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* princip inkretinového efektu = burky tenkého
stfeva > dva inkretiny: glukagon-like peptid 1 —
(GLP-1) a gastricky inhibi¢ni polypeptid (GIP)

* sekrece stoupa postprandialné
* Vyvoj kombinovanych léka GLP-1 + GIP

Uvod - GLP-1 signalni cesta

Pankreaticky efekt - zvyseni sekrece inzulinu a naopak
shizeni sekrece glukagonu, syntéza inzulinu de novo, expresi GLUT 2
a protekci beta bunék pankreatu
- pokles postprandialni glykémie
Extrapankreaticky efekt

+ Stimulate B cell

Kardiovaskularni systém - pfedpoklada se antiaterogenni efekt
* Protect from ischemicinjury proliferation

GIT - zpomaleni vyprazdriovani zaludku + Ameliorate neuroinflammation * Reduce intravascular .
+ Reduce appetite oxidative stress apoptosis
« Alleviate behavioral deficits * Increase
cardiomyocyte
activity
+ Enhance vasodilation
. . . . . . * Improve cardiac
Chen, J., Mei, A., Wei, Y., Li, C., Qian, H., Min, X., Yang, H., Dong, L., Rao, X., & Zhong, J. (2022). GLP-1 receptor agonist as a function

modulator of innate immunity. Frontiers in Immunology, 13, 997578. https://doi.org/10.3389/fimmu.2022.997578

* Promote insulin
secretion

* Inhibit hepatocyte
gluconeogenesis
» Suppress oxidative

stress

* Reduce blood glucose
* Promote energy expenditure



Molekula

Semaglutide

Liraglutide

Dulaglutide

Exenatide

Lixisenatide
Albiglutide

Molekula

Tirzepatide

Typ receptoroveho
plsobeni

GLP-1

GLP-1

GLP-1

GLP-1

GLP-1
GLP-1

Typ receptorového
plUsobeni

GLP-1 + GIP

Status (2026)

schvalen

schvéalen

schvalen

schvalen

schvalen (omezené)

ukoncen

Status (2026)

schvalen

Hlavni ucinek

¥ apetitu, V¥ glykemie,
vyrazné hubnuti

¥ glykemie, mirngjsi
hubnuti (denni
davkovani)

primarné glykemicka
kontrola (méné vaha)

starSi molekula, kratsi
ucinek
kratkodoby GLP-1 efekt

historicka molekula

Hlavni ucinek

silnéjSi v vahya ¥
glykemie nez GLP-1
samotné
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- tlumi pfehnanou odpoved

- synapticka plasticita

- sniZeni cravingu napfic latkami

- snizenivzniku i relapsu zavislosti
- zvySeni kontroly chovani

- snizeni saliance

- neuroinflamatorni vliv

>——e Glutamine

Diagram showing some of the key components of the mesocorticolimbic (“reward”) circuit. Includes
dopaminergic, GABA-ergic, and Glutaminergic pathways between the ventral tegmental area,
nucleus accumbens prefrontal cortex, amygdala and hippocampus. Source: Wikimedia
Commons” (license: CC BY-SA 4.0).

Dopamine


https://w.wiki/G7cA
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Exploring Predictors of Treatment Response to GLP-1
Receptor Agonists for Smoking Cessation

Luba Yammine, Constanza de Dios, Robert Suchting, Charles E Green, David A Nielsen, Consuelo Walss-Bass, Joy M Schmitz, Exploring Predictors of Treatment
Response to GLP-1 Receptor Agonists for Smoking Cessation, Nicotine & Tobacco Research, Volume 27, Issue 7, July 2025, Pages 1294—

1300, https://doi.org/10.1093/ntr/ntaf005

- randomizovana kontrolovana studie + sekundarni analyza

- 84 kuraku, s nadvahou/obezitou nebo prediabetem

- 2 skupiny: exenatid 1x tydné x placebo

- vSichni méli kratkou intervencia 21 mg nikotinovou naplast

- GLP1 agonista byl ucinngjsi u téechto skupin:

silnéjsi kuraci (> 20 cigaret dennég)

pacientl bez prediabetu a bez obezity

pacientl bez depresivnich symptom(

lepSi odpoved u genotypu CHRNAS — mozna farmakogeneticka zavislost


https://doi.org/10.1093/ntr/ntaf005
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GLP-1 receptor agonists for smoking
cessation: a narrative review of
weight management potential

Ahmed GU, Zehra E, Rasheed S, Akhtar SO, Raza AA, Mujaddadi K, Samadi A. GLP-1 receptor agonists for
smoking cessation: a narrative review of weight management potential. Ann Med Surg (Lond). 2026 Jan
27;88(3):2373-2382. doi: 10.1097/MS9.0000000000004725. PMID: 41789246; PMCID: PMC12959817.

