NMAXY2APKIA-AIABHTH2
OAPMAKA'H XEIPOYPTEIO

B. Aapynadiapn
KaOnyntpia TTaBoAoyiac -EvdokpivoAoyiac
B' TTporaideutikn TTaBoAoyikiy KAiviky, AiapntoAoyikoé Kévrpo

& Movada ‘Epeuvac Tou TlavemioTrnuiov AGnvwy
TMavemiornuiake '.N "ATTIKON"




EupEWC avOoyVWPLOMEVN, OVEKTIANPWTN LOTPLKN AVAYKN
petaéL Twv evnAikwv og oAOkAnpn tnv Eupwrnt>©

9Bdoel Twv TUTTOTTOINUEVWY ava NAIKia ekTIHACEWY TO 2014 o€ evAAIKEG Avw Twv 18 €TwWV.

1. Naykéopiog Opyaviopdg Yyeiog. http://apps.who.int/gho/data/node.main.A900A?lang=en.
MpdéoBaon 18 AtrpiAiou 2016. 2. Maykéopiog Opyaviouog Yyeiag.
http://apps.who.int/gho/data/node.main.A897A?lang=en. NpdoBacn 18 AtrpiAiou 2016.




Diabetes around the world
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H amwAela Bapouc pmopet va BEATLWOEL TLC
ouVVOOoNPOTNTEC IOV OXETL(OVTAL UE TNV ITOXLVOAPKLA

OdeAn amno anwAeswa Bapoug 5-10%

A 2B 2B 2B 2B 4

BeAtiwon otn  BeAtwwoelg otn

Melwon tou Melwon tng BeAtiwon oto  BeAtiwon otnv  coBapotntog OXETLWOMEVN UE
KlvbUvou yLa KAA NMPodiA twv aAPTNPLOKNA ™ng NV vyela
gudavion Bvnowuotnta Autldilwv3 nieon? arnodpokTKAE Toldtnta {wng’8
JAt2! UTIVLKNG

anvolog-®

= > 'ﬁ s

1. Knowler et al. N Engl J Med 2002;346:393-403; 2. Li et al. Lancet Diabetes Endocrinol 2014,2:474-80; 3. Datillo et al. Am J Clin Nutr
1992;56:320-8;

4. Wing et al. Diabetes Care 2011;34:1481-6; 5. Foster et al. Arch Intern Med 2009;169:1619-26; 6. Kuna et al. Sleep 2013;36:641-9; 7.
Warkentin et al.

Obes Rev 2014;15:169-82; 8. Wright et al. J Health Psychol 2013;18:574-86




H pakpompoBeoun anwAeta Bapouc mapouvotdlel SuokoAiec!

Ot aoPeveic teivouv va avaKTioouv to Yauevo Bapoc ue tnv napodo tou
XPOVou-

Y& (wa grmiokontnon 14 ueAetwy napatnpnonc UE uakponpoveoun napakoAovdnon
(6laotnua 4-7 etwv) afloAoynOnke n Lkavotnta Twv acBevwy e axvoopkia va

dlatnprioouv TNV enayopevn amno dlatta anwAela Bapoug
Anderso Foster GrahamHensrud Jordan Kramer Lantz Murphy Pekkarin StalonasStunkard WaddenWadden Walsh
n et al et al et al et al et al etal etal en etal etal et al et al et al
et al et al

= [
ul o
1 1 1

MetaBoAn Bapouc (kg)

Méon petafoAn amo tnv evapén tng
Bepameiac éwg tnv mapoakolovOnon (4-7

£tn)

) _

_5 I | I 1] | I
) B Méon petaBoAn amno tnv évapén €wc to
) TEAOC TNC Slattag

-30 -

1. Mann T et al. Am Psychol. 2007;62:220-233.



MLoti TpWE

EntBiwon?

Meiva ko KopeoUAGl2

<

N/

AvtiAnyn tng tpodng
w¢ avrtapofni?

Ouolootaon
gvépyeloac!

\

2 AlcOntnplaka
gepediopartal

/O

ZuvooOnuota Ko
oTpeCs

1. Morton GJ et al. Nature. 2006;443:289-295. 2. Zheng H et al. Int J Obes (Lond). 2009;33:58-513. 3. Macht M.

Appetite. 2008;50:1-11.



