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Sulycsokkento gyogyszerek Europaban 1

Orlistat

= Gastric and pancreatic lipase inhibitor

= 60 mg (OTC) 120 mg (Rx) 3 times
daily, oral o omach

3.1%

Pancreas

Naltrexone/bupropion B

= QOpioid antagonist/antidepressant ” : 4 4.8%-5.2%
‘ .lntettmes \

= 16 mg/180 mg twice daily, oral

Liraglutid 3 mg
= GLP-1RA
= 3 mg once daily, SC

9.4%

Medication Central site of action Peripheral site of action

@ GLP-1 Receptor Agonists 13459 Gastrointestinal tract
Szem aglutld 2,4 m @ Nalrexone/Bupropion 12346710 None
Phentermine/Topiramate 238 None
= GLP-1RA - P 12.4%
A Orlistat None Gastrointestinal tract
m
2'4 mg Once Weekly’ =3 GIP/GLP-1 dual agonists 1.3.4,59 Adipose tissue, gastrointestinal tract

OTC, over the counter; RA, receptor antagonist; Rx, prescription; SC, subcutaneous.
Adapted from Bliher M, et al. Diabetes Obes Metab. 2023;25:2058-2072; Chakhtoura M, et al. EClinicalMedicine. 2023;58:101882.



Sulycsokkento gyogyszerek Eurdopaban 2

Tirzepatid 5 10. 15 mg* Key Metabolic Sites of Actid P-1 and GIPE]

) ®GLP-1 o S
* GIPR/GLP-1R dual agonist 3 34 4Satiety
4 ¢Nausea/Emesis
= Available for the treatment of T2D (US)!! % 4 $Neuroprotection
bo : -

= Approved by EMA in 2022 (T2D)]
= Approved for thedkeatment of Obesity

Heart

4Cardioprotection
$Lipid metabolism
$Heart Rate

4 4Insulin Intesti

: :Sluca?ont . ' ' $Lipoprotein
sl el secretion
< Bone
White Adipose +Bone Resorption
$Lipolysis $Bone Formation

% Lipogenesis
# Adipokines Vasculature

$vasodilation/
Blood Flow

GIPR, GIP receptor
1. Tirzepatide [Pl]. Approved 2022. Revised November 2023; 2. Tirzepatide [PI]. EMA. Published November 25, 2022. Updated October 26, 2023; 3. Campbell JE, et al. Cell Metab. 2023;35:1519



Az obezitas/tulsuly kezelésében a tirzepatid szegepe

GIP dominans kettds receptor agonista
IGLP-1 Receptor Agonistl']
0 4

GIP/ GLP-1 -RA alkalmazasaval elérheto a >20
sulycsokkenés

GLP-1R GIPR

C20 diacid-y-Glu-(AE

Pharmacokinetics

= ~ 5-day half-life allows for
subcutaneous once-weekly dosing!!

GIP, gastric inhibitory polypeptide.
1. Brandt SJ, et al. J Endocrinol. 2018;238:R109-R119; 2. Coskun T, et al. Mol Metab. 2018;18:3-14.



A testtomegcsokkenés kedvezO hatasai

Teraplas wsszalepes Be -modosito hatas”

lehetséges ardiovaszkuldaris
v’ Kardio F % 5é halalozas
v T2DM v’ 0OSA v’ T2DM remisszio
prevencio NASH v' HFpEF
v NAFLD ERD
v" PCOS elet stressz-inkontinencia

v Hypertonia

v’ Diszlipidémia v" Terdarthrosis
v Hyperglycaemia
0-5% -

0 mértéki testsulycsokkenés és egészségjavulas

Ryan D H et al. Curr Obes Rep (2017) 6:187-194.



