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OpiIopdg TNG Naxuoapkiag

Naxvoapkia opiletat:

WG N VOOOC TOU EVEPYEIAKOU peTaBoAlopou, otnyv omoida
UTapxel maboAoyikd au€énpevn cucowpeEeUan AITTOUG

OTO AvOPWMVO OWHd, COE ONMEIO WOTE VA AMOTEAEL
KivOuvo yld TNV UYEid.




Ag@vng ZramioTikn Ta&ivounon
Noowv ka1 Zuvapwv MNpoBAnuparwyv Yyeiag (ICD-10)

Awebwg , . . ,
- » Heyvoupkio Kol #11eS KETUGTIGELS VAEPGITIGUOV
L TOTLOTIKT) (E65 _ E68)
Ta&wounon
Néocov Kot . ) )
. S VTOMGUEVT] TILYLCUPKiY
ZovaQdy Tomua] cueomdpevon Limovg
[TpoPinudtov
MY Iloyvosopkic
Efatpodvrar: Mmoyvevwinx ovcipogic (E23.6)
Afxom AvoBeo pron ;]lej_ldT(DUT]
Exaoom 2008 e MKA (E88.2)
e cruddovn [tov Dercum] (E88.2)
covopopo Prader-Willi (Q87.1)
Huyvouprie umé avinuévn apdciymn Beppidov
D EPUUKEVTIKIG CITI0A 0T IUS TUYVOUPKIE
Xpnowonon|ote npdchetong kndukong efmvevov artoloyikdy mopaydvioy (Kepdioo XX),
£dv eivol mBVUNTO, YUK vd TP oG HOPIGETE TO QAPLLEKOD.
YrepPoiuct] uyosupric g KOYeAGW o vTouspLopd
Zovopouo Pickwick
Adreg NOpPEc TUXVOUPKIUS
Nocoydvoc mTaypoopkia
Huyvouprie, pn kebopropsvn
AT oy oopcic MKA

Yyeiog

Topog 1: Kerdhopos Kodwoy




H nupapida
TNG OEPANEUTIKNG AVTIMETWNIONG TNC NAXUCAPKIAG




Q3nyog eniAoyng BepanguTiKNG NEOOJOU OTNV AVTINETWNION
TNG NAaxuoapkiag

| Kamnyopia AMZ (kgim?) |

AvTtiyeTwtrion 25-26.9 27-29.9 30-34.9 35-39.9 >40

Aiaita, doknon,
TPOTTOTTOINoN + + + +
OUNTTEPIPOPAG

DoPPOKEUTIKA Me cuvoda + +
aywyn VOO nuaTa

Xeipoupyikn I\\Illg ggl\j/gff




EAayioTra unépBapa & nayvocapka aroud, EVe £YouvV anoAut
EVOEIl AauBavouv @UpUAKEUTIKN aywyn anwA&lac Bapou
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EAayioTa nayvocapka aroua AauBavouv AapUAaKEUTIKR ay®wyn

gvw AapBavouv oxedov Aol o1 Tunou 2 diaBnTikoi

50%
13,263,432 prescriptions for antidiabetic medications

45% 870,658 prescriptions for antiobesity medications

2 40% — — o
ol 15 Antidiabetic Prescriptions for Every Antiobesity One
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H @apuUAaKEUTIKN AVTIUETONION THC NAYUoApKia

EAAAS O EYKEKPLUEVAL:
Orlistat (Xenical®)

FDA eyKkekplpéva:
Orlistat (Xenical®)
Phentermine (Adipex P, Phen375, PhenObestin 37.5 ...)
Phentermine/topiramate (Qsymia®)
Lorcaserin (Belviq®)
Bupropion/naltrexone (Contrave®)
Liraglutide (Saxenda®)

EMA eykekpLUEVAL:
Orlistat (Xenical®)
Bupropion/naltrexone (Mysimba®)
Liraglutide (Saxenda®)




FDA 2007: Qdnyvi avia avanrtu NPoIOVT®WV

TN J1aXEIPION TOU CWHATIKOU Bapoug

ddaon 3 KAIVIKWYV HEAETWV

IXeSLAOMAG: Atopa pe AMZ and 27 £wg kat >40 kg/m?
3000 o< dradpopetikéc doooloyiec &1500 o< placebo
Mo touvAdyiotov 1 xpovo

TeAKA onpeia AMOTEAECHATIKOTNTOG:

Mpwtevovta

H duadopd otn péon % anwAela Tou apXLkol CWHATIKOU BAPOUG TNG OHAdaG Tou
$dappdkou évavti tou placebo (touldyiotov 5% & CTOTIOTIKA ONUOVTLKA)

To MOCOOTO TWV ATOUWV TTOU £XOGAV TOUAAXLOTOV TO 5% TOU apXLlkoU CwHATIKOU BApoug
HE To pappako Evavtl tovu placebo (touldxiotov 35%, nepinov 2nAdoto tou placebo

