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Az eloado kyjelenti, hogy az eloadas elkészitesche
nem kapott sem anyagi, sem termes
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POPULATION

265 Women
73 Men

Adults with body mass
iIndex 230 or 227 with =21

weight-related comorbidities,

without diabetes

Mean age: 49 years

LOCATIONS

Sltes in the US l !

Rubino DM, Greenway FL, Khalid U,
or obesity without diabetes: the STE

INTERVENTION

\ @lents ran@
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Semaglutide

Once-weekly

subcutaneous
semaglutide,

2.4 mg

C
ge

127

Liraglutide

Once-daily
subcuta
l|r uti

%

In body weight at week 68

FINDIN

© AMA

change from baseline to week 68

ide
76 (95% Cl. -17.6% to -13.9%)

Liraglutide
-6.4% (95% C1, -8.2% to -4.6%)

Placebo
-1.99 (95% CI, -4.0% t0 0.2%)

Difference between semaglutide, 2.4 mgq,
vs liraglutide, 3.0 mq:

-9.4 percentage points
(95% Cl, -12.0t0 -6.8); P<.001

STEP 8 Investigators. Effect of weekly subcutaneous semaglutide vs daily liraglutide on body weight in adults with overweight
domized clinical trial. JAMA. Published January 11, 2022. doi:10.1001/jama.2021.23619
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Glucagon-Like-Peptid 1 Receptor Agonists and Heart Failure, Khan et al,

Circulation, 2020
The benefits of GLP-1 drugs beyond obesity, Drucker, Science, 2024



- AZ ELI-IiZA§
DIAGNOZISANAK, STADIUMAINAK

ES KEZELESENEK KERETRENDSZERE

Az elhizas diagnosztikai és kezelési iranyelvei a szovodményes kronikus betegségek standardjaiv-
osszehangolva az Eurdpai Elhizastudomanyi Tarsasag (EASO) kozzétett tanulmanya alapjan

MIERT SZUKSEGES AZ UJ KERETRENDSZER? o — o
,Az elhizas die isana M| 1épnie

Az elhfzé§ kr.f:')nikus, vis}szatérc") betegség, ki’alakulésa soktér’wezc”)s a kizardlag BV Wi meg, —
A betegség Osszetettsége miatt a hagyomanyos BMI-alapu

diagnosztikai megkozelités nem elégséges
ZSIRSZOVET DISZFUNKCIOJAVAL JARO KRONI BETEGSE
ADIPOSITY-BASED CHRO ISEASE (ABC} \

Q]
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Antropometriai megko
A testzsir eloszldsa (haskorfo

(0
OoQ
Jelentésége alacsonyabb BMI csoportokban:

25-30 kg/m2 BMI-vel él6k esetében is a
megnodvekedett hason belli zsir mar
fokozott kockazattal jar

'BEAVATKOZASOKKAL MEGELOZHETOK () Al
L OSSZEFUGGO TARSBETEGSEGEK
Eszségi allapot értékelése: Stadium jelzo rendszer:

Fizikai, funkcionalis és A betegség sulyossaga szerint
pszicholdgiai értékelések személyre szabott kezelést ir el6

/D

[
W

Hosszu tava egészségnyereség, Magatartdsi és tapldlkozasi Jelenleg a nagyobb mint 25 kg/ m2
fizikdlis és mentdlis jollét és beavatkozdsok, gydgyszeres kezelés BMI és szovodmények esetén ajanlott,
javulé az életminGség és bariatriai eljarasok klinikai nemcsak a magas BMI-vel él6k részére
indikacié alapjan

UTON A PARADIGMAVALTAS FELE AZ ELHIZAS KEZELESEBEN

A keretrendszer strukturdlt, hosszu tavd, e Osszehangolja az elhizés kezelését més krénikus betegségekkel
személyre szabott megkdzelitést igényel e Osztonzi a BMI hatdrértékektdl elmozduldst a klinikai vizsgélatokban
az elhizas kezelésében, tul a testsuly révid e A BMI nem elégséges. A testzsir eloszlasa a haskorfogat / testmagassdg arany

tdvid csokkentésén (WtHR) — a kardiometabolikus betegségek kockazatanak er6sebb mutatdja




