Long-acting = Rapid-acting
insulin analogue insulin analogue

:g'/ N\ / \7

0 6am 8AaM 10AaM 12 2pM 4pPM 6PM 8PM 10PM 12

24 h of the day: theoretical representations of insulin profiles

1. Polonsky KS, et al. J Clin Invest. 1988;8:442-448. The Journal of Clinical Investigation by Polonsky KS. Copyright 1988 by AMERICAN SOCIETY FOR
CLINICAL INVESTIGATION. 2. Mayfield JA, White RD. Am Fam Physician. 2004;70:489-500.



[Lys(B28), Pro(B29)]-Human Insulin

A Rapidly Absorbed Analogue of
Human Insulin

DANIEL C. HOWEY, RONALD R. BOWSHER, ROCCO L. BRUNELLE, AND JAMES R. WOODWORTH

[Lys(B28), Pro(B29)]-human insulin (LYSPRO) is an
insulin analogue in which the natural amino acid
sequence of the B-chain at positions 28 and 29 is
inverted. These changes resuit in an insulin molecule
with a greatly reduced capacity for self-associafion in
solution. These clinical studies were designed to

* ‘Evapén épaong: 10-20°
* Méywotn 6paon: %-1,,, h

a0 Insulin IV * Awdpkela Spaone: 3-4h

mmol / min
g

T T T T T o ]
0 60 120 180 240 300 360 660 720
Time (minutes)

FIG. 4. The mean glucose infusion rate response of 10 normal
volunteers to LYSPRO, 10 U subcutaneously {(¢); LYSPRO with zinc,
10 U subcutaneously ({); human Regular insulin, 10 U subcutaneously
(m); and human Regular Insulin, 10 U Intravenously (D).

Diabetes 43:396-402, 1994



Avaloya lvooUAlvne taxelog 6paonc
nsulin hexamer lnsu‘lin dimers InSt.:monomers

R .

<

Minimal diffusion Limited diffusion Rapid diffusion

Lispro

Glulisine

Heise et al. Diabetes Care 1998; 21:800-803; Heinemann et al.
Diabetes Care 2000; 23:644-649; Heinemann et al. Diabetes Care 1998; 21:1910-1914



HbA1c (%)

Opoonua otn Beparneia tov ZAtl:
DCCT (1993), Lispro (1996)
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Anpootisuon Humalog
DCCT t

Chase HP et al. Diabetes Care 2001;24:430-434.



Entidpaon tnc tvoouAivng Lispro otnv
Lkavortolnon acBevwyv pe 2AT1

78 Regular—Lispro

< 734

B 72+

Diabetes Care 1997;20:948—-958



Effectiveness of Postprandial Humalog in Toddlers With Diabetes

K. Suchari Rutledge, MD*; H. Peter Chase, MD*; Georgeanna ]. Klingensmith, MD?*;
Philip A. Walravens, MD*; Robert H. Slover, MD*; and Satish K. Garg, MD*}

Miean glucose excursions - ... Postprandial Humalog insulin
. e administration has now been shown to be
] I effective in achieving lower 2-hour glucose
T e excursions in comparison with preprandial
- i SN \l . Human Regular insulin. We conclude that
& Tl ' postprandial Humalog insulin may increase
0 I thf insulin administration in young
N - I = children.
=180 -10
1 2 4
Time (Hours)

—+— Preprandial Humalog —=-- Postprandial Humalog

Fig 4. Mean glucose excursions (£1 SD) after preprandial vs
postprandial Humalog insulin on 2 separate days.
968 PEDIATRICS Vol. 100 No. 6 December 1997



[Mooooto aoBevwyv pe 2Atl ) 2AT2 tou napeAewoav
£VEON WWVOOUALVNC eV NEEpOV OTL EMPETIE VA TNV KAVOUV

60

50

40
30
20
L 20%
NAPEAEIWAN ENEZH MEPIKES ®OPES H
SYXNA

M. Peyrot et al. Diabetes Care 33:240-245, 2010



XpoOvoc xopnynonc YEUMOTLKAC LWOOUALVNG &
rnopaAewpn Socswv

T1D Exchange Clinic Registry Participants <26 Years With TIDM
(n=4768)

* Patients who gave insulin prior to a
meal had significantly lower HbA1c
than those who gave insulin during
or after meal (8.4% + 1.5% vs 8.8%

B Immediately t+1.6%
before the meal

34% KAVOUV TNV LVGOUALvNn

. , . W Several minutes
KOLTOL 1] LETA TO YEV UL

before the meal

atients who gave insulin durin
after a meal were more likely to
report missing 21 mealtime insulin
dose/wk vs those who
administered insulin before a meal
28% vs 14%, adjusted P <.001)