O umtoAoyLlopoc Twv Bepuitdbwv OV apKeL yLa TNV
eTiteELEN HaKpoTIPOBECoUNC amwAELOC Bapouc

MelwUEVN Auénuévn MGKPOHDOGEUHH
BepuLdikn + Samadvn * OLTTWAELOL
npooAnyn EVEPYELOC deOUCl'z

N

( I I 14 14 I
Ot obotl tou KN2 gvtomifouv TIc LeTAPOAEC TOU BAPOUC KOL TWV EVEPYELAKWV

amoBeUATWY TOU CWHATOC Kal aockoUV avtifetn dpaon oto evepyeLlako Looluylo
NMPoAyovTac TNV opolootaon? y

.

KNZ=KeVTpLKO VEUPLKO GUCTNUA.
1. Chaput JP et al. Obes Rev. 2012;13:681-691. 2. National Heart, Lung, and Blood Institute. 2012.
www.nhlbi.nih.gov/health/health-topics/topics/obe/causes#. Accessed July 14, 2016. 3. Schwartz MW et al.

Diabetes. 2003;52:232-238.



H maxvoapkia eivat moAUTAoKN voooc: MiBaveéc attiec?

DucLoAoyIKEG FEVETIKEG NepBaAAovTikEG ZUUTTEPLPOPLKEG

AvUo obdoi tou KNZ Stadpapatilouv onpavtikd podo otn puBuwon tng Statpodikng cupumneplpopag
Kol Ton RA

’ s P ’ ’
MéAawa ovoia aBSWTO cwpa
2 : : Mpopetwrniaiog
KotAtakn KOAUTTTPLKN TLEPLOXN Hhotde
ErtikAvig
TIUPAVOG

Yl Meoopetatypakoé cvotnua
YoOaAo ko ocuotnpa neivog

ovTapoLBnig

YrnoBOdaAapog
NTomapvepylkeg odol mou cuvdEouv tn
VTA 1} Tn péAawva ovoia PE TIEPLOXEG
OTWG:

EAEyxetal kKuplwe péow Twv Staouvdedepcvwv
TIUPAVWYV Tou uTtoBaAdpou

Avixveuon kol evowuatwaon MAnpodopLwyv mou

OXETL{OVTOL UE TNV EVEPYELOKN KOTAOTOON PaBdwto owpa (kivnon, eé€xovoa

Iukoln, Aemtivn, WWOOUALVN onuacia avrapolpnc)

’ , , ErukAwvig mupnvag (avtapotpn,
O mAeuplkog umtoBaAapog tpoBaAAeL otn VTA kat £BL016C)
Aappavel mAnpodopleg amo tov EMKALVA Ttupnva , , ,

uB NPodopieg nmoen Mpopetwrniaiog dpAotdg (ARYn

anopAcewV, EKTEAECTIKN Aeltoupyia)
Apuydaln (pvn ouvaioBnua
Mpooappoyn ekdvog amno Billes et al,* © 2014, pe tnv ddsla tou Elsevier. HUY N (u KN, dls )
KNZ=kevtpLko veupLko cuotnua, VTA=KoALaKr) KOAUTITPLKN TLEPLOXH.
1. Billes SK et al. Pharmacol Res. 2014;84:1-11.




AAyopLOpoc Oeparneiac KATA TNG MAXVOOPKLAC TNG
EASO?

-

» Alaxeipion

» Aratpodn: Melwon evepyelakng mpoocAndng
kata 500-1.000 kcal/nuépa

* Quowkn Spaoctnplotnta: ApxLKa
TouAdxLotov 150 min/eBdopada pETPLOG
aegpoflag aoknong o€ cuvduaouod pe 1-3
Tiponovnoelg/eBOopada Pe AVILOTAOELG

* Tvwolakn cuunepildpopLloTikn Oepaneia

* QappakoBdepaneio: AMI > 30 kg/m? Q| =
27 kg/m? pe cuvvoonpoTNTEC,
OUMTTANPWHOTLKI) OTNV TPOTIOTIOLNON Tou
TPOmou {wn¢