European Association for the Study of Obesity

EASO OBESITY AND ITS IMPACTS ON HEALTH  EASO  OBESITY AND L8 IMPACTS ON HEALTH

European Association for the Study of Obesity

1 ( o 1

Neurological & Psychosocial Endocrine & Metabolic Disorders Neurological & Psychosocial Endocrine & Metabolic Disorders
» Higher incidence of Cerebrovascular Accidents (strokes) e Elevated risk of Type 2 Diabetes Mellitus (T2DM), * Higher incidence of Cerebrovascular Accident - » Elevated risk of Type 2 Diabetes Mellitus (T2DM),
and cognitive decline Metabolic Syndrome, Dyslipidemia, and hormonal imbalar and cognitive decline — 4 Metabolic Syndrome, Dyslipidemia, and hormonal imbalances
« Increased prevalence of mental health disorders, including » Increased prevalence of mental health disord ding & 4 o
depression, anxiety, body dissatisfaction, and low self-esteem ] depression, anxiety, body dissatisfagi nd lo -estee ! A ]
r Cardiovascular e = o I 1 Cardiovascular
¢ Increased incidence of Coronary Artery Disease ' & e Increased incidence of Coronary Artery Disease

Respiratory and Hypertension . Re ry - > /| ;_ ! and Hypertension

Sleep SA)

] ndrom , ’ - B | ]
Immune = Wl Immune

¢ Chronic low-grade inflammation and impaired g i B ¢ Chronic low-grade inflammation and impaired
immune responses \ immune responses

|

Some Cancers
e Including increased risk of colorectal, prostate, and liver cancer

~ 3 Renal
e Elevated risk of Chronic Kidney Disease (CKD)

]

Musculoskeletal
» Predisposition to Osteoarthritis, reduced mobility,
and sarcopenia

» Association with Obstructive Sleep Apnea (OSA)
and hypoventilation syndromes

|

Digestive
e Increased risk of Metabolic Dysfunction—Associated
Steatotic Liver Disease (MASLD) and certain malignancies

[

Integumentary (Skin)
» Prone to infections and dermatological conditions ~ Lipoedema
¢ Associated with acanthosis nigricans and psoriasis

[

Reproductive
e Linked to infertility and complications during gestation
« Higher incidence of polycystic ovary syndrome (PCOS)

Steatotic Liv and certain malignancies

Integumentary (Skin) ;
» Prone to infections and dermatological conditions J]

» Associated with acanthosis nigricans and psoriasis

Reproductive
e Linked to infertility ‘

'MALE

BMI = 30 kg/m? or BMI = 25 kg/m? and Waist to Height Ratio = 0.5 with medical,
functional or psychological impairments or complications

BMI = 30 kg/m? or BMI = 25 kg
functional or ps

Developed by the European Associa

Read the full publication in Alats Developed by the European Association for the Study of Obesity enquiries@easo.org | www.easo.org

Read the full publication in Nature Medicine: https://doi.org/10.1038/s41591-024-03095-3




Cardiovascularis hatasok

A Primary Cardiovascular Composite End Point

» Heti 2,4 mg s.c. semaglutid 40 hénap atlagos kovetéssel 20%-kal
csokkentette a nagyobb kardiovaszkularis események (CV-halal, nem
fatalis MI, stroke) kockazatat nem diabéteszes, de elhizott és CV-beteg
betegekben.

Cumulative Incidence (%)

No. at Risk
Placebo

 JelentOs suly- ¢s gyulladascsokkenes, kedvezo lipid- €s vernyo
hatas, alacsonyabb 0j diabétesz elofordulas.