Tirzepatid 10-15mg/hét s.c. - SUMMIT vizsgalat - HFpEF és obezitasban

Death from CV causes or a Worsening Hea

100+ 20+ Hazard ratio. 0.62 (95””0 C1,041-0
90 P=0.026
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Weeks since Randomization

No. at Ris
Placebo 367 361 349 339 332 328 318 268 259 240 219 215 195 165 145 94 73 45
Tirzepatide 364 359 349 344 340 338 333 284 275 251 228 220 196 167 146 105 82 46

2. Packer M, etal. N Engl J Med. 2024. doi: 10.1056/NEJM0a2410027. [Epub ahead of print].



Tirzepatid 5-10-15mg/hét s.c. - SURMOUNT-1 vizsgalat -40% prediabétesz

Tirzepatide: dual GIP/GLP-1 receptor co-agonis

Participants s

Placebo
= N = 2539

aged 2 18 years
= BMI 2 30 or 2 27

Tirzepatide § mg

o -15.0
with 2 1 comorbidity, ;
- -195
excluding T2D $-209
= 2 1 unsuccessf e B ; ; ; —
_ 0 4 8 12162024 36 48 60 n— TRE
dietary effort to Time Since Randomization, Weeks
|Ose We'Q ht © Tirzepatide 5 mg v Tirzepatide 10 mg © Tirzepatide 15 mg o Placebo

Overall mean baseline weight = 104.8 kg

GIP, glucose-dependent insulinotropic polypeptide; TRE, treatment-regimen estimand
Jastreboff AM, et al. N Engl J Med. 2022;387:205-216



SURMOUNT-1vizsgalat DEXA
alcsoport testosszetétel valtozas

Long acting GIPR agonism
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Regmi A, Aihara E, Christe MEY
nutrient metabolism through lon
2024;36(7):1534-1549.e7. doi: 10

s the regulation of adipocyte
e GIP receptor. Cell Metab.
j.cmet.2024.05.010 .

Body composition changes during weight reduction with tirzepatide in the SURMOUNT-1
study of adults with obesity or overweight

Diabetes Obesity Metabolism, Volume: 27, Issue: 5, Pages: 2720-2729, First published: 25 February
2025, DOI: (10.1111/dom.16275)
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Tirzepatiddal szerzett tapasztalatok

Gyors, nagy mértéki testsulycsokkenés.
CV riziké6faktorok javulasa

Diétas tanacsadas — testsulymegtartasban

Fizikai aktivitas fokozasa — izomtQaeg tarta

Individualis, flexibilis kezelés”
Telemedicina, am o)
rz

Rendszere




Az obezitas kezelese — kronikus relabalo korkep

Percent change in body weight (week 0-88)

Overall mean baseline body weight=107.3 |

0@ :
SURMOUNT 4 e ;
o\o -5 \. E
Patients 2 18 y, BMI = 30 ®, 95 | -99
<)) [o) | )y
> > ‘s ~10 NG i : = i .
or BMI 227 and = 1 g - : Placsbo & T
weight-related complication, = ; - * |
no diabetes (N = 670) r~ adin g | . | '
.l :
36-wk lead-in with tirzepatide, S g s 3
i i o ' 258 | 25
then tirzepatide or pla | > ¢ S ¢ o
‘ ) Tirzepatide ' |
' FOIIOW-up 52 -30 +— y— ™ T T T T t T T T T T . 1
. 0 4 8 12 16 20 24 28 32 36 40 52 64 76 88 Hybrid
Endpoint: ch imputation
to wk 88 in bod ight Time after start of lead-in period, wk
No. at risk
Tirzepatide lead-in 670 666 669 668 667 667 669 663 659 670
Tirzepatide 335333 328 317 310 310 335
Placebo 335330 317 303 292 289 335

Aronne L, et al. JAMA. 2024:331:38



Tirzepatiddal szerzett tapasztalatok

Mondjuk el a betegnek hogy a gyégyszer elhagyasa utan
testsulynovekedés varhato.

Hogyan hagyja abba a gyégyszert?

A gyogyszer elhagyasakor fo tossa
csokkentés vagy mini

Mit tegyunk ha sze agyasakor testsulynovekedés?




Eurdpai Elhizastudomanyi Tarsasag (EASQO) ajanlasa tartalmazza az

elhizas es szovodmenyeinek gyogyszeres kezeleset.