B During the meal

H After the meal

Datye KA, et al. J Diabetes Sci Technol. 2017. [Epub ahead of print]



lvoouAlvoBepareia: compliance (cuppopdpwon)
& adherence (mpookoAAnon)

AvTIOpAceIc oTo anueio TNG €veanc (90.2%)
d6Bo¢ uttoyAukaiuiag (87.4%),

XpovoBopa diadikacia (63.2%),

Eutrodio otn uaoiki dpaoTtnpiotnta (61.6%),
‘EAANeIpn etrapkwyv odnyiwv (59.6%)

o

o

(@)

o

o

* JUHUMETOXN TWV aoBeVWV OTLC BEPATTIEUTIKEC
erthoyéc =T adherence

Farsaei S Prim Care Diabetes. 2014 Dec; 8(4):338-45.



NMapayovteg mov ennpealouv tnv anoppodnon TN
LVOOUALVNG

Avaotpodn oxEon noocotNIOC LWVOOUALVNG - armoppodnonc armo 1o
onUELo €veonc

Oepuokpaoia, atpatwaon, TP, oldnua, maxvoapkia, KATVIOUQ,
aoKknon

AAN\ayn onuelou €yxuong, UNkog BeAovag, xpovog amocupaong,
gTovVaxpnotpomnoinon

" ] Epidermis

Dermis

Subcutis

] Muscle




Awappon IvoouAivne

— Ao TO OTUAO
— Ao tnv Belova (AaBocg kpatnua, mpowpn anocupon)

— Avaotpodn ponc (mpowpn amocupon, moxvoapkia, LeyaAog Oykoc)

Recommendations:

v’ Use needles that have a wider inner diameter and improved insulin flow
v’ Count to 10 after the plunger is fully depressed before removing the needle

v’ Larger doses may be split to reduce the volume of insulin.

Mayo Clin Proc. September 2016;91(9):1231-1255



MOvoc 6TO ONMELO TNC EVEONC

H xopAynon wvooulivng pmopel va eivat emwduvn kat va dnpoupyet
avtiotaon otnv xprnon tng wWlaitepa ota ratdla

Muwkpéc BeAovec (Amm), pikpn dtapetpoc 32G
KawvoUpyla BeAova kaBe dopa

ApyO MATNUA OTO OTUAO —PETPAE wC To 10!
KukAlkn xopriynon (1-2ek)

Av n 660on eival peyaAn (peyaioc oykocg) diaipeon o€ 2 evEOELC N
aVénon ThC MUKVOTNTAC ThC YOPNYOULEVNC LVOOUALVNC

Mayo Clin Proc. September 2016;91(9):1231-1255



Tormtikn Autoduotpodia

* Eninmtwon €wg 28-64%, cuxvoTtep LE LOKPAC SpAoNC LVOOUALVN

* E€aptwpevn amo oyko wvoouAivng, 6€on €veonc, ouxvotnta xpnong BeAovag

(a) Autoumeptodia (B) Autoatpodia

Vardar B, Kizilci S (2007) Blanco et al



Aumoumieptpodia & cuppopdwon

H €veon tng voouAivng o onueia mou €xouv AumouTtteptpodia propel va odnyel oe:

e Ave€nynTeC UTIEPYAUKOLULOLG

e Ave€Ayntec UTTOYAUKOLLLLEG

i

Fig. 2 Lipoatrophy lesion on the left arm (feff panel) and lipohyperteophy lesion on the right thigh (contral panel). Right
panel Result of repeared insulin shots within a restricted skin area

O movog, N epuBpoTNTA, LWAWTIEC ] ALLOPPAYLO KATA TIG EVECELG LVOOUALVNG
armoteAoUV altia PN mpookoAAnong otn Beparmeia, W6KA o€ oXpaATa TTOAATIAWY EVECEWV

Diabetes Ther (2016) 7:401-409



Mayoc
emdepuLldoc

<4 mm

Derraik JGB, et al. (2014) Effects of Age, Gender,
BMI, and Anatomical Site on Skin Thickness in
Children and Adults with Diabetes. PLOS ONE
9(1): e86637.

Supplemental Figure 1: Ultrasound measured Skin Thickness (mean in mm £ SD)
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Oweplocotepol acBeveic pe A ypelalovrtol
> 20 povadec yeupatiknc tvoouvAivne/nuepat

64% \" 66% “. ExTipwpeveg uépeg xpriong/mmévac:

= <20U 215

m 21-29U 10-14

= 30-39 U 7-10
40-49 U 6-7

= 50-59 U 5-6

= 60-79 U 3-5

‘ = >80U <3

2Atl 2AT2

-

1. Wang T, et al. J Diabetes Sci Technol. 2016;10(4):923-931. 2. GfK’s 2012 US and Western Europe diabetes patient
studies. ©2012 GfK Roper.



