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[MAXY2APKIA

NEYPO-OPMONIKH AIATAPXH: O KENTPIKOZ POAOX TOY YITOOAANAMOY

POMC
heurons
decrease
hunger

Ghrelin
increases
hunger

Leptin
decreases
hunger

\

GLP-1
increases
satiety

Homeostatic eating Hedonic eating Executive Function
Eating for hunger Eating for pleasure Deciding to eat
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Dopamine controls
WANTING, the
motivation/drive to eat

Opioid and cannabinoid
receptors control LIKING, the
pleasure associated with food

Thoughts

&

Feelings < P  Behavior

Behavioural interventions
empower sustainable
behaviours in controlling
eating

Berridge KC, et al. The American psychologist 2016; 71(8): 670-679
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[MAXY2ZAPKIA

O A.M.2. AEN ANTANAKAA THN TTOAYTNAOKOTHTA THZ NO2OxY

WHO ICD-1111]

"Obesity is a chronic complex
disease defined by excessive
adiposity that can impair health..."

Adiposity

Based
Chronic
Disease

ICD-11. International Classification of Diseases, 11th Revision.

Adiposity Drives Disease in Obesity!?]

Distribution

Function

Amount

M = weight (kqg)
~ height2 (m) @

Adiposity
I
v v
Fat mass disease Sick fat disease
Alatapaypéveg TTaBoAoyIKEG AlaTapayuéVeG EVOOKPIVIKEG
MNXAVIKEG OUVAMEIG & avoOoOAOYIKEG OTTOKPIOEIG

\ Disease /

1. ICD-11 for Mortality and Morbidity Statistics. 2024. Accessed November 26, 2024. https://icd.who.int/browse/2024-01/mms/en#149403041; 2. Friahbeck G, et al. Obes Facts. 2019;12:131-136.



@ Mediterranean Diabetes
& Obesity Clinics

' HEIGHT

O AMZ dgv Atel
TTAVTA TNV dANBEIa




Mediterranean Diabetes

Definition and diagnostic
criteria of clinical obesity

LANCET

Rubino, Francesco et al., 2025, The Lancet Diabetes & Endocrinology, Volume 0, Issue 0
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B 2025 LANCET COMMISSION
Limitations of the BMI-based definition of obesity
of European descent™ are:

< '

BMI (kgm» Under18.5 18.5t024.9 25t029.9 30 and over

Obesity is currently defined solely by an

individual’s body mass index (BMI) Although BM is useful for identifying individuals

at increased risk of health consequences...

The criteria for populations

It is not a direct measure of fat

It does not establish the distribution
of fat around the body

It cannot determine when excess
body fat is a health problem

*Criteria for other ethnic groups are different

Relying on BMI alone to establish if someone has obesity is problematic as this can inaccurately classify a
person as having or not having excess body fat, and also lead to under-diagnosis of many whose health is
impaired and over-diagnosis of many who are healthy.

Rubino, Francesco et al., 2025, The Lancet Diabetes & Endocrinology, Volume 0, Issue 0
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2025 LANCET COMMISSION
Old vs. new definition of Obesity

Traditional measurement of obesity vs new diagnostic method

: o 2 © @ 5 ®

BMI (kg/m? = 28.8 28.8 32.4 - 39.2 39.2

IE)c()cdeyS;at'? x No x No o Yes x No o Yes o VYes

Muscle mass Normal / High Normal Normal / Low High Normal / Low Normal / Low

Signs and

SymptomeT N No N No ¢ No x No “ No o Yes

Old diagnosis No obesity Overweight Overweight Obesity Obesity Obesity

: : . . Preclinical : Preclinical . :
New diagnosis No obesity No obesity No obesity Clinical obesity

Rubino, Francesco et al., 2025, The Lancet Diabetes & Endocrinology, Volume 0, Issue 0
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o 2025 LANCET COMMISSION
DIAGNOSTIC MODEL OF CLINICAL OBESITY

» Measurements of body size Diagnosis
The commission defines three
measurements of body size that can be o Excess body fat? “—} e No obesity
used to confirm excess body fat: The fitststepiin sichadipgnasds i
is confirming excess body fat, 1

which can be achieved via one of

Waist circumference the following three criteria:

o~ >102 cm for men* 9 Obesity
=] i » | Confirmation of excess body fat should be followed by further assessment
288 cm for women — i I\ ‘ to establish whether an individual with obesity has an illness
\
At least one measurement of _J
ict-to-hi H body size and BMI
Waist-to hlp r*atlo / Medical history, physical examination, and standard blood test
= >0.90 for men e Arethere signs/symptoms of organ dysfunction?
>0.85 forwomen* \ e Does the individual experience limitations of day-to-day activities?
—
b - No signs/symptoms Yes, signs/symptoms Yes, limitations of
] . . 4t laact v mBastrerments of and no limitations of organ dysfunction day-to-day activities
Waist-to-height ratio body size, regardless of BM|
*
P >0.50 for all Nt . ,
/ e Is organ dysfunction obesity related? w
L “y\,,\, x"‘ | ‘ ’
Excess body fat can pragmatically Direct body fat measurement, S
be assumed if BMI is >40 kg/m? such as a DEXA scan == Preclinical obesity L& Clinical obesity /ﬁ’

Rubino, Francesco et al., 2025, The Lancet Diabetes & Endocrinology, Volume 0, Issue 0
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STAGE 0

- Xwpig epeaveic
TTaPAYOVTEG KIVOUVOU
TTOU OXETICOVTAI UE
TNV MX (11.%. All,
AiTTidIa, YAUKodn
vNoTeiag evrog
QUOCIOAOYIKWYV OpiwV)

- Xwpig cwpatika
OUUTITWHATA

-Xwpig

wuyoTtraBoAoyia ri/kai
dlaTAPAXEG TNG
evetiag

- Xwpig
AEITOUPYIKOUG
TTEPIOPICUOUG

EDMONTON STAGING SYSTEM

STAGE 1

- Napouadia
UTTOKAIVIKWV
TTAPAYOVTWV
KIvOUVOU TToU
oxetiCovral ge Tnv MNX
(1r.X. opiakn AY, IFG,
augnuéva NITaTIKA
évCupua)

- 'Hma cwuatika
CUPTITWHOTA (TT.X.
duaTIvola oTn METPIA
TTpoOoTTAbEIq,
TTEPIOTATIOKA AAYN,
KOTTWOonN)

- ' Hma
wuxoTtraboAoyia ri/kai
dlatapaxn TG
gVEgiag

- 'Hmorl Aeiroupyikoi
TTEPIOPIOUOI

Sharma, A., Kushner, R. A proposed clinical staging system for obesity. International Journal of Obesity (2009) 33, 289-295