* Baplatpikn/HeTaBOALKA XELPOUPYLKA
enéuBaon: AMZ > 40 kg/m?, i 35-
39,9 kg/m? pe cuvvoonpotnteg, f 30-
34,9 kg/m? pe Stafrtn TUMOU 2 O€ ATOULKN)
Baon. E€€taon av anotuyxavouv AAAe
nipoomabeleg anwAelag fapoug, anatteita
LaTPLKN TtapakoAouBnon e’ dpou Lwng

* MpAAnYn ko Oeparmneia GuvvoonPOTATWV

\_

~

-~

E€€toion Tou EVEEXOUEVOU TNG TAPATTOUTIAG OE ELSIKO yLoLl TV
nayvoapkia i og Zuvepyalopeva Kévipa yia tn Alaxeipion tng
Naxvoapkiog (COM)

* Edv n kataotaon tTng aoBévelag Tou atdpou eivat TOAUTTAOKN 1) €XEL
TLOAUTIAOKEG QVAYKEG TIOU Sev elval SLoxeLploLLES otnv
npwtofaduia ) Seutepopabuia nepiBaidn

* EQV OL UTTOKELEVEG QLTIEG TNG TTAXUCOPKLOG TTPETEL VA a§loAoynBouv

* Edv £xeL amotUXeL n cuppatikr Beparmeia

* EQv ammottoUvTol mopeUBACELS OO €L6LKO, Omwg Slatta
elaxioteg Oeppibeg

* Edv amnatteitat Baplatpikr/LeTaBoAIK: XELPOUPYLKA EMEUBAON

ue

e

> Emntiteuén otoxou anwAelag Bapoug ]
\

v

\

A§LoAoynon tng ENidpaong oTL CUVVOONPOTNTEG, OTN CUVTRPNON
€MOVAKTNOoN Bdpoug

e Taktikn moapakoAouBnon tou Bapoug, Tou AMS kat Tng MM

* Evioxuon tng tpomomnoinong tou tpdmnou {wng

o AVTLUETWTILON GAAWV TTAPAYOVIWY K& UVOoU

KOlL TNV

*O1 opiakég TiNEG Tou AMX kai TnG MM Sla@épouv o€ OpPICUEVES
€BVOTIKEG OUADEG.
1. Yumuk V. et al, Obes Facts 2015;8:402—424.



Dappaka KoTa TNE aXVoapKLOC, TO OTtoLaL ETIL TOU TTAPOVTOC ELvall
EVKEKPLUEVO 0TNV EupwTn

e OpALoTdTn OV YopnyeLtat Katomw Latpkic ouvtaync (Xenical®)! A/kot OTC (Alli®)2
— AVOOTOA£0C TWV YOOTPEVIEPLKWY ALTTOCWY
— EykpiBnke to 1998 (OTC to 2007)

*  ApayAoutidn (Saxenda®)?
— Evéoluoc aywviotic tou unodoxea GLP-1
— EykpiBnke to 2015

e Juvbuaopoc vaitpefovnc/Boumnporidvne (Mysimba®)?
— EykpiBnke to 2015

H ¢evteppivn/tompapdrn (Qsymia®) kat n Aopkaoepivn (Belvig®) eykpinkav and

tov FDA 10 2012, aAA& anoppidOnkav and tov EMA AGyw avnouXiog OXETIKA UE TNV
aopaleld toug.>°

EMA= Eupwtraikdég Opyaviouédg Papudkwy, FDA= Ytnpeoia Tpogipwy kal Papudkwv Twv HMA, GLP-1= yAukayovéuop@o TremTidio-1, OTC= un
OuUVTaYOYPaQOUHEVA QAPUAKA.

1. European Medicines Agency. EPAR summary for the public: Xenical. http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-
_Summary_for_the_public/human/000154/WC500058422.pdf. Updated June 2008. Accessed July 28, 2016. 2. European Medicines Agency. EPAR summary
for the public: Alli. http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Summary_for_the_public/human/ 000854/WC500024115.pdf. Updated
May 201228, 2016. 3. European Medicines Agency. EPAR summary for the public: Saxenda.
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Summary_for_the_public/human/003780/WC500185789.pdf. Updated March 2015.
Accessed July 28, 2016. 4. European Medicines Agency. EPAR summary for the public: Mysimba.
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Summary_for_the_public/human/003687/WC500185583.pdf. Updated March 2015.
Accessed July 28, 2016. 5. Manning S, et al. Ther Adv Chronic Dis. 2014;5:135-148. 6. Dietrich MO, et al. Nat Rev Drug Discov. 2012;11:675-691.