17% of T2DM Patients Use > 100 U/d

14
Frequency of total daily insulin units, % — T2D only
i1
# 10 7]
- e 17% of T2D insulin users (injectors and pum pers)
g . use> 100 U/d,
E e
S \
4 \ _ b = 5
2 . N R )
T R ——
0

id 40 »M 100 130 ie0 gog 220 ¥SD IA0 31D 340 ERD &0
Total Deailky |nslin, U

AADE7
2011 U5 Roper Diabetes Patient Market Study provided by GfK Custom Research LLC.




H ocuvoAwkn 860N tnC wwoouAivne/nuépa oxetiletal
HE TO WM. Bapoc toco otov T1 0o0 Kat otov T22ZA

—TIype 1 DM
————— Type 2 DM
- - - -IR syndromes
100 T 1 D M Therapeutic target
0.3-0.6 U/Kg/day _ _ __ ————~——+
a0 " T2DM
- " 0.5-0.1 U/Kg/day
= 60-
5 o] /7 IRsyndromes ...
o | 3-500 U/Kg/day
20 e
0 .- | | | | |
0 100 200 300 400 500

Insulin Dose (units)



Awaxpovikn avénon twv unEpBapwv/moxUoapKwv
QTOpWV Me Awafritn T1:

100 +— -
75 +— —
Q
o
o BMI<20
T;‘.' 50 +—
o 20<BMI<25
o
25 S m 25<BMI<30
m BMI=30
0 A ] 1] 1 1 ] ] ] ]
D Q 4% ) © D Q > A
N N N » N N A% v A%
& F F T F
NN AN - AN A M I
Time Period

Diabet Med. 2010 Apr; 27(4): 398-404



2tov Mpaypatiko Koopo: YYnAéc Huepnoleg A0GeLg
fevpatikn¢ IvoouAivng

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,
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



Npoyemiopévn réva HUMalog 200 units/ml KwikPen

Ty ElI Rl 200 lmlmlnl
units/ml

KwikPen™ i i
SENEN

' solution for injection

C > g %@h@ [EY g

¢ [lepiExel 600 1U vs. 300 IU ivoouAivng oTtnyv idia Tévva Twyv 3-ml

¢ Aegv atraiteital aAAay o€ oxéon pE Tn ouviROn cuokeur 100 U/ml
« KdbBg 1 povada = 1 povada IvoouAlvng Kal OTIG 2 TTEVVEG
«  XopRynon Tng idiag d6ong oT1o 2 TOU dyKOoU

¢ AUVGT()TF]TG xopr']yr]or]g a1TO 1-60 U (0¢ aképaieg umrodiaipéaeic)

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



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

¢ 2UuoTaTikd ava mi:

Insulin Lispro 100 U/mi! Insulin Lispro 200 U/ml?
Active ingredient: 100 units Active ingredient: 200 units
insulin lispro insulin lispro

Buffer: 1.88 mg dibasic
sodium phosphate

Zinc: 0.0197 mg/100 units Zinc: 0.023 mg/100 units

Buffer: 5 mg trometamol

v'H ouykévipwaon Zn Bonbd& otn otabepotroinon Twv eEapEPWY IVOOUAIvng34

v'H 1popeTaudAn?:
v’ Aev oxnuaTiCel un S1aAUTG CUPTTAEyuaTa he Tov Peuddpyupo (o€ avtiBeon pe To puwoopikd Na)°
v AoKIJOoPEVO TTIPOQIA ao@aAEiag -xpnolPoTIoIEiTalI O€ TTOAAG TTAPEVTEPIKGA OKEUAOUATA®

1. Humalog [SmPC]. Houten, The Netherlands: Eli Lilly and Company, 2016 4. Dunn MF. Biometals 2005;18:295-303
2. http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_- 5. Fischer BE et al. Eur J Biochem1979;94:523-30
_Variation/human/000088/WC500176634. pdf 6. http:/pubchem.ncbi.nim.nih.govicompound/6503?from=summary#section=Use-and-

3. Brange J and Langkjaer L. Acta Pharm Nord 1992;4:149-58 Manufacturing



Humalog® 200 units/ml KwikPen™
Oepanesutikeg evdeitelc (EU)

¢ T tn Beparmeio evnAikwv pe o. dStoBritn nov xperalovron > 20 U taxeiag
dpaocewc wvoovAivng/nuEpa

¢ HwoouAlvn lispro 200 U/ml etvat Bro-tooduvapo tne lispro 100 U/ml &
ETUTPETIEL TN XoPNyNnon tng idbtag 60on¢ oto Hoo dyko (Hev xpelaletal
POCOPUOYH TwV SOCEWV)