STAGE 2

- Mapouacia
EYKATEOTNMEVNG
XPOVIOG VOOOU TTOU
oxeti¢etal ye Tnv MNMX
(1r.X. AY, ZAT2,
ATtrvoia YTTvou,
OoTteoapBpiTidQ,
OrN, PCO’s,
ayxwong diatapaxn)
- Métpiol Trepiopiopoi
oTIG dPaOTNPIOTNTEG
NG KaBnuepivg
wnNg n/kai euvegiag

CLINICAL AND FUNCTIONAL STAGING OF OBESITY

STAGE 3

- Eykateotnuévn
BAGRN TEAIKWV
opyavwy (TT.X.
‘Epepaypa Tou
Muokapdiou,
Kapdiakn
AveTTapkelq,
EmTAokEg ZA,
2oBapn
OoTeoapBpiTidQ)
- 2NUAVTIKNA
wuxotTaBoAoyia

- 2NUAvTIKOi
AEITOUpYIKOI
TTEPIOPICOI

- MAAqypa NG guetiag

STAGE 4

- 20Bapég (duvnTikA
TEAIKOU oTadiou)
avatrnpieg armmod
XPOVIEG VOOOUG TTOU
oxetiCovral e tnv MNMX
- 2oBapn avartrnpiki
wuyottaboAoyia

- 2oBapoi
AeIToupyikoi
TTEPIOPICOI

- ZoBapn EKTTITWOnN
TNG €uegiag
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~ AMERICAN HEART ASSOCIATION 2023

Stages of Cardiovascular-Kidney-Metabolic Syndrome

Nonmetabolic
etiologies of

/ hypertension

Stage 0:
No Risk Factors

Stage 1:
Excess/Dysfunctional
Adipose Tissue

Stage 2:
Metabolic Risk
Factors and CKD

Hypertension

Essential

%

Overweight/obesity
Abdominal obesity
Impaired glucose
tolerance

Type 2 Moderate- to
diabetes high-risk CKD

A focus on Vi
primordial prevention /
and preserving Nonmetabolic
cardiovascular health etiologies of CKD

Abbreviations: Afib indicates atrial fibrillation; ASCVD, atherosclerotic cardiovascular disease; CHD, coronary heart disease; CKD, chronic kidney disease: CKM,
cardiovascular-kidney-metabolic; CVD, cardiovascular disease; HF, heart failure; KDIGO, Kidney Disease Improving Global Outcomes; and PAD, peripheral artery disease.
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H NMAXYZAPKIA Q2 NOzOz
KAI H EZAIPE2ZH THX MHO

* [Maykéouia MpoékAnon
* H mraxuoapkia aucavel Tov Kivouvo yia KapdiayyEelaka vooruaTa,
d1aATN TUTTOU 2 KAl KAPKIVO
 MeyaAn Aiakuupavon Kivdouvou
* O Kivouvog emITTAOKWYV OV £cnyeiTal yovo atro tov Agiktn Madag
2wuatog (BMI).
 HEvvoia tTng MHO
* Mia utTToouAda ATOUWY PE TTAXUCAPKIA TTapouaialdel onuavTika

XAMNAOTEPO KiVOUVO YIa KAPOIOUETABOAIKEC AVWUOAIEC.

Matthias Bluher, Endocrine Reviews, Volume 41, Issue 3, June 2020
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METABOAIKA YI'IHZ MAXY2ZAPKIA
ANTIDATIKOZ OPIZEMOZ

Eav 0 oplouoG TNC aocBEvelac nrav atTAwg To avTiBeTo TNG uyeiag

N £vvola TNG «UYIOUG TTaXUCAPKIAG»

QTTOTEAEI €€ OPICPOU PIa AVTIPAOT OTOV OPICHO AUTO

Matthias Bluher, Endocrine Reviews, Volume 41, Issue 3, June 2020
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Obesity Classification

Blood pressure

Systolic blood pressure

Diastolic blood pressure

Blood glucose

Fasting triglycerides

Non-fasted state

HDL-cholesterol

Diagnosis of CVD

METABOAIKA YTIHZ MAXYZAPKIA

Proposed criteria for harmonized definitions of metabolically healthy obesity in adults

BioSHaRE-EU Healthy Obese Project (31)
BMI=30kg/m 2 Plus All of the Criteria
Less Strict Criteria

<140 mmHg

=90 mmHg

No antihypertensive drug treatment

<7.0 mmol/l

No blood glucose-lowering medication or diagnosis of type 2 diabetes
= 1.7mmol/l

=2.1mmol/l

No drug treatment for elevated triglycerides

>1.03 mmol/l (men) >1.3 mmol/l (women)

No drug treatment for reduced HDL-cholesterol

No

Matthias Bluher, Endocrine Reviews, Volume 41, Issue 3, June 2020

Strict Criteria
<130 mmHg

=85 mmHg

<6.1 mmol/I

=< 1.7mmol/l

=2.1mmol/l

>1.03 mmol/l (men) >1.3 mmol/l (women)

No

Lavie et al (35)

BMI=30kg/m % Plus 1 to 4 of the Criteria

<130 mmHg

=85 mmHg

< 5.6 mmol/l

< 1.7mmol/l

>1.0 mmol/l (men) >1.3 mmol/l (women)
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METABOAIKA YI'IHZ MAXYZAPKIA
The characteristics and physiology of MHO versus MUQO

Metabolically healthy Metaholically unhealthy

Insulin sensitivity Insulin resistance

Normoglycemia ) Hyperglycemia
Normotension (;\ JA8 ) Hypertension
/ 1 “\
Normal lipid profile " I \\ *’ Dyslipidemia
’ \
M
H . ;:,“- - - 1)
Subcutaneous adipose tissue 1 JS\ \‘\/’ &Lr Visceral adipose tissue 1
\ o o
Gluteofemoral and leg fat mass 1 \ \_J/ Liver fat content t
\,\ | ’,
Adiponectin 1 '\_ 4\ ) Visfatin 1
Omentin-1 1t I / Resistin 1
x.‘\\ \ I;)
Inflammation | ;‘ = fl'.;\ Inflammation 1
L \_\»ﬁ;

Int. J. Mol. Sci. 2022, 23(17), 9614, https://doi.org/10.3390/ijms23179614
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METABOAIKA YTIHZ MAXYZAPKIA

Proposed criteria for harmonized definitions of metabolically healthy obesity in adults

* BMI 230 kg/m? H MYT Sev éxel
EVIAio OPICHO, AAAG
BaoileTal oTnV

« ATTOUCIO UTTEPTAONG aTroucia

KOPOIOMETARBOAIKWYV
* ATTOUCIO PAPUAKEUTIKNG AYWYNG SlaTAPAX WV

« Quolohoyikf YAUKOZn/AitTidia

Matthias Bluher, Endocrine Reviews, Volume 41, Issue 3, June 2020
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METABOAIKA YTI'IHZ MAXY2ZAPKIA
EMMNOAAZMOZ KAI BAZIKEE AIAGOPES ME METABOAIKA MH YTIH MAXYZAPKIA