- limity studie:

vétSina dat na zvifecich modelech
klinicka evidence zatim
nedostatecna

nejasné dlouhodobé ucinky
nejasné dlouhodobé davkovani

Mechanism of Action
of GLP-1 RAs

@ Appetite

MA Regulation

* Preclinical: | hyperphagia
post-cessation

e Clinical: less post-quit
weight gain

Reward
Pathways

* Preclinical: 4 nicotine
self-administration

e Clinical: 4 cravings,
improved abstinence

Metabolic
Effects

* Preclinical:
- reduced food intake

¢ Clinical:
d glucose levels

GLP-1
RAs

Nuceus
Accumbens

GLP-1

RAs

Hypothalamus
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The use of GLP-1 receptor agonists and subsequent risk of
hicotine-related events: a cross- sectional study

Alsaleh, N.A., Alsharif, A.A., Johariji, H. et al. The use of GLP-1 receptor agonists and subsequent risk of nicotine-related
events: a cross- sectional study. BMC Public Health 26, 915 (2026). https://doi.org/10.1186/s12889-026-26474-6

- prufezova studie
- zdroj dat z velké databaze pacient(
- porovnavané skupiny s terapii GLP1 agonisty a pacienti bez této [éCby
- sledovan vyskyt nikotinové zavislosti, relapsu koureni a zdravotni udalosti spojené s nikotinem
- vysledky:
- nizSiriziko zdravotnich udalosti spojenych s nikotinem
- shizena dopaminova odpovéed na nikotin
- niZSi craving
- menSi pravdépodobnost navratu ke koureni
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Nicotine Craving Categories

Alsaleh et al., 2026
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Kazuistika
A.*1975
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Anamnéza:

Alergie: 0

FA: p.o.: Eliquis 2,5 mg tbl. 1-0-1, Concor 5 mg tbl. 1-0-1, Forxiga 10 mg tbl. 1-0-0, Furorese 125 mg tbl. 1-1-0, Rilmenidin 1 mg tbl.
1-0-1, Pantoprazol 40 mg tbl. 1-0-0, Atorvastatin 20 mg tbl. 1-0-0, Verospiron 25 mg tbl. 1-0-0, Agen 10 mg tbl. 1-0-0, Gopten 2 mg
tbl. 1-0-0, Allopurinol 100 mg tbl. 2-0-0, Pragiola 150 mg tbl. 1-0-1, s.c.: Ozempic 0,25 mg 1x tydné

OA:

Chronické onemocnéni ledvin 4. stupné nejasného stafi — disp. na nefrologii VFN

Chronické srdec¢ni selhani, HFmrEF, dg. 2024

Paroxysmalnifibrilace sini, dg. 2023

Arterialni hypertenze, dg. 2024

Diabetes mellitus 2. typu, dg. 2014

Polyneuropatie DK

Dyslipidémie

Obezita 3. stupné

Zavislost na tabaku

Tézky syndrom spankové apnoe

SPA: pracuje jako udrzbar, v minulosti fyzicky naro¢na prace, zije sam vrodinném domeé v Praze

Abusus: 20 cigaret denné + elektronicka cigareta, v minulosti vice, alkohol nyni minimalné, v minulosti vyrazné vice
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Abusus: 20 cigaret denné + elektronicka cigareta, v minulosti vice, alkohol nyni minimalné, v
minulosti vyrazné vice

- probéhla kratka intervence

- pacient postupné zcela zanechal koureni
- abstinenc¢ni pfiznaky minimalni

- stagnace redukce hmotnosti
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Mate néjaké zkusenosti s vlivem GLP1 agonistu na
odvykani koureni?
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Deéekuji za pozornost!
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