Obesity management

medication decision

Body weight management in obesity

Mo complications present

Goal to treat: Fat mass accumulation to
prevent dysfunction in non-adipose organs

Goal to treat: Reverse d
in non-adipose

Complications present

Fat mass diseases:
Altered and pathological
mechanical forces

1 |
OSAS*

Total body
weight loss
at endpoint

OSAS

Primar T
¥ remission

endpoints:

w

Tirzepatide
Semaglutide
Phen-Topic
Liragluti

Available

Scientific

evidence
published up to
31 January 2025
- Tirzepatide
- Phen-Topir
= Naltr-Bupr
= Orlistat

= Phen-Topir
= Liraglutide
= Naltr-Bupr
= Orlistat

Mot available

restoration

Tirzepatide/
Semaglutide
Liraglutide

Orlistat

- Phen-Topir
= Orlistat
- Naltr-Bupr

oglycemia

Complications management in obesity

Diabetes
remission

|

Tirzepatide/
Semaglutide
Liraglutide
Naltr-Bupr

- Phen-Topir
= Orlistat

ype 2 diabetes

CVD*

MACE

w

Semaglutide

Maltr-Bupr

- Tirzepatide
- Phen-Topir
= Liraglutide
= Orlista

Heart failure*

Hospitalization
for heart failure

|

Tirzepatide/
Semaglutide

= Phen-Topir
= Liraglutide
- Naltr-Bupr
= Orlistat

|
MASLD*

MASH
remission

l

Tirzepatide
Semaglutide

- Phen-Topir
= Liraglutide
- Naltr-Bupr
- Orlistat

*The awvailable number of trials for this category limits the reliability
of the analysis performed and clinical judgment is recommended.

Published online 02-october-2025 Nature Medicine Barbara McGowan, Framework for the pharmacological treatment of obesity and its complications from the European
Association for the Study of Obesity (EASO)
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SURPASS-CVOT- 5,10,15 mg/het tirzepatid
osszehasonlitva aktiv hatoanyag dulaglutid 1.5 mg /hét

Mounijaro (tirzepatide)

icity (dulaglutide)

Primary Endpoint
Time-to-first
occurrence of
MACE-3'
Secondary Endpoint
Time to all-cause

~

~

rd ratio = 0.84 )
5.0% CI: 0.75t0 0.94

p = 0.002V )
.97 mL/min/1.73 m?2 -8.51 mL/min/1.73 m?2
Estimated treatment difference:
3.54 mL/min/1.73 m2 (95.0% Cl: 2.57 to 4.50)
L/min/1.73 p < 0_001iv
REWIND és SURPASS-CV 2 3t 36 monthsV
A1C reduction from 1.73 % 0.90 %
MACE-3 28% mean baseline of Estimated treatment difference:
dsszhalalozas 3 ke 8.39% at 36 -0.83% (95.0% Cl: -0.88 to -0.78)
monthsV:V! p < 0.001 iv
Tirzepatid —placebo Change from mean | .12 06% (-11.43 kq / -25.20 Ibs)| -4.95% (-4.65 kg / -10.25 Ibs)|
El6re meghatarozott k§Zvetett baseline of 92.6 kg Estimated treatment difference:
elmezés (204.15 Ibs) in body -7.1% (95.0% Cl: -7.4 10 -6.8)
weight at 36 "
months%Vi p < 0.001

https://www.prnewswire.com/news-releases/lillys-mounjaro-tirzepatide-a-gipglp-1-dual-agonist demonstrated-cardiovascular-protection-in-landmark-head-to-head-trial-reinforcing-its- 13
benefit-in-patients-with-type-2-diabetes-and-heart-disease 302517872.html



SURMOUNT-5 vizsgalat-tirzepatid MTD (10mg vagy 15mg) vagy
szemaglutid MTD (1.7mg vagy 2.4mg ) osszehasonlita es felndttekben

A Change in Body Weight B Change in Waist Circu

Overall mean baseline weight=113.2 kg waist circumference=118.4 cm

0
—4-
o
e -8 T
% % Semaglutid
& -12- Semaglutide - emaginice
o = -14.7
¥ < N
E =y v -6 Tirzepatide
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U171 AT T T T | — | |
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Weeks since Randomization

750 beteg; > 18¢év; | 30 vagy > BMI 27 + 1 CV kockazati tényezd; > 1 sikertelen testsulycsokkentés

2025 Jul 3;393(1):26-36. doi: 10.1056/NEJM0a2416394. Epub 2025 May 11: Tirzepatide as Compared with Semaglutide for the Treatment of Obesity