Obesity
q020%F ~{-80-00%
Metabolically healthy Metabolically unhealthy

BMI 31kg/m? BMI 31kg/m?
Low visceral fat volume: 1.5L High visceral fat volume: 3.9L
Low liver fat content High liver fat content
High amount of leg fat Low amount of leg fat
Higher cardiorespiratory fitness Lower cardiorespiratory fitness

& physical activity & physical activity
Insulin sensitivity Insulin resistance
Normal inflammatory markers Higher markers of inflammation
Normal adipose tissue function Adipose tissue dysfunction

Matthias Bluher, Endocrine Reviews, Volume 41, Issue 3, June 2020
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METABOAIKA YTIHZ MAXYZAPKIA

BioAoyikoi Mnxaviouoi: Ti INpooTtatevel Ta aroua pe MYTI

Karavoun Aitroug
o  XaunAdTePO EKTOTTO AITTOG (OTTAQXVIKO Kal
ATTATOG) KAl uPnAOTEPN evaTTOBEDN AiTTOUG OTA
KATW AKPQ.
At dng loTég
« MeyaAutepn ikavoTnTa dlIacToANC (expandability)
TOU UTTO00OPIoU AITTWOOUG I0TOU.
MeTaBoAikA Yyeia
« AlaTnpnuévn euaioBnaoia oTnv IVOOUAivN Kal
A&IToupyia Twv BATA-KUTTAPWV.
duoiki Katdotaon
«  KaAUTEPN KOPBIOAVATIVEUOTIKN IKAVOTNTA/PUOIKN
dpaoTnpIOTNTA.
®Aeypoviy
o  XapnAoTeEPA €TTITTEdA PAEYUOVWOWYV DEIKTWV.

Matthias Bluher, Endocrine Reviews, Volume 41, Issue 3, June 2020

Adipose tissue hyperplasia
Normal angiogenesis

Normal adipogenesis

Small insulin sensitive adipocytes

T Subcutaneous fat stores
(e.g. leg, gluteo-femoral fat)

Intact extracellular matrix

!

Protective signals?
(e.g. adiponectin, leptin, FGF21 )

Metabolically healthy obesity

Positive energy balance

<z

Expansion of “healthy”
adipose tissue stores

Linied 2

Adipocyte hypertrophy
Inadequate vascularization
T Hypoxia, apoptosis

T Adipose tissue “stress”
T Immune cell infiltration
T Necrosis, fibrosis

T Ectopic fat stores
(e.g. liver, abdominal viscera)

Diabetogenic, atherogenic,
pro-inflammatory signals
(e.g. adipokines, metabolites,
immune cells)

!

Metabolically unhealthy obesity
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140
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95

90

116+

110 +

1

METABOAIKA YTIHZ MAXYZAPKIA

‘Evag 2tabepdg daivotutrog 1 MetaBaTikr) Katdotaon;

Case example (48-year-old man): Changes in body weight and transitions
from MHO to MUO status upon obesity interventions

MU0
BMI:  42.3 kg/m?
FPG: 7.3 mmol/l
HDL-C: 0.92 mmol/I
TG:  2.24 mmol/I|

BP: 154/99 mmHg

MHO

39.8 kg/m?
5.9 mmol/I

HDL-C: 1.1 mmol/I

BMI:
FPG:

TG:  1.58 mmol/l
BP: 127/82 mmHg

Behavior
intervention

MU0
BMI:  44.1 kg/m?
FPG: 7.9 mmol/l
HDL-C: 0.85 mmol/I
TG:  2.53 mmol/I
BP: 161/104 mmHg

Treatment
interruption

MHO
BMI:  30.1 kg/m?
FPG: 5.3 mmol/l
HDL-C: 1.27 mmol/I
TG:  1.29 mmol/l
BP: 123/77 mmHg

Post obesity surgery phase

1
Baseline

T
12

I
24

3'6 Months

Obesity'surgery

Matthias Bluher, Endocrine Reviews, Volume 41, Issue 3, June 2020

 Aedopuéva

* [1oAAEG peAETEG Deixvouy o1 n MYTI
gival €vag HETARBATIKOG @AIVOTUTTOG.

 MerdBaon (Transition)

* 2NMAVTIKO TTOOOCOTO ATOMWY uE MYTI
ueTatTiTITeEl o€ MeTaBoAika Mn Yyin
Mayxuoapkia (MUO) pe Tnv mdpodo
TOU XpOVou.

* Mpo6BAewn

* H peAétn tng MYTI ptropei va
AEITOUPYNOEI WG PHOVTEAO YIA TNV
KAtavonon Twv JUNXaviouwy TTou
OuVvOEOUV TNV TTAXUOCAPKIA JE TIG
KAPOIOMETAPBOMIKEC ETTITTAOKEC.
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OBESITY IN ADULTS

The wide-ranging complications of obesity

Ymoyovipuétnta
Alatapaxég 6, )
SI0TPOPrG Kapdiayyelakr) -
véo0og

Moddapya

KatdBAipn YTeptaon

2A t0TTOU 2

MASLD

Ayxwdeig
dIaTaAPAXES

YmepAimdaiyia
Kapkivog

OoT1e00pBPITIBA AV“TTV?UOT'KW
QVETTAPKEIQ

[aoTpooicopayikr

, Akpdreia oupwv
TTaAIvOpOunon

MapaTpipypa

>0vdpopo ATvoiag

“YTrvou

«ANS
Me('han"ca' comp“cat\o(\

C.W Le Roux et al., Obesity in adults, www.thelancet.com Published online August 16, 2024
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METABOAIKA YTIIHZ MAXY2ZAPKIA
O Kivduvog Noanpornrtac: MHO vs MUQO vs Normal Weight

e« 2xéon MHO - MUO
* H atmoucia NETABOAIKWY AVWHAAIWY PEIWVEI TOV
Kivouvo Tutrou 2 AiaBnTn (T2D) kai
Kapdiayyeiakwv Noonudatwy (CVD) o€
ouykpion pe Tnv MUO
« 2xéon MHO — NopuoBapeig
» O kivduvoc voonpotntag otouc MHO civai
UYPNAGTEPOC O€ OUYKPION ME TOUG METARBOAIKA
uylEic arrayxouc (Healthy Lean) avBpwTrouc.
* ZUVOAIKA OvnoiyoéTnTa
* Akoun kal o MHO £xouv augnuévo Kivouvo
OUVOAIKNC BvnoIudTnNTaC 0 OUYKPION JE TOUG
UYIEiC vopuoPBapeic

