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Globalni prevalence obezity

/64
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1. World Obesity Federation: World Obesity Atlas, 2022. Available from: https://s3-eu-west-1.amazonaws.com/wof-files/World_Obesity_Atlas_2022.pdf. Accessed October 2022; 2. World Obesity Federation: Men living with obesity. Newest
available data. Available from: https://data.worldobesity.org/maps/?area=trends&group=M&year=2020. Accessed October 2022; 3. World Obesity Federation: Women living with obesity. Newest available data. Available from:
https://data.worldobesity.org/maps/?area=trends&group=F&year=2020. Accessed October 2022.



Predikce pro globalni prevalenci obezity

Prevalence v ¢ase!
Predpoklada se, ze celosvétova prevalence

obezity bude v pFistim desetileti neustale
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BMI, body mass index; bn, billion.
1. World Obesity Federation: World Obesity Atlas, 2022. Available from: https://s3-eu-west-1.amazonaws.com/wof-files/World_Obesity Atlas_2022.pdf. Accessed October 2022.



Obezita je nemoc

Date of recognition
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St el sl g sEreve, 2 “Obezita je povaZzovana za chronicky klinicky stav a je
obezita je chronicky, recidivujici, progresivni chorobny povazov?nal za vyslgdek mter:akcll genet|cky_ch,l )
o . y ver s . metabolickych, environmentalnich a behavioralnich
proces, a zdUraznuje potrebu okamzitych opatreni pro . . Y, .
. . et - faktoru a je spojena se zvySenim morbidity i
prevenci a kontrolu této globalni epidemie o
mortality”3

AACE, American Association of Clinical Endocrinologists; AMA, American Medical Association; EMA, European Medical Association; EASO, European Association for the Study of Obesity; NIH, US National Institutes for Health; OS, Obesity
Society; RCP, UK Royal College of Physicians; WHO, World Health Organization; WOF, World Obesity Federation 1. James WP. Int J Obes (Lond) 2008;32(Suppl 7):5120-126; 2. Kyle TK et al. Endocrinol Metab Clin North Am 2016;45:511-520;
3. EMA guideline on clinical evaluation of medicinal products used in weight management. Available at: https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-clinical-evaluation-medicinal-products-used-weight-
management-revision-1_en.pdf. Accessed October 2020; 4. Bray GA et al. Obes Rev 2017;18:715-723; 5. Physicians RCo. Obesity should be recognised as a disease. Available at: https://www.rcplondon.ac.uk/file/11920. Accessed October
2020; 6. Fruehbeck G et al. Obes Facts 2019;12:131-136.



2/3 Ceské dospélé populace ma nadvahu nebo obezitu

m PODVAHA  ®IDEALNIVAHA  ®m NADVAHA MOBEZITAI.STUPNE M OBEZITAIl.STUPNE mOBEZITA IIl. STUPNE

Kategorie BMI Hodnota BMI [kg/m?]

Idedinivdha 18,5-25

Obezita I. stupné 30-35
Obezita Il. stupné 35-40

STEM [ zdroj: STEM Prozkum publ. 2021 www.stem.cz



Narust prevalence obezity vede k narustu nakladu na |écbu komplikaci

Zvyseny podil komplikaci souvisejicich s obezitou na 100 PrirGstkové naklady na 100 000 jednotliveu*,
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*Incremental costs were calculated by multiplying incremental costs for each obesity-related complication to the corresponding prevalence in a population of 100,000 individuals without obesity and in a
population of 100,000 individuals with obesity, respectively.COPD, chronic obstructive pulmonary disease 1. Li Q et al. ] Med Econ 2015;18:1020-1028



Je obezita pouze dusledkem nadmérného prijmu energie

a snizeného energetického vydeje?
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1. Hall KD, et al. Am J Clin Nutr. 2022;115:1243-54; 2. Herrera BM, Lindgren CM. Curr Diab Rep. 2010;10:498-505; 3. Sominsky L, Spencer SJ. Front Psychol. 2014,5:434;

4. Luppino FS et al. Arch Gen Psychiatry. 2010;67:220-9; 5. Loring & Robertson. 2014. The Regional Office for Europe of the World Health Organization, pp.4; 6. Janssen LK & Juk JL. Canadian Adult Obesity
Available from https://obesitycanada.ca/quidelines/epidemiology. Accessed July 2022; 7. Lau D et al. Canadian Adult Obesity Clinical Practice Guidelines: The Science of Obesity. Available from

https://obesitycanada.ca/quidelines/science. Accessed November 2022.