& OTATLOTIKA ONIOAVTLKO)

Asgutepevovta
Aptnplokn ntieon ka opuEeLg
Mukoln & wvooulivn vnoteiag
HbA1lc o€ ZAt2

MNepipetpog péong




H apuaKEUTIKN AQVTIHET@ONION TG NAXUoapkiag oTnv
Eupwnn onuepa — Bupropion/Naltrexone (Mysimba®)

5.1 Pharmacodynamic properties

Mysimba’

i Biokia maparetapévng

Pharmacotherapeutic group: AOSAA Centrally acting antiobesity products, anobéopeuon
ATC code: AOBAAG2 bupropion and naltrexone. I

Mechanism of action and pharmacodynamic effects

The exact neurochemical appetite suppressant effects of naltrexone / bupropion are not fully
understood. The medicinal product has two components: naltrexone, a mu-opioid antagonist, and
bupropion, a weak inhibitor of neuronal dopamine and norepinephrine reuptake. These components
affect two principal areas of the brain, specifically the arcuate nucleus of the hypothalamus and the
mesolimbic dopaminergic reward system.




Q1 D2 vronauivepvikoi unodoyel
nayuoapkia

[11C]raclopride

Onada eAeyyou Nayxvooapka atopa
2.99(Sd 0.41) p<0.008 2.47 (Sd 0.36)




Mnyaviouoc unofaAauikng CUVEPYIKNC dpaoc
Naltrexone & Bupropion

Decreased appetite +
Increased energy expenditure
= Weight loss

POMC autoinhibitory loop
(B-endorphin)

~ MOP-R antagonist

POMC - (naltrexone)
stimulus POMC

(bupropion)




O oguvduaopuog Naltrexone+Bupropion EniTuyxavel
HEYAAUTEPN anwAsila Bapoug, ano Ta ENINEPOUC CUOTATIKA

Phase 2 Study Completers at 24 Weeks

% Zuvepyikn Spdon 4

Naltrexone 32 mg IR + Bupropion 400 mg SR (n=45)
Bupropion 400 mg SR (n=44)

Naltrexone 48 mg IR (n=33)

Placebo (n=60)

-2% -3% -4% -5% -6% -1% -8%
% AmrwAsgia Bapoug




H enidpaon Tou guvduaopou NaltrexoneSR/BupropionSR
(Mysimba 32/360 mg) ornv anwA&ia Bapoug (COR-II Study)

- Placebo 4 NB32
mITT- mITT-

Week 28 Completers LOCF Week 56 Completers LOCF
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MgyaAo NnogooTO aTopwv nou éAaBe To cuvduaouo

NaltrexoneSR/BupropionSR (Mysimba 32/360 mg) nETuxe
onuavTikn anwA&ia Bapoug (COR-II Stud

Completers

Week 28 Week 56
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NocooTO avENIOUUNTWYV EVEPYEIRV 0owWV EAaBav ocuvduaouo
NaltrexoneSR/BupropionSR (Mysimba 32/360 mgqg) 1 placebo

Placebo NB
N = 492 N = 992

Participants (%) reporting any adverse event  75.2 85.9
Nausea 6.9 29.2*
Constipation 7.1 19.1*
Headache 8.7 17.5*
Insomnia 6.7 9.8

Dry mouth 2.6 9.1*
Upper respiratory tract infection 11.2 8.7
Vomiting 2.0 8.5"

Nasopharyngitis 8.1 8.3
Participants (%) reporting any adverse 13.8 24.3"

event leading to discontinuation
Nausea 0.2 6.0
Headache 0.8 2.6"

Bronchitis 5.1 1.4*
e— Participants (%) reporting any psychiatric 20.7*

|| diokia maparerapévng
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H enidpaon oTnv anwAgia Bapoug Tou guvduaguou
NaltrexoneSR/BupropionSR (Mysimba 32/360 mg) wg

QUUNANP®UATIKN Ay®wyrn O€ EVTATIKN Tpononoinan

cuunegpipopag (COR-BMOD Trial)
Modified-ITT-LOCF Completers

\ O~ Placebo+BMOD i~ NB32+BMOD |

2
il
=
=)
@
=
>
=]
o
0
=
L1k ]
s
c
(4]
o
O




MeyaAUTEPO NOCOCTO ATOU®WV UE CUUNANPWUATIKN Ay®yrn TO
guvduaopuo NaltrexoneSR/BupropionSR (Mysimba 32/360mq)

Q€ EVTATIKI) TPONOMNOINCN CUUNEPIPOPAC, NETUXE
onuavrikn anwA&ia Bapoug (COR-BMOD Trial)

Completers

P < 0.001
p— (=] Placebo + BMOD

80.4 @8 \B32 + BMOD

P < 0.001
|

55.2 P < 0.001
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>10%
Weight loss at week 56




EMA gyKekpLpévar:
Orlistat (Xenical®)
Bupropion/naltrexone (Mysimba®) S

‘ Liraglutide (Saxenda®) \ - 5

Liraglutide 1s an acylated human Glucagon-Like Peptide-1 (GLP-1) analogue with 97% amino acid
sequence homology to endogenous human GLP-1. Liraglutide binds to and activates the GLP-1
receptor (GLP-1R).