Orlistat Reversibly Inhibits Lipases in
the Gl Tract

Intestinal Lumen Mucosal Cell

81
\/

~

- )

Bile Acids

Guerciolini R. Int J Obes Relat Metab Disord. 1997;21 Suppl 3:512-23.

Micelle



XENDOS: Effect of Long-term Treatment
With Orlistat on Body Weight

Weeks
0 92 104 156 208

0

W 2
-
e

by A4
.g

> b
T
0
0
-E
]
g

o -10
E
O

-12

B Orlistat + Lifestyle Placebo + Lifestyle

Torgerson JS et al. Diabetes Care. 2004;27(1):155-161.



Mean Changes in Coronary Heart
Disease Risk Factors With Orlistat

The Swedish Multimorbidity Study

TC LDL-C HDL-C TG FG HbAlc SBP DBP
(mmol L-1) mmol L-}) \ (mmol L-}) (mmeol L) (mmel L-Y) (%) T (mmHg) (mmHg)
Week 52
Placebo -0.52+12.4 | -1.14+235 2.612+14.6 3.79+45.6 -0.14+16.1 -0.51+7.77 -2.1+10.5 -2.6+10.7
(% change)
Week 52
-3.34+13.4 -6.99+26.5 1.55+17.6 3.36+50.9 -5.05+16.3 -2.72+49.79 -2.7+11.7 -2.3310.4
(% change)
Orlistat
120 mg
P Value* NS NS P<.01 P<.05 NS NS

*Between-group difference in change from week -2.
tHb1Ac was not measured at week -2 so change in HbA1c is from week 0 to week 52,

Lindgarde F, et al. J Intern Med. 2000;248(3):245-254.



To Mysimba® elvat évac cuvbuoopdc VOATpeEOVNC Ka

Bournporovnc?

To Mysimba® SiatiBstal o pia povadikr) cUVOeon SLOKLWV TIAPATETOUEVNC
amodeopevong, Ta onola tepLlexouv 8 mg udpoxAwpLkNC vaAtpeEovng kot 90 mg

vSpoxAwpLkn¢ Boumporovnct:

Y&poxAwpkn
a vaAtpefovn? )

* AVTOYWVLOTAC TWV
UTIOOOXEWV TWV
oTILOELO WV

i
t -
'
3
i
H
H

i amodéayevong
(i1 Bpoghapc vlpefouioppc fompmin

B ano ropanoq ion ,
il 0

Mysimba’

Olakia mapatetapévng

ENGEN

1 12 Sioxia TapaTerapEne anoSEapENans

1. Mysimba® European Medicines Agency; Summary Of Product Characteristics; last updated 22/11/2016.

Y&poxAwpkn
— -

* AVaOTOAEQC
enavanpocAnyng
VTOTIaLLLVN G Kall
vopemvedpivng




O ocuvduaopOc vaAtpeEovne Ko Bourmtpomiovng eiXxe w¢ anoteAsopna HeyaAUTepPN
anwAsla Bapouc Evavtl TnE xopnynong Kabe ocvotatikol pepovwpéval

AoBeveic mou oAokAnpwoayv tn HEAETN daong 2, tnv eBdouada 24*
MOavr cuvepyLkn

' dpaon ‘
NaAtpeéovn + Boumpomniovn _7’1%

Boumnpomniovn _4’ 8%

) B Noaktpe€ovn 32 mg IR + Bourmporidvn 400 mg SR
Elkoviko g (n=45)
pappako m Boumporuovn 400 mg SR (n=44)
-1,1% NoAtpe€ovn 48 mg IR (n=33)

Elkoviko papuako (n=60)

0% -1% -2% -3% -4% -5% -6% -7% -8%
MetaoAn cwpatikol Bapoug
*Ta 6edopéva avadepovtal otov MTANBUCUO OAOKANPWCAVIWV.