Ma 15 povadeg Lispro

U200
““!ﬂ-

Humalog 100 VS Humalog 200

U

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



Nopopota Qappakokwntikl Humalog 200 & 100 U/ml

1400 -

1200 - T

—=— Insulin Lispro 100 U/ml

1000 - —e— Insulin Lispro 200 U/ml

o

o

o
]

10000

»

(=]

o
]

1000 -

400 -

Mean Free Serum IRI
Concentration (pmol/l)

1001 ~a

200 -

10-
r

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



Nopopota Qapuakoduvauiknn Humalog 200 & 100U/ ml
Glucose Infusion Rate vs. Time Profiles (Mean + SE)

800 7

700 7

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]. The Netherlands: Eli Lilly and Company, 2016
h=Hour; U=Units



Ektipnon tng duvapung oAtoBnonc avapeoa otnv meva Lispro
100 U/ml kot 200 U/ml

Glide force, average glide force, and glide force
variability of the insulin lispro 200 units/mL pen (Eli
Lilly and Company,

Indianapolis, IN, USA) were compared to the
Humalog® KwikPen® 100 units/mL pen (hereafter,
KwikPen; Eli Lilly and

Company, Indianapolis, IN, USA).

Data were collected on 2 doses, 2 injection speeds,
and 2 needle types.

Journal of Diabetes Science and Technology, 1-4, 2015



A Comparison of Glide Force

Characteristics Between 2 Prefilled Insulin

Lispro Pens

Humalog® KwikPen® 100 units/mL, 9 units/s,

TW needle
10
& 8
=
S 61
0 Plateau Region
T 4
= .
-
E
C‘E 2 1 fﬂ—\’—
ﬂ T T 1
0 5 10 15 20

Standard travel [mm)]

Humalog® KwikPen® 100 units/imL, 9 units/s,
XTW needle

10 -

Flateau Region

2 /\_.

0 5 10 15
Standard travel [mm]

Standard force [Ibf]
=

20

Standard force [Ibf]

Standard force [Ibf]

Journal of Diabetes Science and Technology
I—4

© 2015 Diabetes Technology Society
Reprints and permissions:
sagepub.com/journalsPermissions.nav

DO 10.1177/1932296814567533

dst.sagepub.com
©®SAGE
Insulin Lispro 200 unitsfmL, 9 units/s,
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Jonmal of Diabetes and Its Complicatiors 24 (2010) 154 - 162

The diabetic hand: a forgotten complication?

Nikolaos Papanas®, Efstratios Maltezos

Diabetes
Complications

WWWIDCHOURNALCOM






Median nerve is compress
at the wrist, resulting
numbness or pain




Musculoskeletal Complications in
Type 1 Diabetes

Diabetes Care 2014;37:1863—-1869 | DOI: 10.2337/dc13-2361

Cheiroarthropathy was present iﬁd% of the INT group and 68%
of the CONV group; P = 0.1640) and Was=ssotiated with age, sex, diabetes dura-
tion, skin intrinsic fluorescence, HbAi., neuropathy, and retinopathy (P < 0.005
for each). DASH functional disability scores were worse among subjects with
cheiroarthropathy (P < 0.0001).
80% -
p=0.0593 p=0.0259 p=0.0003 p=0.0052 p<0.0001 p=0.0006
70% -

60%

50%

40%

30%

20% -

N
% | | =

Adhesive capsulitis Carpal Tunnel Flexor tenosynovitis Dupuytren's Positive prayer sign At least one
Syndrome Contracture cheiroarthropathy

BHbA1lc<7.5% [1HbAlc7.5-8.3% M HbAlc >8.3%



MeiwpeEVN eNIBEEIOTNTA OTNV ENITEAECN KIVICEWV HE TA XEPIA OE
aocOeveic pe oaky. di1aBnTn, 18iwG HE TNV NApodo TNG nAIkiag
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Journal of Diabetes Science and Technology Volume 5, Issue 1, January 2011



Diversity and Equality in Health and Care (2018) 15(2): 57-65 @2018 Insight Medical Publishing Group

Research Article

Despite being Apparently Equal, Concentrated
Lispro-200 Performs Metabolically and
Subjectively Better than Lispro-100

2oBapéG UTTOYAUKAIMIES 2UMNTTWHOTIKEG UTTOYAUKOIUIEG

\‘
[
o

U100

3 —0=U200 U100

P<0,01 _e—u200

P<0,01

baseline wl2

N
O P N W M 01O N O ©

baseline wl2

Fusco A et al., Diversity and Equality in Health and Care (2018) 15(2): 57-65



Mpoyepopévn méva lispro 200 units/ml

N=126 aoBeveic pe ZAT2

«  OLaoBeveic eAéxOnkav yLa 1 26 (8 4 efdopadeg

2Uvdpopo MNeploplopevng pellsale e
Kiwntikotntag twv ApBpwoewyv o€
TOUAQXLOTOV SUO OLVOTOWLLKEG
TLEPLOXEC TOU KUPLapYXou Avw AKPOoU
(48% twv a.oBevwv)