Semaglutide 8¢

100+
90-
30—
70+
60—
50+
40+
30-

88

104

Hazard ratio, 0.80 (95% Cl, 0.72-0.90)

P<0.001 for superiority . ‘

Placek

Randomization

8/ 8326 8164 7101 5660 4015 1672
8561 8427 8254 7229 5777 4126 1734

Cumulative

MNo. at Risk
Placebo

eath from Cardiovascular Causes
100+
90-
20—
70 -
60-
50

Hazard ratio, 0.85 (95% Cl, 0.71-1.01)
P=0.07

Placebo

Semaglutide

40-
30+
D— [ I I I I | I |
20- 0 6 12 18 24 30 36 42 48
10+
0 . f—— : o
0 6 12 18 24 30 36 42 48
Months since Randomization
8801 8733 8634 8528 8430 7395 5938 4250 1793

Semaglutide 8803 8748 8673 8584 8465 7452 5988 4315 1832

e A kardiovaszkularis kockazatcsokkenés mar a kezelé

honapjdban megjelent "
 korai, pleiotrop hatasok (pl. gyulladascsé E
javulas, vérnyomas- és lipidvaltozas :
» Csak masodlagos preven onek volt mar CV-
betegsége
No. at Risk

Placebo

100+
90—
30—
70

Heart Failure Composite End Point

8801 8711
Semaglutide 8803 8740 8654 8557 8425 7409 5944 4277 1816

6 Hazard ratio, 0.82 (95% Cl, 0.71-0.96)
5_
Placebo
4_
3_
Semaglutide
2_
_'|__
n ] I | 1 | ] I |
0 6 12 18 24 30 36 42 48
R
s T T T T 1
6 12 18 24 30 36 42 48

Months since Randomization

8601 8435 8381 7341 58385 4198 1766

D Death from Any Cause

Cumulative Incidence (%)

MNo. at Risk
Placebo

100+
90-
80-
70—
60-
50-
40-
30-
20+
10+

0

8801 2733

77 Hazard ratio, 0.81 (95% Cl, 0.71-0.93)
E_
5_
Placebo
4_
3 Semaglutide
2_
1_
D | 1 | | 1 | 1 |
0 6 12 18 24 30 36 42 48
e —= - —n
| — T T T T ]
0 6 12 18 24 30 16 42 48
Months since Randomization

8634 8528 8430 7395 5938 4250 1793

Semaglutide 8803 8748 8673 8584 8465 7452 5988 4315 1832

Semaglutide and Cardiovascular Outcomes in Obesity Without Diabetes, Lincoff, NEJM, 2023



Proportion of patients (%)

Figure 3: Time to first MACE by percentage chan
in body weight (baseline to week 20; in-trial

- - —— - — -

18 24 30 36 42 48
ime since randomisation (months)

Semaglutid®2.4 mg —— BW loss <5% orweightgain — BW loss >5%

Placebo - BW loss <5% or weight gain —— BW loss >5%



Pancreas

T Somatostatin secretion
T Insulin secretion

T Beta-cell proliferation

Stomach

| Gastric emptying
1 Acid secretion

Gut

1 Motility
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1 Food and water intake

T Cardioprotection

T Glucose utilization

T Cardiac output
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Immune system |3
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Glucagon-Like-Peptid 1 Receptor Agonists and Heart Failure, Khan et al, Circulation, 2020
The benefits of GLP-1 drugs beyond obesity, Drucker, Science, 2024
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MAKROFAG-POLARIZACIO MODULALASA
~ NOVELI AZ M2 MAKROFAGOK ARANYAT

ENDOTEL-FUNKCIO JAVITASA
- GATOLJA AZ NF-kB JELATVITEL

~» MAJBAN ES BELBEN KIFEJTET HATASOK
"~ -~ CSOKKENTI AZ IL-6 ES CRP TERMELESET

)\ ZSIRSZOVET GYULLADASANAK
-/ CSOKKENTESE

- MERSEKLI A CIT(KINTERMELEST



HFpEF

- a HFpEF a szivelégtelenség eseteinek kb. 50—-60%-at teszi ki vilagszerte.
- gyakori kiserObetegsegek: obesitas (>80%), 2-es tipusu diabetes (~45%), hypertonia, CAD, CKD