IR= apeonc anmodéopevong, SR= napatetapévng anodEopeuong.
1. Greenway FL et al. J Clin Endocrin Metab. 2009;94:4898-4906.



LS Mean Percent Change in

Weight Loss Endpoints: Study 304 T2DM1

% Change in Body Weight % Patients Achieving >5% and

’ @ Placebo ®
From Baseline MYSIM >10%
BA Weight Loss (Completers)?
Completers? ITT-LOCF
0 - 100 1
o -2 4 ° 90 -
£ , 80 -
(] 4
g - % $70 -
0
5 61 360 -
= 550 -
Eo -8 - ‘%40 ]
2 -10 - 530 1
> 4 ]
B _1p Study 304 T2DM & 20
@ Cenc\b 10 A
(N=505)
-14 | | | | | | | | | O -
0 8 16 24 32 40 48 56 56 >5% Weight Loss >10% Weight Loss
Week (Co-Primary (Secondary

Endpoint) Endpoint)

*P<0.001 vs placebo.

apatients who have a baseline and a post-baseline body weight measurement and completed 56 weeks of treatment; °BMI 27-45 kg/m? with comorbidities.
ITT=intent-to-treat; LOCF=last observation carried forward; LS=least squares; NB32=naltrexone 32 mg + bupropion 360 mg; T2DM=type 2 diabetes mellitus.

1. Mysimba [summary of product characteristics]. Dublin, Ireland: Orexigen Therapeutics Ireland Limited; 2015. 2. Hollander P, et al. Diabetes Care. 2013;36:4022-
4029.



To Mysimba® eixe wc¢ amotéleopa th BeAtiwon tou

YAUKoLpLLKOU eAeyxouls?

Ol aoBeveic pe T2DM mou EAafBav Beparmeia pe Mysimba nmapouvciacav onpavtikn
BeAtiwon Twv peowv emunedwv HbAlc oe dtdotnpa 56 efdopddwv, os cuykpLon HE
TouC a.oBeveic mou EAaav lKovikO PpAappoko?®

=@=-Elkoviko dapuako —=@=Mysimba

— 00 -0,1%
- K01
s g
é 8_'0,2
W -e-_
= S 0,3
s 204
3B .
P 2-05 % To M,y5|mba Sev
= 4-06 gveikvuTaL yLa
8 c * N Bepamneia tou
s 507 * -0,6% ;
% ‘>’<—O,8 T avadopa . ’ dwapntn.
5 6 HbA, =8,0%
£509 ' I I .

g 0 16 28 40 56

EBSouada

Avadnuooieuon pe tnv adsta tng Apeptkavikng Atapntoloyiknig Etapeiag, ano Hollander P et al,2 © 2013. H dbsta xopnynOnke péow tou Copyright Clearance Center, Inc.

*P<0,001 évavtL Tou £LKOVIKOU GOapUAKOU.
*“mITT-LOCF.

DM= Z(XK)((Xp(.bﬁl’]C 5[(1[3ﬁ'[l’]§, H bAlc= Mu Ko(u)\quévn alp.ocd)atp'tvr], LS= M£6080¢ ehayiotwv tetpaywvwy, mITT-LOCF= Tpomnonownpuévn npdBeon Bepaneiog/Mpowbnon teleutaiag napatripnong, T2DM= Sakxapwdng dtapritng tumou 2.
1. Mysimba® European Medicines Agency; Summary Of Product Characteristics; 2017. 2. Hollander P et al. Diabetes Care. 2013;36:4022-4029.



MetaBoAkeg dpaoelc twv GLP-1

Opeént PUOuLoN YAUKOTNG2
(YAukolo-e€apTtwpevn)
f Kopeopog f ‘EKKpLon WWoouAivng

f AloBnua mAnpotntag ‘ ‘EkkpLon YAuKkayovng

‘ Melva

Yuvexlopevn mpooAnyn

¥ wobiic

‘ MpooAnyn evépyeLog

'Hreg yaotpkég Spaoeigs?