* AkoAoU6Onoe nepiodog
eknaidbevonc 4 eBdouddwv otnv
TEXVLKN TNC EVEONC TNG LVOOUALVNG
0€ OAOUC TOUG OUUETEXOVTEC UE
TIPOYEULOMEVN TTEVA lispro 100
units/ml kat BeAovec 4mm/32G

OEPAMEYTIKO IXHMA x 12 gBdopadeg

Ll

MpoyeULOUEVN TIEVA

* OuaoBeveic TuyalomolROnkav o€
TIPOYEULOMEVN TEva lispro 100

uni,ts/ml n lispro 209 units/ml yia tig qgg\rxgﬁtg i\ﬁ?t?/énw lispro 200 units/ml
emopevec 12 eBdopadec (n=63)

Crossover x 12 smumA€ov eBSouadeC

1. Gentile S, et al. Expert Opin Drug Saf. 2018 May;17(5):445-450. doi: 10.1080/14740338.2018.1453495.




Meon peiwon HbA, (%) otig 12 ko 24 efdopadeg

ZNUAVTIKA HEYAAUTEPN MEIWON
ge Tn Humalog 200 units/ml KwikPen”

8,2%

Metaforr e Ho .

110 4 () Lispro U100
() Lispro U200

-1.20

-1,30

EpSopuadec

Lispro 200 units/ml: kaAvtepn A1C
LUE OTATIOTIKA ALYOTEPEC 00BAPEC KAL UETPLEC VTTOYAVKOLULEC OE
ovykptlon pe ™ U 100

1. Gentile S, et al. Expert Opin Drug Saf. 2018 May;17(5):445-450. doi: 10.1080/14740338.2018.1453495.



AOYW TwV MANPWV eyXUoEWV & KAAUTEPNC CUUMOPPWONG

Humalog 200 units/ml KwikPen*!

Avaykeg oe 2 O
tVvoovAlvy %
AnoteAéopata

H Bepancia pe Humalog 200 units/ml KwikPen o8iynos os:

* Meiwon Twv avaykwv o€ tvooulivn katd 20%*

¢ Inuavtikig peiwon FBG, Alc, coBapwv/HETPLWV UTTOYAUKOLULWV

1. Gentile S, et al. Expert Opin Drug Saf. 2018 May;17(5):445-450. doi: 10.1080/14740338.2018.1453495.



Humalog 200 units/ml KwikPen

Fercent of Respondents (%)

100 p <.0001

B
m IL 200 pen

OIL 100 pen
&0

40

20

n=10

Wang et al, J Diabetes Sci Technol. 2016 Jun 28;10(4):923-31.

2NUAVTIKA TTEPICOCOTEPOI QT OEVEIC

TTPOTIYOUV TNV TTéEva Humalog 200

units/ml KwikPen oe ouykpion ye Tnv

méva TG Humalog 100 units/ml
KwikPen yia 1n

v' ZUVOAIKN TToo0TNTA IVOOUAivNg
TTOU TTEPIEXETAI OTNV TTEVA
(Movadeg)

v" EUKOAia oTnv Trigon Tou KOUMTTIOU
doéong

v Moo éTnTa IVOOUAivNg TTOU
gyxveTal



MAeovektnpata Lispro U200

1. AiyOdTEPOC TTOVOG KATA TNV £VEON, MIKPOTEPOG OYKOG, OTTAVIOTEPN
NITTOUTTEPTPOYIO

2. MeyaAuTepn dIGpKEIQ TNG TTEVAG
3. EUKoAGTEPN Xprion TnNG TTEvag (UIKPOTEPN TTiEcN EMPBOAOU)

4. MikpdTtepn dlakupavon otnv dpdaon

KaAuTepn ocuppoppwaon

[0 aTTOTEAECUATIKN BepaTTeia




Kootoc Humalog 200 units/ml KwikPen

H T Tng Humalog 200 U/ml KwikPen ava povada woeoulivng sivan 8,5%
XOUNAOTEPN anéd thg Humalog 100U/ml KwikPen

KQA. EOD Barcode Mpoidvtog NAHPHZ ONOMAZIA ®DAPMAKOY Alavikn Tl

Humalog KwikPen INJ.SOL. 100 U/ml BTx5
225402203 2802254022030 PF.PENx3ML 41,38 x 2= 82,76