Pharmacodynamic effects

Liraglutide lowers body weight in humans mainly through loss of fat mass with relative reductions in
visceral fat being greater than for subcutaneous fat loss. Liraglutide regulates appetite by increasing
feelings of fullness and satiety, while lowering feelings of hunger and prospective food consumption,
thereby leading to reduced food intake. Liraglutide does not increase energy expenditure compared to
placebo.

Liraglutide stimulates insulin secretion and lowers glucagon secretion in a glucose-dependent manner
which results in a lowering of fasting and post-prandial glucose. The glucose lowering effect 1s more
pronounced in patients with pre-diabetes and diabetes compared to patients with normoglycaemia.
Clinical trials suggest that liraglutide improves and sustains beta-cell function, according to HOMA-B,
and the proinsulin-to-insulin ratio.




MpoTEIVOUEVN KEVTPIKN VEUPWVIKN dpacn TnG Liraglutide
oTNV PHEIWUPEVN ANWN TROWPNG

%, GLPR 2

To¢oelbn¢ nupnvag




H enidpaon 1

Liraglutide oTov KOPECUO, OTO AicOnua

AnPOTNTAC, OTNV NEIVA & OTNV NPOTIOKWUEVN A

TROWPN
m Liraglutide 3.0 mg

1 s v Placebo
60 -
50 -
Mean VAS
rating 40 -
[AUC 5.300 min]
20 -
10 A
0 - - T T
Satiety Fullness Hunger Prospective
Food
Consumption
*p<0.05 vs. placebo. Data are estimated means. Number of patients = 30.
AUC: area under the curve. VAS: visual analog scale.
Overview N BMI (kg.l’mzj Duration
Phase 1 Clinical pharmacology
Trial 3630 Obese 49 30-40 5 weeks
Liraglutide 3.0 mg, 1.8 mg, placebo

tion & Antiaging



H dpacTmikoTnra TnG Liraglutide (Saxenda® 3 mq)
oTnVv anwAe&ia Bapoug

& Liraglutide 1.2 mg

e Placebo = Liraglutide 1.8 mg
—&— Orlistat —&— Liraglutide 2.4 mg
—¥— Liraglutide 3.0 mg

n=356 n=268

I Al on liraglutide/placebo switched I Below symbol

I 1o liraglutide 2.4 mg at week 52, | represents ITT

I then between 70-96 weeks (shaded) I (LOCF) data:
103.0mg
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10.3+7.1 kg
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ZNUAVTIKAG NEYAGAQ NOCOOTO artou®wVv nou eéAaBe Liraglutide

NETUXE anwA&ia Bapoug >5% & >10% ToU @
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*p=0-002 vs placebo
tp<0-0001 vs placebo
$p<0-0001 vs placebo or orlistat

t
* 60-8
533

7-4
2-0

I |
Placebo Liraglutide Liraglutide Liraglutide Liraglutide
1.2 mg 1.8 mg 2-4mg 3-0mg

IKOU

95

Orlistat



(Saxenda 3 mqg) n placebo

Placebo (n=98)

Liraglutide

NocooTO aveniQuuNTWV EVEPYEIRV 00wV EAaBav Liraglutide

1.2 mg (n=95)

1.8mg (n=90)

2-4mg (n=93)

3-0mg (n=93)

Gastrointestinal disorders
Constipation
Diarrhoea
Mausea
Vomiting

General disorders and

administration-site conditions
Fatigue

Infections and infestations
Gastroenteritis
Nasopharyngitis

Injury, poisoning, and procedural
complications

Metabolisrm and nutrition disorders

Musculoskeletal and connective-tissue

disorders
Nervous systern disorders
Headache

Skin and subcutaneous-tissue disorders

30 (30-6%), 46

12 (12:2%), 13
7(71%),7
5(51%),5
2(2-0%),2

11(11-2%), 11

2 (2:0%),2

41 (41-8%), 62
3(31%).3

15(15:3%),19
8(82%), 8

11(11-2%), 11
21(21-4%), 27

21(21-4%), 25
12 (12-2%), 14
5(51%), 6

51(53-7%), 90
14(14-7%), 17
8 (8-4%),12
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12 (12.9%), 12
34(36-6%), 43
13 (14-0%), 16
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