‘ FaoTtpLlko 0L

‘ Kévwon otoudyou

1. Flint et al. J Clin nvest 1998;101:515-20; 2. Nauck et al. Diabetologia 1993;36:741-4; 3. O'Halloran et al. J

GLP-1, glucagon-like pept

Endocrinol 1990;126:169-73;
4. Nauck et al. Am J Physiol 1997,273:E981-8



H AtpayAoutidn auvéaveL TNV KOPECHO KOl LELWVEL TNV
neiva Meow veupwvwyv otov ToéoeLldn mupnva

Opeén ‘
$
?

t Kopeouog

2

To&oeldn¢g
TUPAVAC

Aipayloutién

AgRP, Agouti-related peptide; CART, cocaine- and amphetamine-regulated transcript; NPY, neuropeptide Y; POMC, pro-opiomelanocortin

Secher et al. J Clin Invest 2014;124:4473—-88; van Can et al. Int J Obes (Lond) 2014,38:784-93



H AtpayAoutidbn 3.0mg ennpeadlel OAeC TIC SLOOTACELC TNG
OPELNG

100 - Kopeouog

__ 80 -
€
E 60
(@)
E
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Time (min)

AloBnua mAnpotntag (mm)

IAT (mm)
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20 A

0

AiloOnua

i TANPOTNTOC —e—Liraglutide 3.0 mg

+— Placebo

-30 0 30 60 90 120 150 180 210 240 270 300

Tuvex{opevn Aqdn tpodnc

-30 0 30 60 90 120 150 180 210 240 270 300

Time (min)

Appetite ratings were assessed by visual analog scale. Data are presented as mean + standard error. PFC, prospective food consumption

Adapted from van Can et al. Int J Obes 2014;38:784-93



AntwAela Bapouc og OAec TIC peAeteg SCALE

Naxvoapkia kot tpodiafitngt AwoBATng? Yrnvikn anvoios Zuvtpnon?
56 weeks; N=3652 56 weeks; N=623 32 weeks; N=353 12-week run-in';
56-weeks; N=382

B Liraglutide 3.0 mg B Placebo
OR 4.8%*
OR 6.8%*
OR 3.9%*
OR 3.9%*
1
1
OR 19.0* OR5.3*
— M

6,3

. 25% >10% 25% >10% 25% >10% . 25% >10%
e e e e e o e o o B B i L mmmmmmmmmcm e —————
AnwAela Bapoug EmutAéov anwAela
Bdapoug peTa TtV
*p<0.001. Data are observed proportions (except SCALE Diabetes estimated proportions); LOCF at end of trial; ELO‘CXV(.OVLKI‘l] cbdor]

¥, low calorie diet (total energy intake 1200-1400 kcal/day); LOCF, last observation carried forward;
N, number contributing to the analysis

1. Pi-Sunyer et al. N Engl J Med 2015;373:11-22; 2. Davies et al. JAMA 2015;314:687-99; 3. Blackman et al. Int J Obes (Lond) 2016;40:1310-9;
4. Wadden et al. Int J Obes (Lond) 2013;37:1443-51



Atopa tou dtayvwotnkay e ZAT2 Katd tn SLApKELO TNC LEAETNG
Kaplan—Meier plot: 0-160 eBdopadec

m—— | jraglutide 3.0 mg === Placebo

=emns [JgpakoAoUOn — ====-= MapakoAolOnon
12 - on €KTOG EKTOC haPUAKOU :
dapuaKou ;‘:'46
10 4§
_ 8- |
&S :
3 6 :
o 1
= 1
< :
g :
. 26

7 gt
13 17 E
{ 2 !
0 T =— T T T T T T T T T

0 16 32 48 64 80 96 112 128 144 160

EBSouada
n= 1472 1313 1204 1135 1060 977 910 863 830 799 523
n= 738 636 569 523 468 422 376 350 328 310 217

Full analysis set. Numbers in the figure correspond to the accumulated number of diagnosed individuals. ZAt2,
ocakyxapwdnc dtafrtng tumou 2

Van Gaal et al. Obes Facts 2016;9(Suppl 1):182 (Abstract P02.010)



Saxenda® - MpoyeULOpEVO OTUAO TUTIOU TTEVOLC

* Quoiyylo (yvaAil tumou 1) pe epporo (BpwpoPoutuAlo) kat
nwpa (BpwproBoutVALlo/TOAVTCOTIPEVLO) TTOU TTEPLEXOVTOLL
0€ QVOAWOLLN TIPOYEULOUEVN CUOKEU TUTIOU TIEVOLC
rnoAAarmAwv 600EwWV Ao TTOAUTIPOTIVAEVLO, TTOAUAKETAAN,
oAU KAPBOVIKO Kol akpUAOVLITPLALO-BOUTAOLEVIO-OTUPEVLO.