Matthias Bluher, Endocrine Reviews, Volume 41, Issue 3, June 2020

Mechanisms linking obesity to cardiometabolic diseases

* | Fitness
» Chronic positive energy balance
* Genetic factors

* Type 2 diabetes

* NAFLD
* Hypertension . TAdipocyte
* Dyslipidemia size
* CVD
* Ectopic fat
T(e.q. liver)
JLeg fat

WU Adverse signals:
W * Adipokines
* Metabolites
* Immune cells

* Adipose tissue
inflammation
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METABOAIKA YTIIHZ MAXY2ZAPKIA
O Kivduvog Noanpornrtac: MHO vs MUQO vs Normal Weight

H MHO peiwvel Tov Kivouvo o€ oxéon pe Tnv MUO, aAAG dev €§1I0wvVEl TNV UYEIQ JE TOUG UYIEIC VOPUORBApPEIC

124 CVD Cerebro- ~ Heart  Peripheral cv Incident  All-cause
vascular  failure artery events 12D & CV event
— 114 disease disease mortality
% 10
2 94
=]
D 8-
S
g 77
3
- 67
£ 54
e
g 4
= 34
©
T I I I
14 -gae SRR . I . - A
O—II I 1 1 I | 1 1 I 1 1 I I
(44) (44) (44) (44) (34) (80) (81)
Reference

Il \etabolically healthy lean (MHL)
Metabolically healthy obesity (MHO)
B Metabolically unhealthy obesity (MUO)

Matthias Bluher, Endocrine Reviews, Volume 41, Issue 3, June 2020
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MEAETH STEP-1 (68 weeks)
Shift from baseline in glycaemic status

Semaglutide 2.4 mg 02 Placebo

100 - 100 -

90 A 90 -
;\3 80 - ;\3 80 -
£ 70 - £ 70 A
5 g
< 60 A ‘5 60 1
€ h=
8 50 - 8 50 -
© ©
c 40 4 c 40 4
.0 O
S 30 € 30
Q Q
o) o
@ 20 I 20 -

10 - 10 -

O N T O = T
Week 0 (N=1306)* Week 68 (N=554) ' Week 0 (N=655)* Week 68 (N=230)Jr
M Normoglycemia M Prediabetes B Type 2 diabetes

Data are observed data during the in-trial period (regardless of treatment discontinuation or rescue intervention). Glycemic category was evaluated by the investigator based on all available
relevant information (e.g. concomitant medication, medical records, and blood glucose parameters) in accordance with American Diabetes Association definitions.
Perreault L, et al. Presented at the American Diabetes Association (ADA) 81st Scientific Sessions virtual meeting, June 25-29, 2021
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MEAETH STEP-1 (68 weeks)
Shift from baseline in glycaemic status

Semaglutide 2.4 mg Placebo

100 - 100 - 1

90 - 90 -
§ 80 A 45 4 § 80 - 40.2
£ 70 £ 70 -
S S
2 60 | 5 60 4
T ©
3 50 - T 50 A
© ©
c 40 - c 40 -
2 e}
S 30 - S 30 -
Q. Q.
o) o)
o 20 A £ 20 -

10 - 10 A

) +——— . e——— 0 +— s . ee——
Week 0 (N=1306)* Week 68 (N=554) ¥ Week 0 (N=655)* Week 68 (N=230)Jr
M Normoglycemia Prediabetes M Type 2 diabetes

Data are observed data during the in-trial period (regardless of treatment discontinuation or rescue intervention).

Glycemic category was evaluated by the investigator based on all available relevant information (e.g. concomitant medication, medical records and blood glucose parameters) in accordance
with American Diabetes Association definitions. "Number of participants in overall population; tnumber of participants with prediabetes at baseline and evaluable data at week 68.

Perreault et al. Presented at the American Diabetes Association (ADA) virtual meeting. June 25-29, 2021; Wilding et al. N Engl J Med 2021;384:989-1002.
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& Obesity Clinics STEP UP RCT
Once-Weekly Semaglutide 7.2 mg S.C. in Adults with Obesity

1 Normoglycaemia [ Prediabetes [ Incident type 2 diabetes
3:5% 0-8% 2-1%

100 - —

1.5% 4-2%

20-6% 24-6%

Proportion of participants at week 72 (%)

Aidpkela TrTapEupaong
1 €10G¢ & 4 unveg
(72 eBOONADEQ)

Normoglycaemia at baseline Prediabetes at baseline (37.6%)

www.thelancet.com/diabetes-endocrinology Published online September 14, 2025 https://doi.org/10.1016/S2213-8587(25)00226-8
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SURMOUNT-1 Three-Year Study
Changes in Glycemic Status from Baseline to Week 176 and Week 193

Baseline Treatment Period Treatment Period Follow-Up Period
(In Study) (On-Drug) (Off-Drug)
WeekO — Week176 Week 176 — ——Week193 —
100 — 16 19 04 1.6 19 00 28 31 12
1000 85 69 63 65 2. g W el 137
89.9 91.2 | 93.3 e 91.9 | 94.3 e —
80 — k 82.1 :
— 775
e\‘i
S 60
=
]
2
O 40—
feend
1
«
o
20—
5 10| 15 5 J10 |15 5 J10 | 15
0 mg | mg | mg mg | mg | mg mg | mg | mg
(N=1032) TZP TZP TZP PBO TZP TZP TZP PBO TZP TZP TZP PBO
All
Participants

B Normoglycemia Prediabetes

W] Type 2 Diabetes

Full analysis set for treatment-regimen estimand (In study) and efficacy analysis set for efficacy estimand (On-drug). Data shows a shift in glycemic status from baseline to the end of the treatment period (Week 176) and safety follow-up (Week 193) in the ITT
population in participants with prediabetes at randomization. Week 193 data are from the safety analysis set (Off-drug). Not tested under a type 1 error-control procedure.
PBO=Placebo; TZP=Tirzepatide.

Jastreboff AM, et al. N Engl J Med. 2024; DOI: 10.1056/NEJM0a2410819 (Online Ahead of Print).
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METABOAIKA YITHZ MAXYZAPKIA
Odnyoc via EcaTouikeupevn Oepartreia Naxuoapkiag

« AEN givai AcpaAig KaraoTaon
« H MHO &¢gv mrpétrel va Bewpeital ao@aAng KATtaoTaorn TTou OV atTaITel TrapéuBaon
« AikaioAéynon Napéupaong
e O peTafaTIKOC XAPAKTHPAC KAl O AUENUEVOGS KivOUVOG (O€ OXEON UE TOUG VOPUORBAPEIC)
OIKAIOAOYOUV TIC OEPATTEUTIKEG TTPOCTIABEIEG ATTWAEING BAPOUG KAl O€ AUTH TNV UTTOOUAdA
« ESaropikeguon
* H &vvoia Tng MHO emTpétrel TN 100 TPWHATWOT ToUu KIVOUVou (risk-stratified treatment) kai
N AQYN aTTOQACEWV YIA ECOTOMIKEUMEVN AVTIMETWTTION.
 QappakoBepaTtreia
« H MHO utropei va kaBodnynioel atto@AcElS yia To TTol0I aoBeveic Ba wPeAnBouv TTEPICCATEPO

aTTO PAPUOKEUTIKEC BEPATTEIEC TTAXUCAPKIAC.