Jaké jsou zakladni pilife managementu obezity?

Lifestyle doporuceni

- Légebna nutriéni terapie . e . .
L . Fyzické aktivita > Zmény zivotniho stylu jsou zakladem pro
' léébu jakéhokoli chronického
Behavioralni intervence: ~5% hmotnostni l:lbYtEk onemocnhnéni.

» Modifikace chovani
* Kognitivné behavioraini terapie Stejné& jako u jinych chronickych onemocnéni,

* Poradenstvi : v v i x
jako napf.. pfo |écbé art. hypertenze nebo
~5-15% hmotnostni Ubytek

Farmakoterapie: DM je vSak farmakoterapie nezbytna a je
' « Naltrexone/bupropion™* e Liraglutide 3.0mg"* nutno ji bratjako soucast dlouhodobé |éCebné
@ ’ « Phentermine/topiramate’  « Semaglutide 2.4mg™" strategie.
* Orlistat™

Chirurgickd intervence: ~ ~12-30% hmotnostni Gbytek

 Endoskopické vykony Ly

. . , . . 3 e ) Farmakoterapie nové

- Bariatricka chirurgie % RIS ) G STl generace
<& ’
O

e e ineuresil 15--17% ztrata hmotnosti

Prevzato z Horn et al. Postgrad Med. 2022;134:359-75. Approved in the EU* and UST 1. Horn et al. Postgrad Med. 2022;134:359-75; 2. Wadden TA et al. N Engl J Med. 2005;353:2111-20;
3. Wilding JPH et al. N Engl J Med. 2021,384:989-1002; 4. Torgerson JS et al. Diabetes Care. 2004;27:155-61; 5. Apovian C et al. Obesity. 2013;21:935-43; 6. Pi-Sunyer X et al. N Engl J Med. 2015;373:11-22; 7. Allison
D.B et al. Obesity. 2012;20:330-42; 8. Wharton S et al. CMAJ. 2020;192:E875-91.



Stupnovity pristup k |écbé obezity

BMI 25-26.9 kg/m? BMI 27-29.9 kg/m? BMI 30-34.9 kg/m? BMI 35-39.9 kg/m? BMI 240 kg/m?

Kdyz optimalni lékarsky
a behavioralni
management nebyl
dostatecny

Chirurgie
S komplikacemi
souvisejicimi s

obezitou
Farmakoterapie

i) P S komplikacemi

7 9 souvisejicimi s + + +
RS obezitou
Behavioralni

R -+ -+ -+ -+

Vsichni jedinci maji prospéch ze zdravého, dobre vyvazeného stravovaciho rezimu a pravidelné fyzické aktivity.

Wharton et al. CMAJ 2020;192:E875-91.



Mira poklesu télesné hmotnosti ve vztahu ke
komplikacim obezity

v Hypertenzel

v Glykémie !
o
o v PCOS!? v Prevence DM 2. typu !
% v NAFLD! v Dyslipidémiel
=
fl
$ v'OSAD! v KV onemocnéni
4 10-15% v GERD!? v'Inkontinence moc¢i
8 v NASH! v Osteoartroza

v'"Remise DM 2. typu 3
>15% v'KV mortalita 4
v'HFpEF 5

BP, blood pressure; CV, cardiovascular; GERD, gastro-oesophageal reflux disease; HbA1c, glycated hemoglobin; HFpEF, heart failure with preserved ejection fraction; NAFLD; non-alcoholic fatty liver disease; NASH, non-alcoholic
steatohepatitis; OSAS, obstructive sleep apnoea syndrome; PCOS, polycystic ovary syndrome; T2D, type 2 diabetes; TG, triglycerides. 1. Horn D et al. Postgrad Med. 2022;134:359-75; 2. Garvey WT et al. Endocr Pract. 2016,22(Suppl.
3):1-203; 3. Look AHEAD Research Group, Gregg EW et al. Lancet Diabetes Endocrinol. 2016,4:913-21; 4. Lean ME et al. Lancet. 2018;391:541-51; 5. Benraoune F & Litwin SE. Curr Opin Cardiol. 2011,;26:555—61; 6. Sundstrém J et al.
Circulation. 2017;135:1577-85; 7. Ryan DH & Yockey SR. Curr Obes Rep 2017,;6:187-94; 8. Meerasa A & Dash S. Weighing in on Type 2 Diabetes Remission. Diabetes Care 2022;45:28-30.