— KaBe ouokeun tumou nevac meptexel 3 mL dtaAvpatoc
Kol Uitopet val xopnynoet 6ooelc twv 0,6 mg, 1,2 mg, 1,8
mg, 2,4 mg kol 3,0 mg

— MeyeBoc ouokevaoLac LE 5 TTPOYEULOUEVEC CUOKEUEC
TUTTOU TTEVALC

Novo Nordisk. Saxenda® SmPC 2015. Available at: http://ec.europa.eu/health/documents/community-register/2015/20150323131125/anx 131125 en.pdf




CNS Actions of Anti-obesity Agents

Arcuate nucleus Paraventricular Nucleus Decreased

appetite

cortical
centers

Reuptake

Topiramate

Lorcaserin

CART = cocaine- and amphetamine-regulated transcript; DA = dopamine; GABA = gamma-aminobutyric acid; MC4R = melanocortin
receptor 4; NE = norepinephrine; POMC = pro-opiomelanocortin

Boughton CT, et al. Br J Pharmacol. 2013:170;1333-1348.
Sumithran P, et al. Clin Sci( Lond). 2013:124:231-241,
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GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH
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evidence for liraglutide > semaglulide = exenalide extended retease. For SELT# evidence modesily 6. Chaose later generation SU with lower risk of hypaglycermia GLP-1 RA. cautious addition of:
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priority te awoid weight gain or no weighi-related comorbidities:
.Consider country— and region-specific cost of drugs. In some countries, T20s relatively more

for initiation and continued use
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Overweight/Obesity Treatment Options in T2DM

Body Mass Index (BMI) Category (kg/m?)

25.0-26.9 | 27.0- 30.0-34.9 35.0-39.9 240
(or 23.0- 29.9 (or 27.5- (or 32.5- (or
Treatment 26.9%) 32.4%) 37.4%) 237.5%)

Diet,
physical

activity & -|- -|_ _|_ _|_ _|_

behavioral
therapy

Pharmacother
apy

Metabolic
surgery

Obesity Management for the Treatment of Type 2 Diabetes:
Standards of Medical Care in Diabetes - 2018. Diabetes Care 2018; 41 (Suppl. 1): S65-S72




Metabolic Surgery

* Evidence supports gastrointestinal (Gl) operations
as effective treatments for overweight T2DM
patients.

. Randomized olled trials wit | ;i
follow-up ranging from 1 to 5 years have

documented sustained diabetes remission in 30—
63% of patients, though erosion of remission occurs
in 35-50% or more.

* With or without diabetes relapse, the majority of
patients who undergo surgery maintain substantial

improvement of glycemic control for at least 5 to 15
years.

Obesity Management for the Treatment of Type 2 Diabetes:

Standards of Medical Care in Diabetes - 2018. Diabetes Care 2018; 41 (Suppl. 1): S65-S72 . y g
(Suppl. 1) American Diabetes Association.




Metabolic Surgery: Recommendations

« Metabolic surgery should be recommended as an option to treat T2DM
in appropriate surgical candidates with BM| >40 kg/m? (37.5%),
regardless of the level of glycemic control or complexity of glucose-
lowering regimens, and in adults with BMIs 35.0-39.9 kg/m? (32.5-37.4%)
when hyperglycemia is inadequately controlled despite lifestyle and
optimal medical therapy. A

« Metabolic surgery should be considered as an option for adults with
T2DM and BMI 30-34.9 kg/m? (27.5-32.4%) if hyperglycemia is
inadequately controlled despite optimal medical control by either oral or
injectable medications (including insulin). B

« Metabolic surgery should be performed in high-volume centers with
multidisciplinary teams that understand and are experienced in the
management of diabetes and gastrointestinal surgery. C

Obesity Management for the Treatment of Type 2 Diabetes:

Standards of Medical Care in Diabetes - 2018. Diabetes Care 2018; 41 (Suppl. 1): S65-S72 . y g
(Suppl. 1) American Diabetes Association.