Matthias Bluher, Endocrine Reviews, Volume 41, Issue 3, June 2020



P KAINIKH AIAXEIPIZH THE MAXYZAPKIAE

RE-FRAMING OBESITY

Overeating

https://practitioner.macklinmethod.com/practitioner-internalized-weight-bias/



P KAINIKH AIAXEIPIZH THE MAXYZAPKIAE

RE-FRAMING OBESITY

Overeating

https://practitioner.macklinmethod.com/practitioner-internalized-weight-bias/
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‘EAT LESS, MOVE MORE’
DOES NOT “FIX” OBESITY

E[IBVSrI] QQ?QTY]?JQ?(;GT?]TWHQ YT1100£TE1 OTI OAQ TO ATOMA E€ival

. ; o€ B€on va €MTUXOUV UE TN
SIE{ERWIETS CUTCEI el duvaun TnG BEAnoNG auTo TToU
ora dTO”G,ﬂOU Se [} OUVIOTATAI VIO QUTA
TTaXuoapKia

Eivai n Baon yia
dlaTrPNCN TOU OTiYUNATOG
NG MNX aTtnVv 10TPIKN
dlaxeipion
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KAINIKH AIAXEIPIZH THZ NMAXY2ZAPKIAZ
IAANIKO BAPOZX KAI AAAATH ZYMIMEPIPOPAS

|deal Body Weight v

A
A
A

H etTiTeugn Tou 1davikou BApoucC HECW
UYIEIVAC DIATPOYPNG KAl CWHATIKNAG
aoknong Pe TN XpAon tng duvapng Tng
BEANoNG cival évag MYOOZ trou d1adidel
Kal ouvTnpeEi TIC DIAKPIOEIC
(TrpoKaATAANWN) KaI TIG WEUTIKEC EATTIOEC
(TTPOCOOKIEG).

Vallis M, et al Clin Obes. 2021;11:212443.

s. Best Body Weight

H tTaxuoapkia dev gival ATAHA
OUNTTEPIPOPAC

v
v
v
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['ATI AEN ZEKINAEI TH AIAXEIPIZH THZ MAXY2ZAPKIAZ O AZOENHZ

OBSTACKLES MOTIVATION

https://practitioner.macklinmethod.com/practitioner-internalized-weight-bias/
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['ATI AEN ZEKINAEI TH AIAXEIPIZH THZ MAXY2ZAPKIAZ O AZOENHZ

You don’t have to raise motivation,
you just have to remove the obstackles.

When the obstacles go away,
the motivation can shine through

OBSTACKLES MOTIVATION

https://practitioner.macklinmethod.com/practitioner-internalized-weight-bias/



T KAINIKH AIAXEIPIZEH THE NAXYZAPKIAZ
EMMTKOINQNIA ME TON A>2GENH

INVITE/INFORM BULLET POINT
Would you consider?

v @ [+

'
REAL DISEASE NOT YOUR FAULT TREATMENT EXISTS
1. Primarily genetic 1. Not because of less willpower or 1. Behavioural/CBT
2. Brain centered motivation 2. Medication
2. Instead, because you are living 3. Surgery

3. Strongly influenced by the
environment with a real disease untreated

4. Progressive

https://practitioner.macklinmethod.com/practitioner-internalized-weight-bias/
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o OEPATNEYTIKH NAXYZAPKIAZ
MPOTEINOMENOI ©EPAMEYTIKOI STOXOI

» Agiktng Madag 2wpaTog oy = Weiht (k
e <27 Kg/m2 " height2 (m)

* A\OYOG TTEPINETPOU PEONG TTPOG UYOG |_. Wit -
+ £0.53

Busetto, Luca, Volker Schnecke, Maria Overvad, et al. 05 November 2025. Obesity Science & Practice: e70094. https://doi.org/10.1002/0sp4.70094.



Qe 2020 OBESITY CANADA GUIDELINES
S TPATHIIKH ANTIMETQMIZHE NAXYZAPKIAZ

Ol 3 MYANQNEZ AIAXEIPIZHZ THZ NAXYZAPKIAXZ MOY YMNOZTHPIZOYN TH AIATPO®H KAI AZKHZH

YYXOAOIIKH ®APMAKEYTIKH METABOAIKH
YNOZTHPI=ZH OEPAIEIA XEIPOYPT'IKH

Wharton S et al, CMAJ 2020;192:E874-E891




Qe 2020 OBESITY CANADA GUIDELINES
S TPATHIIKH ANTIMETQMIZHE NAXYZAPKIAZ

Ol 3 MYANQNEZ AIAXEIPIZHZ THZ NAXYZAPKIAXZ MOY YMNOZTHPIZOYN TH AIATPO®H KAI AZKHZH

ANayA
OUMTTEPIPOPAC
Alaxeipion xpovou,
Aayxoug, UTrvou

2 UUTTEPIPOPIOTIKN
Bepartreia
Aéopeuon yia
aAAayn

AMZ = 40 Kg/m?
AMZ = 35 Kg/m? ue
ETTITTAOKEG

« AMZ = 30 Kg/m?
« AMZX 227 Kg/m? pe
ETTITTAOKEG

. Emiunkng
KUOAP Roux-en-Y bypass

Wharton S et al, CMAJ 2020;192:E874-E891
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Metabolic, hormonal, and appetitive adaptive responses to
low-calorie-induced weight loss

Adipose mass

[,

set point (* )

%)

4

.}

N

Satiety hormone* o

Ghrelin* o

Leptin o

Energy expenditure o
Fat oxidation |

*Fasting + meal-stimulated

— — —— —)

B4 EY

**) Time

Facial expressions
indicate patient
experiences from
baseline adipose
mass set point to
determined during
active negative
energy balance (EB),
to worried/frustrated
during positive energy
balance induced
weight regain, to
puzzled once
baseline adipose
mass is restored

Purnell JQ, Le Roux CW. Metabolic and appetitive regulation of adipocyte mass during treatment of obesity. J Intern Med. 2025; 00—-00
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Metabolic, hormonal, and appetitive adaptive responses to
obesity-medicine-induced weight loss

Adipose mass

L [

set point (3> = ' 1 Time Facial expressions
indicate patient
experiences from
baseline adipose
mass set point to

B N > during active negative

energy balance (EB),

Satiety hormone* — | during restoration of a
- - new, lower set point.
Ghrelfn ! See text for full
Leptin = l descriptions.
Energy expenditure - |
Fat oxidation | l

*Fasting + meal-stimulated

Purnell JQ, Le Roux CW. Metabolic and appetitive regulation of adipocyte mass during treatment of obesity. J Intern Med. 2025; 00—-00



ST ETPATHIIKH ANTIMETQIMIZHE NMAXYZAPKIAL
3 PHASES OF OBESITY TREATMENT

The Transformative Impact of New Anti-Obesity Medications
A Paradigm Shift in Medical Practice?