Humalog Kwikpen INJ.SOL 200 U/ML
225401801 2802254018019 BTx5 PF.PEN x3ML 76,25



>AT1 - ebnuoAoyia

« T entmtwonc IAT1 OTLC TEPLOCOTEPES XWPECS, >>0E TAUSLE < 5 £TWV

AmtoteAéopata peEAETwWV amo 17 svpwnaikec xwpeg, 1989-2003
ebeléav etnola avénon Kata :

» 5,4 % oT1G nAwieg 0-4
) 4,3 % ot nAwiec 5-9 B GUVOMKﬁ

» 2,9 % otig nAkieg 10-14 stwv —

Av QUTA N TAON COUVEXLOTEL, O ap. VEWV KPOUOUATWY o€ matdld <5
ETWV UMOPEL va. 2ITAACLOOTEL O€ OPLOUEVEG TIEPLOXEC O€ Mo 10eTia

Lancet 2009; 373:2027



>T1adia T1 diaBnTn & n paon Tou PEAITOC

Stage 1 Stage 2 Stage 3
Stage ¢ Autoimmuni ¢ Autoimmunity  New-onse} hyperglycemia

o Dysglycemia ¢ Symptomatic

o Presymptomatic o Presymptomatic
Diagnostic criteria ¢ Multiple autoantibodies * Multiple autoantibodies ¢ Clinical symptoms
¢ No IGT or IFG o Dysglycemia: IFG and/or IGT o Diabetes by standard criteria

¢ FPG 100-125 mg/dL (5.6-6.9 mmol/L)

¢ 2-h PG 140-199 mg/dL (7.8-11.0 mmol/L)

¢ A1C 5.7-6.4% (39-47 mmol/mol) or =10%
increase in A1C

Classification and diagnosis of diabetes. Sec. 2. In Standards of Medical Care in Diabetes d 2017.
Diabetes Care 2017;40(Suppl. 1):S11-S24



Meptntwon acBevouc

* Ayopl 3 % etwv pe ipoodatn dtayvwon 2AT1
— NoonAeia otnv Mowdtatpikr) KAwikn pe AKO 1551 yeos 13.6
— 710 1° 24wpo xpetacOnke ~1 IU/wpa (1.14 1U/kg)
— Alc11.0%
— Anti-GAD, anti-IA2, AIA avtiowpata: BTk
— g&utnplo pe 51U ins glargine & ins regular 2-4 1U mpoygupaTika



Meptntwon acBevouc

* Metd 2 pAVEC:
— Jtadlokn HElwon avaykwy G€ LVOOUALvN:
— Glargine 2 IU to Bpadu
— lispro 0.5 — 1 IU mpoyeupatika
— 1O Pwi Sev KAveL voouAivn (aAAa paAAov xpeltaletol)

e Meta 4 unveg
— KaAn yevikn kataotoon, Alc 6%
— 2TIAVLO UTTOYAUKOLULEC
— Glargine 2 IU to Bpadu
— lispro 0.5 — 1V2 |U mpoyeupotikd
— Insulin Sensitivity Ratio ~ 300 mg/ povada woouAivng



IvoouAwvoOeparneia s - evAALKog

NHMIO 3 etwv & Bapoug 13 Kg ENHAIKH N'YNAIKA Bdpoucg 55 kg
* AVAYKEG O€ LWVOOUALVN TO 24wpo: 9 HOVASEC * AvVAyKeG O€ LWVOOUALVN TO 24wpo: 55 HOVASEC
* Bpadeiag dpaocswc avaloyo: 3 HOVASEC * Bpadeiag Spaocswc avaloyo: 25 HOVASEC

Taxeiog dpdoews avaloyo: ¥ - 2 IU ava 66on * Taxeiog dpacewg avaloyo: 6 - 12 IU ava §6on

IvoouAwvosuatoBnoia: ~200 mg/I1U * IvoouAwosvaioOnoia: ~35 mg/IU



ISPAD GUIDELINES

Managing diabetes in preschool children

Ta bl mpooXoALlkn g NALKLOG XpelalovTal MLKPEC HOOELG LVOOUALVNG

NowdLd < 7 etwv pe PEATLOTO YAUKALULKO €Aey)0 xpeLalovtal cuvnBwe
AlyOTEPN WWOOUALVN amto Ta peyaAvtepa mmatdia

2UVOALKN HEON npeEpRoLla 60on WVGOUALVNG O€ aldLA vNILAYWYELOU LLE
KaAr) puBuLon dtapntn (peta tnv neptodo peAtoc) 0,6 U/kg (0.4 —0.8)