- Metabolikus hatas
- Testsulycsokkentés

- Gyulladascsokkentés:
(CRP-csokkenés 43,5%, ami a myocardialis és endothelialis gyul

merseklo
- Hemodinamikai / dekongetiv hatas:

n . Placebo [STEP MFpEF DM)

mérseklodd volumen-terhelés, javulo renalis hemodi

Kemény végpont RCT nincs, de retros rhazi felveételt

osszhalalozast 1s csOkkentette

Magnitude of Ch

KCCQ-CSS GMWT %% Weight CRP
Change Distance (m) Loss Reduction (%)

Arty F, Shreya D, Chaudhry A, Sohini S. Semaglutide in Heart Failure With Preserved Ejection Fraction: Emerging Evidence and Clinical Implications. Cureus. 2025 Jul
9;17(7):e87605. doi: 10.7759/cureus.87605. PMID: 40786355; PMCID: PMC12333672



Vese

-a semaglutid fliggetleniil a vércukorszinttol, vérnyomastol, BMI-tdl és albuminuriatol lassitotta az eGFR csokkenését.
- hatas nem magyarazhato pusztan testsulycsokkenéssel s em

hatas valoszintlileg részben HbA 1c¢- ¢s vernyomascsokkenésen tulmutato, kozvetlen renali at 1s magaban foglal (endothelfi
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Apperloo EM, Cherney DZI, Kuhiman AB, Mann JFE, Rasmussen S, Rossing P, Tuttle KR, Vrhnjak B, Heerspink HJL. Effect of semaglutide on kidney function across different levels of baseline HbAlc, blood pressure, body weight and albuminuria in SUS



PCOS

Randomizalt, nyilt vizsgalat
(Semaglutid vs. metformin, 1
honap)

e Nagyobb testsuly-, BMI- és
derék-csokkenés

e | tesztoszteron
e |, visceralis adipositas
e | CRP

e N menstruacios ciklus-
helyreallas (35%)

e I spontan fog

vegpont)

Egyeb hatasok

iai hatasok

latok, folyamatban

Osteoarthritis Neu

Folyamatban lévo RCT
e | fajdalom
e M fizikai funkcio
e Mechanizmus:
terhelés csé

encia / Alzheimer /
stroke kockazat

e Nincs szignifikans kulonbseg
Parkinson-ban

e Neuroprotektiv utak:

6dositd hatds még — mikroglia-aktivacio |,

azolt (nincs radiolégiai — oxidativ stressz {,

e | depresszid / szorongas /
addiktiv viselkedések (nikotin,
alkohol, étel)

PAD

Chen H, Lei X, Yang Z, Xu Y, Liu D, Wang C, Du H. Effects of combined metformin and semaglutide therapy on body weight, metabolic parameters, and reproductive outcomes in overweight/obese women with polycystic ovary syndrome: a prospective, randomized, cont
Anderer S. Semaglutide Eases Knee Osteoarthritis Pain in People With Obesity. JAMA. 2025;333(1):12. doi:10.1001/jama.2024.24260

Siddeeque N, Hussein MH, Abdelmaksoud A, Bishop J, Attia AS, Elshazli RM, Fawzy MS, Toraih EA. Neuroprotective effects of GLP-1 receptor agonists in neurodegenerative-Disorders:-A-Large-Scale-Propensity-Matched-cohort-study-Int-Immunopharmacol. 2024 Dec :



MASH/MASLD

- a fibrosis sulyossagaval parhuzamosan nott a kockazati tényezdk szama
- egyszeru klinikai paraméterekkel (BMI, T2DM, enzimek) sok F2—F3 bete
- a FIB-4 gyakran alulbecsiili a fibrosis sulyossagat

B Reduction in Liver Fibrosis with No Worsening of
Steatohepatitis
100
)
70-
% Estimated difference,
§ 60- 14.4 (95% Cl, 7.5— 21.3)
5 5o- | P<0.001 |
R
A 343 o 40- 36.8
£ £ 30-
O S 22.4
g g -
10-
0
Semaglutide, 2.4 mg Placebo Semaglutide, 2.4 mg Placebo
(N=534) (N=266) (N=534) (N=266)