Body Weight

Sharma AM j obes metab syndr 2023;32:285-288



ST ETPATHIIKH ANTIMETQIMIZHE NMAXYZAPKIAL
3 PHASES OF OBESITY TREATMENT

Phasel @ Phasell Phase I
(Stabilization) (Weight Loss) (Maintenance)

Body Weight

When treatment stops, the weight returns

Sharma AM j obes metab syndr 2023;32:285-288



ST ETPATHIIKH ANTIMETQIMIZHE MAXYZAPKIAZ

I2OPPOINHMENH AIATPO®H




@S TPATHIIKH ANTIMETQIMIZHE NAXYEAPKIAE
®YZIKH APASTHPIOTHTA
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OAPMAKA KATA THZz NMAXYZAPKIAZ
Timeline of AOM approved by the FDA or EMA
from the late 19" century until today
Red dashed line: long-term use | Blue dashed line: short-term use

EDA 1933-1938 EDA 1947-1979 EDA 1973-1997 EDA 1999-present EDA June 2012-2020 EDA Sep. 2014-present  [EDA 2021-present
.. - . P T —— -| . pmememememe—— o=
2,4-Dinitrophenol Methamphetamine Fenfluramine Orllstat Lorcaserin |Naltrexone andl lSemaqutldeI
Dexfenfluramine (Xemcal Alll) IBuproplon | (Wegovy)
The drug leads to hyperthermia, The drug has high risk for The drug leads to cardiac The drug leads to liver The drug leads to (E@t_ra_ve_) —_— The drug leads to
tachycardia, diaphoresis, abusiveness and addiction valvular insufficiency, injury and gastrointestinal depression, suicidal The drug leads to nausea/vomiting,

tachypnea, nausea, vomiting,
agranulocytosis, and cataracts

pulmonary hypertension
and cardiac fibrosis

symptoms

ideation, palpitations,
gastrointestinal symptoms
and increased cancer risk

seizures, palpitations and
transient blood pressure
elevations

diarrhoea and
constipation

1890
|

1933

Levothyroxine

The drug overdose leads
to muscle and bone
catabolism, cardiac
arrhythmia, tachycardia,
heart failure and death

1941

1947

Rainbow Pills

The drug leads to
insomnia, palpitations,
anxiety, increase in
heart rate and blood
pressure, death

[EDA 1941-1968

APPROVED

1956

endimetrazine
| Phendimet 1959 |
I Diethylpropion 1959

1997
1973

1999

stroke in individuals with
pre-existing cardiovascular

Bsnz_phstaﬂm_e 262 disease
Phenylpropanoclamine 1975-2000
m 19xx-present @ 1997-2011

2006
2012

0|EMA 2006-2009

suicidal ideation, cardiovascular
events, memory loss and birth
defects

EDA July 2012-present

2014

2021

® [} [ ] Q l
Amphetamine Sibutramine Rimonabant IPhentermme and I ILlralglutldeI
Congeners  Topiramate (Qsymia), ( (Saxenda) |
Phenmetrazine 1956-1965 The drug leads to non-fatal The drug leads to depression
Phentermine 1959 myocardial infarction and and suicidal ideation The drug leads to depression, The drug leads to

nausea/vomiting, diarrhoea,
constipation, pancreatitis
and gallstones

[EDY/A Dec. 2014-present

Wen, X., Zhang, B., Wu, B. et al. Signaling pathways in obesity: mechanisms and therapeutic interventions. Sig Transduct Target Ther 7, 298 (2022). https://doi.org/10.1038/s41392-022-01149-x



{ D) Mediterranean Diabetes

OAPMAKA KATA THX NMAXYZAPKIAZ
EYPQMAIKH ENQZH — E.M.A. 2025

I Orlistat 160/120 mg, 3x daily('-2]
Metreleptin, once daily’®2

Naltrexone 32 mg/bupropion 360 mg PR["2]

y I Liraglutide 3 mg, once daily!"-2
I Semaglutide 2.4 mg, weeklyl'.2lb

Setmelanotide 1 to 3 mg, once daily!"2lc

I Tirzepatide 5 mg, 10 mg, 15 mg, weeklyl?4]

POMC, proopiomelanocortin; PR, prolonged release.

a. Only for leptin deficiency, recommended daily dose depends on the patient’s body weight and is adjusted based on the patient’s response to treatment; b. Semaglutide: United Kingdom, Denmark, Norway.
Germany; setmelanotide: only for POMC deficiency, LEPR, MC4R variants: rare genetic causes of obesity.

1. Chakhtoura M, et al. EClinicalMedicine. 2023;58:101882; 2. NIH. Prescription Medications to Treat Overweight & Obesity. Last reviewed June 2024. Accessed August 22, 2024.

https:/ivww.niddk. nih.gov/health-information/weight-management/prescription-medications-treat-overweight-obesity; 3. Metraleptin [PI]. EMA. Published August 6, 2018. Updated October 3, 2024; 4. Tirzepatide
[P1]. EMA. Published June 17, 2024. Updated October 25, 2024.
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OBESITY TREATMENT BASED ON PATIENT PHENOTYPING

EXCLUDE ENDOCRINE FORMS OF OBESITY AND, WHEN CLINICALLY SUSPECTED, INVESTIGATE POTENTIAL MONOGENIC ETIOLOGIES
ASSESSMENT OF COMPLICATIONS AND CLINICAL PHENOTYPE CLASSIFICATION

MECHANIC WEIGHT LOSS
METABOLIC CARDIO REN OMPLICATIONS COMPLICATIONS
Indicators of
High CV Risk:

EMOTIONAL
EATING

22y.0.m

obesity related RCT

Clinical heart failure

OSTEOARTRITIS
mdwlduallzed

Setmelanotide (rare genetic obesity)