Av &€&V XpnoLUOTIOLELTAL OVTALA, VO XPNOLULOTIOLOUVTOL CUPLYYEC 1] TTEVEC UE
onpaveon % povadoc xopnynong ya akplBeotepn Soocoloyia tvoouAivng

IUataon ywa xprion avrAiag oouAivng o mandia mpoa)oAKie nAKiag
i ot avto dev elvar epikto xpron mévag e Suvarotnta % povadoc

Pediatric Diabetes. 2017;1-19. ISPADGUIDELINES 2017




Evdeiéelc Humalog 100 povadec/ml

Oepanevtikeg evdeielc: Na tn Beparmeia evnALKwWY Kot ToLdLwv HE
ocakxapwoédn dtafntn, otouc omolouc armoLteital xopnynon
LVoOUALVNG yLa tn dlatripnon tng duoLloAoyLKAC OMOLOCTAONC TNG
yAukolnc. H Humalog evbeikvutal emiong yla tTnv apxLkn
otaBepormnoinon touv cakyapwdouc dtapBnitn.

Junior KwikPen
H Humalog 100 povadec/ml Junior KwikPen gival katdAAnAn yla

aoBeveic mou pmopet va wpeAnBouv oo mLo PUKPEC TPOCAPHOYES
nN¢ 600on¢ TG L(VooUAivng.

M.X.N. Humalog 100 povadeg/ml



1n & povadLKN TIPOYEULOUEV TTEVA LUE
StapBaduon 0,5 povadac

JOURNAL OF

DIABETES SCIENCE AND TECHNOLOGY
FROM BASIC SCIENCE TO CLINICAL PRACTICK

HR 7714

MEALTN EKTLUNO1C TNG SOGLUETPIKTC aKkpiBELXG,
Svvaunc £yxvonge, xpnoTikoTnTag

MeBodoloyia: oL mevec dokipaotnkay ... o 3 SladpopPETIKEG
800¢eL¢ KoL Beppokpacieg kal uMO eAevBepn mtwon, d4vnon .
kat kotaotaon Yoéng. H Sduvapn €yxuong HeTpnOnke otn gml‘::
Heyotn 66on (30 IU). H xpnotikdtnta €mkupwOnKe o PEAETN
npooopoiwong xpnong os 60 acbeveic pe XA T1 i T2 (10-79
ETWV), GPOVTIOTEC evnAilkwy & E.Y.

Humalog®
100 povadeg/ml

evEoyo SidAupa o8 TpoyEj o IEVT TEVG
IvaouAivn lispro
Ta vnoddpia xprion

H niéva xopnyel 0,5 - 30 povaSe, e SioBaBpioeig
g 0,5 piovadac,

Eva mi GiaAoparog iepiexe 100 povades voouhivi lispro
(nou avnotoigouy oz 3,5 mg)

AaPaote To GUARO OSyLY XPranG NPV anod T Xpron

5 neveg Twyv 3 ml

Kappes CM et al. J Diabetes Sci Technol. 2018;12(2):364-372



1n Kot LovadLKN MPOYEULGUEVN TIEVOL ME

StapaBuon 0,5 povada

JOURNAL OF

L
DIABETES SCIENCE AND TECHNOLOGY \
FROM BASIC SCIENCE TO CLINICAL PRACTICE

MEeAETN EKTIUNONG TG SOGLUETPLKN G aKpiBELAC,
Svvaung £yxvonc, xpnoTiKOTNTAC

MeBodoloyia: oL mevec dokipaotnkay ... o 3 SladpopPETIKEG
800¢eL¢ KoL Beppokpacieg kal uMO eAevBepn mtwon, d4vnon
kat kotaotaon Yoéng. H Sduvapn €yxuong HeTpnOnke otn
neyotn 66on (30 IU). H xpnotkotnta emkupwOnKe o€ HEAETN
npooopoiwong xpnong os 60 acbeveic pe XA T1 i T2 (10-79
ETWV), GPOVTIOTEC evnAilkwy & E.Y.

Tuunépaopa: KatadeixOnke n akppng docoloyia oe €VPOC
600ewv, dladopetikég Oeppokpaoiec & ouvONKeEG MANPWVTOC
T anattioelg 1ISO 11608-1: 2014. H npdoBetn gukoAia NG
véac duvatotntag xopriynons 1/2 povadoc e MPOYERLOUEVN
néeva Mmopel va OSleukoAUvel tn Olaxeipion tou XA o€
aoBeveic mou xpertalovral pkpotepn ddoon.