Obesity management as a primary treatment goal for type 2

diabetes: time to reframe the conversation

Obesity —p <

Obstructive sleep apnoea
Non-alcoholic steatohepatitis
Osteoarthritis
Hyperlipidaemia

Hypertension & » Macrovascular complications

Coronary artery disease

Type 2 diabetes ———p Hyperglycaemia —

— Microvascular complications

Weight-centric approach
Upstream intervention

Glucocentric approach
Downstream intervention

Figure 1: lllustration of the wide-ranging benefits of an upstream weight-centric approach versus a
glucocentric management approach

Ildiko Lingvay, Priya Sumithran, Ricardo V Cohen, Carel W le Roux Lancet 2022; 399: 394-405




HOLISTIC PERSON-CENTERED APPROACH TO T2DM MANAGEMENT

+CKD (on maximally tolerated dose of ACEi/ARB)
PREFERABLY SGLT2i with proven HF

benefit in this population

SG6LT2i with primary evidence of reducing CKD progression

Use SGLT2i in people with an eGFR =20 mL/min per 1.73 m?; once initiated should be Glyce':mc maﬂage'q:m:hchof?e
continued until initiation of dialysis or transplantation approaches that provide the efficacy

O0R of to achieve goals:

Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve and

If additional cardiorenal risk reduction or glycemic control

needed, consider combination SGLT2/GLP-1 RA . . maintain treatment goals
Consider local Complication . q .
health care ST e Consider avaidance of hypoglycemia a
setting and and priority in high-risk individuals

+ASCVD/Indicators of High Risk resntiss screening Health behavior

decision-making modification

GLP-1 RA with
proven CVD benefit

SGLT2i with proven
CVD benefit

Monitoring and

Language matters . .
ongoing review

If additional cardiorenal risk reduction or glycemic
control needed, consider combination SGLT2/GLP-1 RA

— S PRINCIPLES OF CARE

Diabetes structured Reducing risk of
education and support GOALS OF CARE hypoglycemia
+ Prevent complications
« Dptimize quality of life

Ensure strategies are in place to detect and
optimize management of CV risk factors' including

. . . factors ey .
CV risk factor screening and surveillance [ Set individualized weight management goals
Social Consider ,
determinants Avoid underlying . X . .
BP lowering of health therapeutic physiology General_lrfestyle_ a_dvu:e: Intensive evidence-
inertia medical nutrition based structured
therapy/eating patterns/ weight management
Lipid lowering physical activity program
Antithrombotic agents Consider _medication Consider metabolic
for weight loss surgery
Smoking cessation When choosing glucose-lowering therapies:
Consider regimen with high-to-very-high dual
glucose and weight efficacy

Psychosocial

Effective practice and

Achievement and Maintenance of
Weight Management Goals:




Nadvaha/obezita

Klinické charakteristiky a pridruzena Antiobezitika pro diouhodobou lé¢bu
l onemocnéni Ll naltrexon/bupropion liraglutid 3 mg
Selhani 1é¢by
Zména zivotniho stylu/ L s Prediabetes
kognitivn&-behaviordini terapie =
BMI 2 30 nebo 9 P BMI > 35 3 min, DM2
BMI > 27 a min. 1 komorbidita
lmm';” i Hypenenze kontraindikov:
A koronarni aterosklerdza
Kardiovaskularni srdedni arytmie
S Farmakoterapie Bariatrie Onpmcching srdeéni selhani
chybej data
1 lehka (50-79 mi/min)
l Poznamkat mw Ize wuflv stiedné tézka
pro ziepieni/udren vysledkll po bariatricky Porucha funkce ledvin | (30-49 ml/min)
PHitomnost - il tézka (< 20 mi/min)
komorbidit?
: Nefrolitiaza
l \\ lehka
‘ NE \ ANO Porucha funkce jater stiedné tézka kontraindikované
J léZka Kontraingdixova Kontraindikovane
Kontraindikace? Kontraindikace? (pHiohs 1) Deprese
mmm; Lékové Interakea? Uzkost
Proference pacienta? m :;‘dlty «&%2.‘..‘%, Psychotické chovani
/ ‘\ \
M:.u. 3 mésice = 2L o L Zachvatovité prejidani
Fentermin | Liraglutid 3,0 mg Liraglutid 3,0 mg
Naltrexon/bupropion Naltrexon/bupropion Zachvatovita nemocnéni v
Orlistat Orlistat onemocnéni/epilepsie anamneze
Pankreatitida eatitid anamneze
pogezreni/akutnl
Lééba opioidy kontraindikov:
Téhotenstvi/kojeni kontraindikovang kontraindikovane
Alkoholismus/
j j léV‘S‘OSﬂ Kontraingikov:
POGSIUPDUIICK
Pokracujte v lécbé Ukoncete lécbu sikoholu nebe




U¢inna latka

Velmi ¢aste
nezadouci ucinky
(incidence = 1/10)

Kontraindikace

fentermin 15 mg

orlistat 60 mg a 120 mg

naltrexon/bupropion
8 mg/90 mg

liraglutid 3 mg

Ucinky na CNS:

* psychoticke reakce
* psychozy

* deprese

* Nervozita

* agitovanost

* poruchy spanku

* insomnie a vertiqo
Ucinky na KV systém
« tachykardie

* palpitace

* hypertenze

* bolest na hrudi

Poruchy GIT:
* bolest bficha/nevolnost
* Unik stolice
pfi flatulenci
* nuceni na stolici
* mastna/olejovita stolice
* prujem
* flatulence
« CastéjSi defekace
Ucinky na CNS
* bolest hiavy
infekce hornich cest
dychacich
* VIIOZYy
U pacientd s DM2:

* hypoglykéemie

Poruchy GIT;

* hauzea

* Z4CPa

e Zvraceni
Ucinky na CNS

* bolest hlavy

Poruchy GI1
* NauzZead

* Zvraceni

* prujem

e 74CPa

Hypersenzitivita

na lecivou latku, jiné
sympatomimetické aminy
Ci pomocne latky
Hypersenzitivita na arasidy
nebo soju

Plicni arterialni hypertenze
Tézka arterialni hypertenze
Soudasné nebo pfedchozi
kardiovaskularni

nebo cerebrovaskularni
onemocneni

Hypertyreoidismus

Hypersenzitivita

na lecivou latku

nebo na pomocné latky
Chronicky malabsorpéni
syndrom

Cholestaza

Kojeni

Hypersenzitivita na lécive
1atky nebo pomocne Iatky
Nekontroiovana hypertenze
Aktudini zachvatovité
onemocnéni nebo epileptické
zachvaty v anamneze

Nador CNS

Pfi odvykani alkoholu

nebo uzivani benzodiazepint
Bipolarni porucha,

| V anamneze

Soubéind lécba
bupropionem i naltrexonem

Hypersenzitivita

na lecive |atky

¢i pomocne latky
Pankreatitida

v anamneze/

akutni pankreatitida
U déti a dospivajicich

Téhotenstvi a kojeni




Co je GLP-1 RA liraglutid?

‘His (Ala (Glu (Gly (Thr Phe (Thr Ser asp
al . , , funguje jako fyziologicky
- Ser [L'dSky endogenni GLP']'] reguldtor chuti a pFijmu potravy
Gluﬂ_ys\kAla&Ala‘V\,GlnWi\GIy"/\GIuVQ_eu"QTyr*Ser"
Phe
‘Ile (Ala (Trp (Leu (Val (Lys (Gly ‘Arg (Gly

T.,,= ~2 mins

) C-16 fatty acid
Ma z 97% podobnou sekvenci (palmitoyl)

aminokyselin jako lidsky hormon GLP-1 ﬂ-liS"GAIa"GIu‘-\GIy"'kThr"Phe\ThﬂGer‘Asr{ |
- - Va 1
Glu@ys\ﬁAla ‘Ala (GIn'Gly‘Glu‘LeuTyr Ser