Semaglutide 2.4 mgi*

B i
(NYHA I1-1V) with manw:glg::ent Metreleptin (rare genetic obesity) N:':::‘::,{ e Fr:::::::‘s,::;m -
preserved or mildly s Tirzep: (;P-IRA poh ‘um id i kit
reduced ejection Adults 218 years ::au::s::'i goals 15 mg!® "o 120 popaton,
: S S fraction (LVEF 250% CLEANED || b e/ semaglutide Mo evidence ofincreased cancer ik for other
Cardiovascular disease ary; for tirzepatide, 245% kg/m?, clinically e/m, 6-12 y.o. 2.4 mghs AOMs: Orlistat, Phentermine/ Topiramate,
was defined as prior however, mast indlude for semaglutide), " n and with Liraglutide 3 mg 1% e
myocardial infarction, ] 288 240 = rsi BM| 227 | ar.ni:dy': kg_f.;;,' | Tirzepatide 15 mg radiographically Taderate- (EMA only}
prior stroke, or clinically k:"ge'ﬁ it T Semaglutide 2.4 mg 2 confirmed knee | oreere: 5-10% WL BINGE Familial Partial Lipodystrophy 1-3
Symplomatic petiphers! atherogenic. <B80-50), 6MWT Liraglutide 3 mg 17 osteoarthritis | 000 oonea EATING (FPLD1-3)
arterial disease in B oo, pap Orlistat'? Acquired Partial Lipodystrophy
e dyslipidemia, smoking, distance 2100 m, and (ACR criteria; (AHI 215 12-18 v.0 B =
individuals aged 245 5 elevated filling Orlistat 120 mg ** Kellgren— ) - Y.0. Not AOMs (Barraquer-Simons)
years and with a BMI prediabetes, and ressures (e.g., NT- i e events/h); Liraglutide 3 mg Liraglutide 3 mg®? approved HIV-Associated Lipodystrophy
227 kg/m? elevated ASCVD risk - proBN;.' e B CPAR e Naltrexone/ Semaglutide 2.4 mg"* explicitly for
‘ _:
(per ACC/AHA criteria) et hocar o anhk 2-3), and lallcweld Bupropion?’ Phentermine/Topiramate!!s binge eating Semaglutide 2.4 mg'>?
abnormalities, or baseline knee (tirzepatide)

recent HF
hospitalization). Type
2 diabetes was an
inclusion criterion in

Semaglutide 2.4 mg5|

Tirtepa}lidlse 15mg

pain 240/100 on
the WOMAC
pain scale

or excluded
(liraglutide);
no diagnosis

Phentermine/Topira
mate (low-mid
doses)*®

(FDA only)
Orlistat 120 mg*!* (FDA only)

disorder.

Liraglutide
3mgi2?

MONOGENIC OR

e SYNDROMIC OBESITY
the tirzepatide trial. 18-65 y.o. Congenital leptin deficiency
h driven tailored BS
Use if eGFR >30 Tirzepatide 15 mg?

mL/min/1.73 m?;
exercise caution
when eGFR <30

Tirzepatide 15 mg 3!
Semaglutide 2.4 mg 2

Semaglutide 2.4 mg?
Liraglutide 3 mg*?

Naltrexone/

(biallelic POMC, PCSK1, or LEPR
deficiency and for BBS)

Tirzepatide 5 mg? Naltrexone/Bupropion?”?® Bupropion?®
Tiﬂel’atl?: mL/min/1.73 m? due Liraglutide 3 mg ¥ l Semaglutide Phentermine/Topiramate®® Setmelanotide 3 mg'>*
Semaglutide 2.4 mg ¢ . “1";393“39 to limited data. 2.4mg? Orlistat™ Orlistat
mE Ph / 120 mg!®
. Topitaiabe [low: >65 y.0. ACQUIRED HYPOTALAMIC
Semaglutide . Ti P OBESITY
2.4 mg 34 Semaglutide Semaglutide rzepatide mid doses)'s Semaglutide 2.4 mg? (Usable; no dose Semaglutide
24mg 5 Semaglutide 2.4 mg 5 2.4mg® 15 mg & adjustment needed)

Naltrexone/
Buproprion
(not recommended)'s

Liraglutide 3 mg 22

Naltrexone/
Buproprion
(not recommended)™

Tirzepatide 15 mg? {Usable; monitor
sensitivity in elderly)

2.4 mg'®

Setmelanotide 3 mg'>*
Semaglutide 2.4 mg'*

: : Tirzepatide 2 : o Tirzepatide
Tirzepatide 15 mg ¢ Liraglutide Liraglutide 3 mg!2™ (Usable; limited data
15mg >75 yrs) 15 mg!214 PREGNANCY/WILLINGNESS
[NCT01985165) Naltrexone/Bupropion®” (Caution; limited

Liraglutide 3 mg ODS7

Orlistat
120mg ¥

Semaglutide 7.2

data 265 yrs)
Phemermlneﬂuplramwu (Caution;
monitor CNS/renal)
Orlistat!® (Usable; limited efficacy data)

TO CONCEIVE

AQMs are either contraindicated or
advised against during pregnancy due ta
insufficient safety data and potential risks

Tirzepatide 15 mg 52 Naltrexone/ mg? fothalens
Semaglutide 2.4 mg 51 bupropione® ot Fruhali ) Sarcopenic obesity Stop Liraglutide 3 mg/Semaglutide 2.4 mg|
Cagrisema’™ Supervised Resistance Training + Protein at least 2 months before

Phentiramine/
TopiramateZ®

(not svailable yet)

Intake 21.2-1.5 g/kg/day 11
Liraglutide 3 mg is preferred for gradual
fweight loss with lean mass preservation and|
proven cardiovascular safety®

If additional weight loss and reduction of weight-related complications are needed

] (*This fr

Stop Tirzepatide 15 mg
at least 1 month before

176,177

k p a

ppproach to obesity care, prioritizing complications and patient

[ Bariatric Surgery'’” | preferences over rigid treatment hierarchies, with patient-HCPs|

v _ I _ VJ e shared decision-making idering goals, tolerability
[ If insufficient weight loss or weight regain after BS i s L kontraindi and costs. **OWCMC, Obesity Without

Clinically Manifest Complications

L 2

Tuccinardi, D., Masi, D., Watanabe, M. et al. Precision obesity medicine: A phenotype-guided framework for pharmacologic therapy across the lifespan. J Endocrinol Invest 48,
2761-2798 (2025). https://doi.org/10.1007/s40618-025-02700-7
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FOR THE PHARMACOLOGICAL TREATMENT OF OBESITY AND ITS COMPLICATIONS
OBESITY MANAGEMENT ALGORITHM