Newsome PN, Sanyal AJ, Engebretsen KA, Kliers |, Jstergaard L, Vanni D, Bugianesi E, Rinella ME, Roden M, Ratziu V. Semaglutide 2.4 mg in Participants With Metabolic Dysfunction-Associated Steatohepatitis: Baseline Characteristics and Design of the Phase 3 ES



Kontraindikacio

e Medulla stmlrlgy
carcinopia EN2

Terhesseq, szoptatas
Tulerzekenyse
Pancreati

efidraciol)
ajkarosodas Obesitas indikacioban

Sulyos gastrointestinalis
betegsegek

12 éves kor alatt



I-es tipusu diabetes

~
(=

sulin (U)

USA-ban az I-es tipusu diabetes 34%-a tulsulyos, 28%-a

elhizott

Sulycsokkenés a T2D-ben tapasztaltakhoz hasonl

Kevesebb inzulinigény a

Cardiovascularis elony!
Hypoglkyaemia, (euglykaemia

o°

Carbohydrate (g)
@
o

- Placebo
— Semaglutide

s Placebo
Semaglutide

Week

Pasqua, MR., Tsoukas, M.A., Kobayati, A. et al. Subcutaneous weekly semaglutide with automated insulin delivery in type 1 diabetes: a double-blind, randomized, crossover trial. Nat Med 31, 1239-1245 (2025).



Tovabbi inkretin alapu terapiak
Nush based therapies

Cotadutide
Compared with liraglutide

Mazdutide
Compared with dulagiutide

Survodutide
Compared with

lutide and semag

with liraglutide
NC9204-1177

G3215

Pemvidutide
JNJ-54728518
Pegapamodutide
MK8521



Figure. Mean percentage body weight change (A and B) and proportion of participants reaching d
A)

Mean body weight change from baseline (%)

|
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S. Wharton et al Efficacy and Safety of Semaglutide 7.2 mg in Obesity—STEP UP Trial. Diabetes 20 June 2025; 74 (Supplement_1): 1966-LB.



Orforglipron

al -pepitid GLP-1 analog

tkezéstdl fuggetlentl bevehetd
Obesitas indikacioval

Olcsobb elballitas, szallitas, tarolas

Fazis 3 vizsgalat

7,5/8,4/11,2% testsulycsokkenés
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Retatrutide

PRIMARY OUTCOME SECONDARY OUTCOME

Percentage Change in Weight from Baseline at 24 Weeks Percentage Change in Weight from Baseline at 48 Weeks
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Katsi V, Koutsopoulos G, Fragoulis C, Dimitriadis K, Tsioufis K. Retatrutide-A Game Changer in Obesity Pharmacotherapy. Biomolecules. 2025 May 30;15(6):796. doi: 10.3390/biom15060796. PMID: 40563436; PMCID: PMC12190491.



MariTide
(Maridebart Cafraglutid)

AMG 133 Mode of Action

B GIPR
INHIBITORY
ANTIBODY

M GLP-1
ACTIVATING
PEPTIDE

GLP-1IR
activation \
GLP-IR ary
activation = inhibition

Antite '$am (peptidbody)
s kezelése fejlesztve
Havi 1x sc

Fazis 2 vizsgalatokban 12-16%-0s
sulycsokkenés vs. placebo 2,5 %

»




Proportion of participants (%)

Proportion of participants (%)

Lifestyle intervention Endoscopic intervention®

Liraglutide 3-0 mg

Weight gain (%) Weight loss (%) Weight gain (%) Weight loss (%) Weight gain (%) Weight loss (%)

Contemporary medical, device and surgical therapies for obesity in adults, Perdomo CM et al, Lancet, 2023



STEP-1 és STEP-2 vizsgalatok osszehasonlitasa

Hl Semagl
Place

Testsulycsokkenés (%)

STEP-2

T2DM populaciéban (STEP-2) a fogyas kb. 5%-kal kisebb.
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