Vaze se na albumin a ma delsi _ =10
plazmaticky polocas T»=13h Qe
(Ile ‘Ala‘Trp LeuVal Arg"Gly Arg Gly

GLP-1, glucagon-like peptide-1; T,,, plasma half-life
Knudsen et al. J Med Chem 2000;43:1664—-9; Degn et al. Diabetes 2004;53:1187-94



U&inek GLP-1 je multiorgédnovy

GLP-1R uéinkuje v:

@3 Mozek

Plice

GLP-1 je uvolnovan v:

Mozek @

L-bunky traviciho
traktu "_:)‘D

Srdce (AV uzel)

Slinivka

Ledviny

AV, atrioventricular; GI, gastrointestinal; GLP-1R, glucagon-like peptide-1 receptor
Merchenthaler et al. J Comp Neurol 1999;403:261-80; Baggio, Drucker. Gastroenterology 2007;132:2131-57; Ban et al. Circulation 2008;117:2340-50;

Vrang et al. Prog Neurobiol 2010;92:442—-62; Pyke et al. Endocrinology 2014;155:1280-90




SPC Saxenda®

GLP- 1 RAliraglutid funguje jako
regulator chuti a prijmu potravy

GLP-1 analog
Saxenda® ma z 97 %
podobnou sekvenci
aminokyselin jako lidsky
hormon GLP-1.

Mozek
Saxenda® ovliviiuje
specifické neurony
v hypotalamu zodpovédné

za prijem potravy.

N

.

Sytost a hlad
Saxenda® reguluje chut
k jidlu zvysenim pocitu
plnosti a sytosti, zatimco

snizuje pocit hladu.

Vysledek
Dochazi ke snizeni

prijmu potravy.

J

N/

sytost U

hlad

€




Effects of the once-daily GLP-1 analog liraglutide on gastric
emptying, glycemic parameters, appetite and energy metabolism

in obese, non-diabetic adults

Jvan Can’, B Sloth? CB Jensen?, A Flint?, EE Blaak' and WHM Saris’

Inclusion criteria:

e BMI >30.0 and
<40.0 kgm™

¢ Stable body weight
(<5 kg change in
past 3 months)

e Age 18775 years

* FBG <7.0 mmoll
(126 mgdl)

1t treatment period
5 weeks*

Wash-out
6—8 weeks

2" treatment period
5 weeks*

Liraglutide 3.0 mg

Liraglutide 1.8 mg

Liraglutide 1.8 mg

Screening period
7-28 days

Placebo (3.0 mg)

Liraglutide 3.0 mg

A

i

Placebo (1.8 mg)

Liraglutide 1.8 mg

D I —
Liraglutide 3.0 mg

> I —

Placebo (3.0 mg)
—_— =

n=7
in each

Liraglutide 1.8 mg
sequence

e3> I —
Placebo (1.8 mg)

> I———

Liraglutide 3.0 mg

i

> I

W

Follow-up

3—-14 days

Ly

Screening  Randomization

*a window of +5 days was allowed

Assessments”

#Day 1: Start of 24-hour chamber stay

Assessments”

Follow-up

Day 2: End of chamber stay. 5-hour meal test followed by ad libitum lunch meal
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Figure 2. Effect of liraglutide and placebo on gastric emptying. Data
are presented as mean * s.e.

International Journal of Obesity (2014) 784 - 793
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Fullness (mm)
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Liraglutide, gastric emptying and energy metabolism
J van Can et al
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International Journal of Obesity (2014) 784 -793



Pusobeni GLP-1 v CNS jako signalu sytosti

_ Redukce prijmu jidla
A role for glucagon-like ;. (podle hladiny GLP-1)

peptide-1 in the central
regulation of feeding

M. D. Turton, D. O’'Shea, I. Gunn, S. A. Beak,
C. M. B. Edwards, K. Meeran, S. J. Choi, G. M. Taylor,
M. M. Heath, P. D. Lambert, J. P. H. Wilding,
D. M. Smith, M. A. Ghatei, J. Herbert* & S. R. Bloom'