Louis J Aronne %, Deborah Bade Horn 2, Carel W le Roux 34, Wayne Ho 28, Beverly L FalconZ, Elisa Gomez Valderas Z, Sagar Das Z, Clare J Lee Z, Leonard C Glass <, Caqri 14
Senyucel Z, Julia P Dunn Z; SURMOUNT-5 Trial Investigators
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SURMOUNT-5 vizsgalat
tirzepatid MTD (10mg vagy 15mg) vagy szemaglutid MTD (1.7mg vagy 2.4mg)
osszehasonlitasa obes felnottekben

Table 2. Primary and Secondary End Points for the Modified Treatment-Regimen Estimand.

Treatment Difference or
Relative Risk (95% Cl)*

. ~6.5 (-8.1 to —4.9)
-13.0 (-14.3 to -11.7) -5.4 (-7.1t0 -3.6)

¢ (81.6) 227 (60.5) 1.3 (1.2 to 1.5)
241 (64.6) 151 (40.1) 1.6 (1.4 to 1.9)

Tirzepatide
End Point (N=374

Primary end point

Least-squares mean percent change in body weight (95% Cl) -20.2 (-21. -14.9 to -12.6)

Key secondary end points
Least-squares mean change in waist circumference — ¢ -19.6 to 17.2)
Weight reduction of 210% — no. (%)
Weight reduction of 215% — no. (%) T

Weight reduction of =20% — no. 181 (48.4) 103 (27.3) 1.8 (1.5t0 2.2)
Weight reduction of 225% —n 118 (31.6) 60 (16.1) 2.0 (1.51t0 2.6)
Additional seconda

Weight reduction o 74 (19.7) 26 (6.9) 2.8 (1.9to0 4.3)
Least-squares mean e in body weight — kg -22.8 (-24.1to -21.5) -15.0 (-16.3 to -13.7) -7.9 (-9.7 to -6.0)
Least-squares mean cha in body-mass index -8.0 (-8.5to0-7.5) -5.3 (-5.8 to -4.8) -2.7 (-3.3t0-2.0)

2025 Jul 3;393(1):26-36. doi: 10.1056/NEJM0a2416394. Epub 2025 May 11: Tirzepatide as Compared with Semaglutide for the Treatment of Obesity
Louis J Aronne %, Deborah Bade Horn 2, Carel W le Roux 34, Wayne Ho 28, Beverly L FalconZ, Elisa Gomez Valderas Z, Sagar Das Z, Clare J Lee Z, Leonard C Glass <, Caqri
Senyucel Z, Julia P Dunn Z; SURMOUNT-5 Trial Investigators
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SURMOUNT-5 vizsgalat utéelemzése — 10 éves CV kockazat
csokkenés becslése
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-23.7% -23.7%
sfokk koK skokok
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TZP 15mg or MTD =&= SEMA 2.4mg or MTD

European Heart Journal Open (2025) 5, oeaf117 https://doi.org/10.1093/ehjopen/oeafll?; Tirzepatide compared with semaglutide and 10-year cardiovascular disease risk
reduction in obesity: post-hoc analysis of the SURMOUNT-5 trial Mamas A. Mamas 16



https://doi.org/10.1093/ehjopen/oeaf117

SURMOUNT-5 vizsgalat utoelemzese — 10 eves CV kockazat csokkenés
becslese
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European Heart Journal Open (2025) 5, oeaf117 https://doi.org/10.1093/ehjopen/oeafll17; Tirzepatide compared with semaglutide and 10-year
cardiovascular disease risk reduction in obesity: post-hoc analysis of the SURMOUNT-5 trial Mamas A. Mamas 17



https://doi.org/10.1093/ehjopen/oeaf117

Osszefoglalas- tirzepatid

Az obesitas kronikus, relabalo betegseég, minél
korabbi , tartos kezeléssel megvaltoztathato a

szovodmeények el6fordulasa.

A()Federation
of New York

A GIP/GLP-1-RA kezelés kiemelkedd

hatékonysagu.

GIP dominans kettd ta

gyogyszeros |0je a tirzepatid.

Jol toleralhat érzik magukat a betegek.

18