Obesity management
| medication decision \
Body weight management in obesity Complications management in obesity
| |
No complications present Complications present
Goal to treat: Fat mass accumulation to Goal to treat: Reverse dysfunction
prevent dysfunction in non-adipose organs in non-adipose organs
1
| |
Fat mass diseases: Sick fat diseases:
Altered and pathological Deranged endocrine and immune responses
mechanical forces
]
| | | | | |
OSAS* KOA* Prediabetes Type 2 diabetes CVD* Heart failure* MASLD*
‘ Total body OSAS KOA pain Normoglycemia Diabetes Hospitalization MASH
Primary  weight loss AT &r 3 =ik MACE & S
endpoints: at endpoint remission remission restoration remission for heart failure remission
Tirzepatide Tirzepatide Semaglutide Tirzepatide/ Tirzepatide/ Semaglutide Tirzepatide/ Tirzepatide
Semaglutide Liraglutid Semaglutide Semaglutide Naltr-8 Semaglutide s utid
Available = Phen-Topir iraglutide Liraglutide Liraglutide altr-Bupr SHagiiice
Liraglutide/ 5 Naltr-Bupr
Scientific Naltr-Bupr/ Orlistat
evidence Orlistat
published up to
35JanUary2028 ||| cermemerrme e e e e e e
i « Semaglutide « Tirzepatide « Phen-Topir + Phen-Topir « Tirzepatide « Phen-Topir « Phen-Topir |
Not availabl e: + Phen-Topir + Phen-Topir » Orlistat » Orlistat » Phen-Topir « Liraglutide « Liraglutide |
i « Liraglutide » Naltr-Bupr « Naltr-Bupr « Liraglutide « Naltr-Bupr « Naltr-Bupr |
! » Naltr-Bupr « Orlistat « Orlista « Orlistat « Orlistat !
| « Orlistat |

McGowan, B., Ciudin, A., Baker, J.L. et al. Nat Med (2025). https://doi.org/10.1038/s41591-025-03765-w



Ouaernenvi: fAult Obesity Pharmacotherapy Decision Table

Liraglutide Naltrexone/ Buproplon| Orlistat Semaglutide Tirzepatide
3 myg daily 16/180 mg BID 2.4 mg weekly 5/10/15 mg weekly
Predlabetes « \/
20 v v
Cardlo-
Motabolic MASH \/ J
Complications
ASCVD ¢ Q
HFpEF J «
0SA
Complications
on ﬁ v Q
o + + + -+
Patient Reported
Outcome Measures Physical Function
Qutcome nys + + + +
Cravings + +
Avorago wolght loss
(pl bo subtracted) 5.4% 4.8% 2.9% 12.4% 11.9/16.4/17.8%

Level 1a

Level 2a Level 3 a5 identified on
Moderate Certainty Low Certainty g No Benefin + Benefic Q =_-

Very High Certainty

*15mag, **10 mgor 15 mg . T2D - type 2 diabetes, MASH - metabolic dysfunction-associated steatohepatitis; ASCVD - atherosclerotic candiovascular disease; HFpEF - heart failure with preserved
¢jection fraction; OSA - obstructive sleep apnoea; OA - osteoarthritis; Qol - quality of life

Pedersen SD, Manjoo P, Dash S et al. Pharmacotherapy for Obesity Medicine in Adults.
https://obesitycanada.ca/guidelines
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e PAPMAKA KATA THZ NMAXYZAPKIAZ
O®EAH AMO TH XPHZH AOM’s

—@——O——O——0——0O—

Glycemic controll-6! Hypertension(!.2:4-5] Dyslipidemiall-fl Systemic inflammation(”] Sleep apneal®

—Q0——G——O——0@—

Osteoarthritist® MASHE! PCOS!1 CKDU1!

HFpEF12 MACE[13] CV mortality4] All-cause mortality!'3 Quality of lifels]

HFpEF, heart failure with preserved ejection fraction; MACE, major adverse cardiovascular events; MASH, metabolic dysfunction-associated steatohepatitis; PCOS, polycystic ovary syndrome;
Qol, quality of life. 1. Orlistat [Pl]. Approved 1999. Revised November 2022; 2. Phentermine/topiramate [Pl]. Approved 2012. Revised September 2024; 3. Naltrexone/bupropion ER [PI].
Approved 2014. Revised May 2024; 4. Liraglutide [PI]. Approved 2010. Revised November 2024 5. Semaglutide [Pl]. Approved 2017. Revised November 2024; 6. Tirzepatide [Pl]. Approved
2022. Revised October 2024, 7. Bonfioli GB, et al. Heart Fail Rev. 2024. doi:10.1007/s10741-024-10450-6 [Epub ahead of print]; 8. Pedersen SD, et al. Obesity Canada. Pharmacotherapy in
obesity management. Version 2. Updated October 2022. Accessed March 21, 2024. https://cbesitycanada.ca/guidelines/pharmacotherapy; 9. Baser O, et al. Expert Opin Pharmacother.
2024;25:1565-1573; 10. De Hollanda BAA, et al. J Diabetes Complications. 2024;38:108834; 11. Apperloo EM, et al. Nat Med. 2024. doi:10.1038/s41591-024-03327-6 [Epub ahead of print];
12. Deanfield J, et al. Lancet. 2024;404:773-786; 13. Stefanou M|, et al. Ther Adv Neurol Disord. 2024;17:17562864241281903; 14. Pratley RE, et al. J Am Coll Cardiol. 2024;84:1615-1628;
15. Rubino D, et al. Diabetes Obes Metab. 2024;26:2945-2955.
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& Obesity Clinics

ANTIMETQMIZH THZ NAXY2ZAPKIAZ
H AIENIZTHMONIKH OMAAA EMNATTEAMATION YTEIAZ
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METABOAIKA YI'IHZ NTAXYZAPKIA

2uvoyidovtac: Ta 5 Kupiotepa Mnvupara

1. Opilouog
« H MHO ¢ival n atroucia KapdIOPETABOAIKWY avwuoAIwy o€ dTtoua he TTaxuoapkia (BMI =30)
2. lNpooTtacia
*  OgeileTal Kupiwg og KaAUTEPN KaTavour] AitTtoug (AMyOTEPO OTTAAXVIKO), augnuEvVn EualioOnaia oTnV IVOOUAIVN
Kal KA QUOIKI KATAoTAON
3. Kivduvog
« O kivouvog yia T2D/CVD eival xapnAdtepog amdé MUO, aAAd upnAdTepog atrd uyieic vopuoBapeig
4. MeTaBaTikéTnra
« H MHO cival miBavéTtara évag METARBATIKOG QAIVOTUTTOG
5. KAiviki MNMpakTIKA
«  HMHO odev gival "aoc@aANG™ Kal TTPETTEI VA XPNOIKOTIOIEITAI VIO EGATOMIKEUMEVN KAl OI0CTPWHATWHEVN

BEPATTEUTIKNA TTPOCEYYION TNG TTAXUCAPKIAG.

Matthias Bluher, Endocrine Reviews, Volume 41, Issue 3, June 2020



edteranean Oibetes YNEPTAZH vs. [TAXY2APKIA
YIEIA & NO2OX
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METABOAIKA YTI'IHZ MAXY2ZAPKIA
HPOE H QPA NA ZYNTAZIOAOTHZOYME TON OPO?

Time to Retire the Term
‘Metabolically Healthy
Obesity’?

Marilynn Larkin
November 26, 2025



Mediterranean Diabetes

[MAXY2ZAPKIA

H MAXH KATA THZ MNAXY2ZAPKIAZ
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