Prijem jidla(g) ,int. 2 hodiny
(08
|

2 =
Endocrine Unit, Department of Medicine, Royal Postgraduate Medical 1 -
School, Hammersmith Hospital, Du Cane Road, London W12 ONN, UK
* Department of Anatomy, University of Cambridge, Downing Street, 0 -
Cambridge CB2 3DY, UK 0 0.3 1 3 10 30

GLP-1 (ug)

*p<0.05, **p<0.01 GLP-1 vs control. GLP-1, glucagon-like peptide-1.
Turton et al. Nature 1996;379:69-72.



souvisi s pisobenim v hypotalamu a
zadnim mozku

y

/SIc17a6 IPBN

- _ Meal generated
Homeostatic signals

signals

Campos et al. Cell Metab 2016;23:811-20.
Allen brain atlas (www.brain-map.org)




Program klinickych studii SCALE (liraglutid)

A) W |jraglutide 3.0 mg Placebo
Mean baseline
weight (Ib): 234.1; 2341 233.0; 2348 235.2;231.5 256.8;261.7
100 -
ETD: 4.8
g 80 + p<0.001 ETD:329 EOR: 3.9 OR:39
- " 1 p<0.001 p<0.0001 p<0.0001
_§ ] 1 1 1
= 404
Vé Vé -
Podil osob s redukci 2
20
hmotnosti 25 % .
SCALE Qbesity SCALE SCALE SCALE
and Prediabetes Diabetes Maintenance Sleep Apnea
At Week 56 At Week 56 At Week 56* At Week 32
=5% weight loss
B)

Mean baseline

weight (Ib}: 234.1;234.1 233.0;234.8 235.2;231.5 256.8;261.7

100 -

F 804 ETD:18.5 EOR:5.3 OR:15.0

= p<0.001 p<0.0001 p<0.0001
rd I 4 E 60 i
Podil osob s redukci z a0

. =

hmotnosti 2 10 % 20.-
04

SCALE Obesity SCALE SCALE SCALE
and Prediabetes Diabetes Maintenance Sleep Apnea

At Week 56 At Week 56 At Week 56* At Week 32

>10% weight loss

Figure 1. Proportion of individuals losing =5% (a) and >10% (b) body weight with liraglutide treatment in randomized, placebo-controlled, phase 3 trials.

*SCALE Maintenance observed additional weight loss after the run-in period. EOR, estimated odds ratio; ETD, estimated treatment difference; OR, odds ratio. Data from: SCALE Obesity and
Prediabetes [56]; SCALE Diabetes [58]; SCALE Maintenance [59]; SCALE Sleep Apnea [60].

Angela Fitch & Amy Beth Ingersoll (2021) Patient initiation and maintenance of GLP-1 RAs for treatment of obesity: a narrative review and practical considerations for primary care providers, Postgraduate Medicine, 133:3, 310-319.



3 years of liraglutide versus placebo for type 2 diabetes risk
reduction and weight management in individuals with
prediabetes: a randomised, double-blind trial

Carel W le Roux, Are Astrup, Ken Fujioka, Frank Greenway, David CW Lau, LucVan Gaal, Rafael Violante Ortiz, John P H Wilding, Trine V Skjath,
Linda Shapiro Manning, Xavier Pi-Sunyer, for the SCALE Obesity and Prediabetes NN8022-1839 Study Group*

A
— Liraglutide3-0mg @ LOCF
—— Placebo ® LOCF

Change in weight (%)

Off-drug
follow-up
period

Data available
Liraglutide 3-0mg 1467 1295 1223 1161 1100 1030
Placebo 734 635 576 544 508 465

B
1009
90+
80-
70
60-
50
40-
30
204
101
54

3 Liraglutide 3-0 mg
3 Placebo

Participants (%)

25%

Odds ratio (95% Cl) 32(2:6-3-9)

80 92

Weeks

971 911

436 399
24.8*

T 1
104

885
375

T 1
116

849
365

T 1. T I 1.1 T T 1 1
128 140 152 160 172

830 805 780 747 778
354 336 327 322 320

11.0*

>10%
Weight loss category

3123-41)

>15%

407 (26-6:3)