Metabolic Surgery: Adverse Effects

» Costly
e Some associated risks

« Qutcomes vary

» Patients undergoing metabolic surgery
may be at higher risk for depression,
substance abuse, and other psychosocial
ISsues

Obesity Management for the Treatment of Type 2 Diabetes:

Standards of Medical Care in Diabetes - 2018. Diabetes Care 2018; 41 (Suppl. 1): S65-S72 . ] Py
(Supel. 1) American Diabetes Association.
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Metabolic Surgery in the
Treatment Algorithm for Type 2
Diabetes: A Joint Statement by
International Diabetes
Organizations ! ) !

Diabetes Care 2016;39:861-877 | DOI: 10.2337/dc16-0236

~ Obese Nonobese
BMI 230 kg/m? BMI <30 kg/m*
or 27.5 for Asians . or <27.5 for Asians
Class | Obese
BMI 30.0-34.9 kg/m?
or 27.5-32.4 for Asians
Expedited Assessment Optimal Lifestyle and Medical Rx
for Metabolic Surgery OptimatLitestyle and MedicatRx (including injectable meds and insulin)
Dbese Class Il Obese Class | Obese Class | Obese
Glycemic Control Glycemic Control Glycemic Control
¥ v v
Consider Nonsurgical
Metabolic Surgery Treatment

Figure 4—Algorithm for the treatment of T2D, as recommended by D55-11 voting delegates. The indications above are intended for patients who are
appropriate candidates for elective surgery. meds, medications.



Postoperative composite complication rate (%) in patients with type 2
diabetes

Coronary artery bypass grafting 46.6

Infrainguinal bypass 23.6

Knee arthroplasty 16.7

Laparoscopic colectomy 12.0

Laparoscopic appendectomy 4.5

Laparoscopic cholecystectomy = 7

Laparoscopic hysterectomy 3.5

Laparoscopic Roux-en-Y gastric bypass 3.4

Diabetes Obes Metab. 2015;17(2):198-201.

the three main complications of metabolic surgery are:

* Severe hypoglycemia, <1%, which is usually controlled with diet or drug therapy
* Increased suicide risk (rate not known)

* Regain of some or all weight in 10-15% of patients

Diabetes Care. 2016;39:857-860.

American Diabetes Association.



Factors Associated With Long-Term
Weight Loss Maintenance

Face-to-face or

web-based : t ;
intervention ong-term self-
orus help groups
Physical activity % \? The(apeutic
% @ alliance

Low-calorie and/or Weight <:| Personality
low-fat diet :> maintenance traits

% Low levels of
ﬁ % depression

regularly

Eating breakfast ﬁ ;

and disinhibition

Self-confidence

about losing o Health concern
weight without Satisfaction
help with results

Montesi L, et al. Diabetes Metab Syndr Obes. 2016;9:37-46. Republished with permission of Dove Press from Long-
term weight loss maintenance for obesity: a multidisciplinary approach, Montesi L, et al., Copyright 2016



'@%ﬂﬂ?ﬁﬁ v FCZCZLS Obes Facts 2019:12:40-66
S N ’-'\lp:ull | i W

o T;fi# Al o Sherty DO 10.1159/000496183 © 2019 The Author(s). Published by 5. Karger AG, Basel
www karger.com/ofa

Durrer Schutz et al.: Management of Obesity by GPs

Table 9. Schematic overview of the three different obesity managements

Lifestyle modification Pharmacotherapy Bariatric surgery

Non invasive Semi-invasive Invasive

Involves changes in: Problems: Characteristics and problems:
Lifestyle and behaviour Limited choice of drugs 3-4 types of procedures

Eating behaviour Small additional weight loss Significant, quick weight loss

Energy intake Lacking long-term experience Complications (10-309%)

Physical activity Tolerance effects of drugs Reoperation (“revision”)

Physical inactivity Excess skin surgery

Psychological aspects Patients often still obese after weight
Eating disorders loss if very high baseline BMI

Stress

Depression Need lifestyle modification/pharmaco-
Body image therapy after weight loss to minimize
Self-esteem weight regain

Self-affirmation

Self-confidence

Quality of life