Kappes CM et al. J Diabetes Sci Technol. 2018;12(2):364-372

HR 7714

Humalog®
100 povadeg/mi
Junior

KwikPen™

evEoyo SidAupa o8 TpoyEj o IEVT TEVG
Ivaouhivn lispro
Ma vnodépra xprion

H néva yopnyel 0,5 - 30 povdeg, e SiaPaBpioerg
mg 0,5 povadac,

Eva mi GiaAoparog niepiexe 100 povades voouhiviy lispro
(nov avniotoigouy oe 3,5 mg)

Aiafaore To GUARO OBV XPRonG Nl ARG T Xpron

5 néveg Twv 3 ml



ALWNR

Humalog Junior KwikPen: pikpotepo Bapoc & peyeboc

O€ OXE0N UE TIC OLOBECIUEC ETTOVAXPNOLUOTIOLOULEVEC TIEVEC ¥4 Lovadag

E¥pog
HOVAS WV

Méva Etapeia (Units)
Humalog
Junior Eli Lilly 0.5-30!
KwikPen1
HumaPen® o
Luxura™ HD? Eli Lilly 0.5-303 632 1672
NovoPen .
Echo® Novo Nordisk 0.5-30* 49? 1627
JuniorSTAR®S Sanofi 1-308 422 1612

3With cap and full cartridge

bOverall length with cap attached
Kappes CM et al. J Diabetes Sci Technol. 2018;12(2):364-372.

Clark PE et al. J Diabetes Sci Technol 2010;4:353-6
Hleested-Winge J et al. Med Devices (AUC/(/) 2016,9:11-8 NovoPen Echo’ is a registered trademark of Novo Nordisk
Klonoff D et al. J Diabetes Sci Technol 2015,;9:625-31 JuniorSTAR™ s a registered trademark of Sanofi



IvoouAwvosvaioOnoia & avaykalotnta tng
duvatotntac xopnynonc HIKpwv d0cewv

4 Av&nuevn wvoouAlvosvatodbnoia (2AT1, mawdia pv tnv edpnPeia)

v MetaBa\opevn wooulwoeuaiodnoia Aoyw:
— Aaoknong
— avTLOpaoTLKAC UTIEPYAUKALULOC EMELTO ATIO UTTOYAUKALULL
— stress

v’ lvooulwoeuaiodntoL aoBeveic pe SAT2:

- Aduvarol, kaxeéia

- HAkkLwpévol

- vEDPLKN QVETIAPKELL

.....

Riddell MC et al. Exercise management in type 1 diabetes: a consensus statement Lancet Diabetes Endocrinol. 2017 May;5(5):377-390
Bird SR, Hawley JA. BMJ Open Sport Exerc Med 2017;2:e000143



YroAoyLopoc tvoouAivne og rodi nAkiac 7 etwv
Kol voouAlvogvatloBnoia 1/120

* Exel oakyopo 200 kat Ba rtdel og natdotormno dnA. otoxoc oakyxapou ~ 150
* AlopBwon cakyxapou: a) 200-150=50 B) 50/120=0,4 povadec
* Xpeltaletal % povada taxews Spwoag LVooUAivng

— Av yiver 1 povada urtdpxet T mbavotnta uroyAukauiog

— Av bgv yivel lLvoouAivn 6ev Ba AVTLUETWTILOTEL N UTIEPYAUKOLULLOL



Junior KwikPen: yla ta madid & 6oouc xpeLtalovion PUKPEC
NPOCOPHOYEG 0T 600N TNEG WWOOUALVNG

v eladpltepn Kat LKPATEPOU
LLNKOUC, OE OUYKPLON UE AAAEC TTEVEC
v £UKOAN oTn peTadopa & XELPLOUO

v anautel LLLKPI) OUVOLN yLloL TNV TTLeon
TOoU epfoAou

v’ Noouetpikr akpiBeta

Kappes CM et al. J Diabetes Sci Technol. 2018;12(2):364-372
M. Bariya et al. Journal of Diabetes Science and Technology 2018, Vol. 12(2) 373-375



YUMTEPAOLATO

H eknaibevon, Kivntomolnon Kot N CURHHOPdWON TWV AcOEVWVY
elval amapoltnta oToLXELD yLaL TNV ETITUXIO TWV OEPATIEVTIKWV
OTOXWV TNC LVOooUALvoBeparmeiog

H wooulivn Lispro U200 armoteAel emAoyr t(voouAlvng umeptaxeiog
dpaonc os acBeveic mou AapBavouv YELUUATLKN LVOOUALVN o€ 600N
> 20 povadec nuepnoiwg

Tooo n Lispro U200 6co kat n cuokeur) Humalog Junior KwikPen
NPOoohEPOUV XPNOLUEC ETILAOYEC YLOL TNV £€TOUiKELON TNC
l(voouAlvoBepareiag, euvowvtac tThV CUNHOPPWOoN TwV aoBevwy



4

I

EUXOPLOTW YLOL TNV TIPOOOX N OOLC