Weight loss and persistence with liraglutide 3.0 mg by obesity

class in the real-world effectiveness study in Canada

Sean Wharton'© | Christiane L. Haase? | Elham Kamran® | Aiden Liu® |

Johanna Mancini* | Drew Neish®* | Arash Pakseresht? | G Sarah Power’® |
Rebecca A. G. Christensen?

p=0.640"

| p=0.1921 | I

16 -
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RN
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[ |

Mean weight loss
oo

kg % ka % kg %

70 (48)

= 83 (50) 155 (103)
Cohort = Obesity class |

Obesity class Il Obesity class |l

p=0.228*

| | |
100 - p=0.717*

25% >10% 25% >10% 25% >10%
N (n) = 70 (48) 83 (50) 155 (103)
Cohort = Obesity class |  Obesity class Il Obesity class I
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Sawami et al. Cardiovascular Diabetology ~ (2022) 21:176

. Conventional Biguanide
GLP-1RAs anti-obesity drugs™* derivativesT

*Mainly semaglutide and liraglutide. **Qrlistat, phentermine-topiramate, and naltrexone-bupropion. "Mainly
metformin. CV, cardiovascular; GLP-1RAs, glucagon-like peptide-1 receptor agonists; MACE, major adverse cardiovascular events; ORCVD,
obesity-related cardiovascular disease; STEP, Semaglutide Treatment Effect in People with Obesity



Pfedpokladané ucinky GLP-1
na KV systém

~ Ledviny

1 ® Zvydeni diurézy

- ®Zvyseni exkrece Na pri
objemovém a solném

Srdce (myokard)
®Zvyseni vychytavani glukozy (na

pretizeni \

inzulinu nezavislé)
e Syntéza NO

GLP-1 e Aktivita p38 MAP kinazy
e GLUT-1 translokace
® Aktivace anti-apoptotickych kinaz
Cévni systém

®Vazodilatace zavisla na NO
®Redukce TNFo indukované sekrece PAI-1

Gutzwiller J-P et al. Endocrinol Metab 2004;89:3055-61;Zhao T et al. J Pharmacol Exp Ther 2006;317:1106-13;
Furchgott RF and Zwadaki JV. Nature 1980;288:373-6; Golpon HA et al. Regul Pept 2001;102:81-6;
Liu HB et al. ADA 2006: Gutzwiller J-P et al. Digestion 2006:73:142-50.: Bose AK et al. Diabetes 2005:54:146-51
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Vysledky primarniho cile MACE: studie s GLP- 1 RA

ELIXA! LEADER? SUSTAIN-63 EXSCEL45 HARMONYS REWIND?

HR (95% Cl) HR (95% Cl) HR (95% Cl) HR (95% Cl) HR (95% Cl) HR (95% Cl)

MACE 1.02(0.89, 1.17 0.87(0.78, 0.97) — 0.74 (0.58, 0.95) # 0.91(0.83,1.00) - 0.78 (0.68, 0.90) - 0.88(0.79, 0.99)
CV death 0.98 (0.78, 1.22) 0.78 (0.66, 0.93) —pp— 0.98 (0.65, 1.48) - 0.88(0.76, 1.02) —f— 0.93 (0.73, 1.19) - 0.91 (0.78, 1.06)
Non-fatal Ml 1.03(0.87,1.22) 0.88(0.75, 1.03) — 0.74 (0.51, 1.08) -~ 0.95(0.84,1.09) == 0.75 (0.73, 0.90)¢ —m— 0.96(0.79, 1.16)
Non-fatal stroke 1.12(0.79, 1.58) 0.89(0.72, 1.11) = 0.61(0.38, 0.99) ——= 0.86(0.70, 1.07) —f-— 0.86(0.66, 1.14)¢ == 0.76 (0.61, 0.95)

GLP-1

analog

Exendin 4 0 0.5 1 1.5 0 0.5 1 15 0 0.5 1 1.5 0 0.5 1 1.5 0 0.5 1 1.5 0 0.5 1 1.5

r , Favours Favours Favours Favours Favours Favours Favours exenatide Favours Favours Favours Favours Favours
pr'buzny lixisenatide placebo liraglutide placebo semaglutide placebo once weekly placebo albiglutide placebo dulaglutide placebo

Studie LEADER: liraglutid v davce 1,8 mg 1x denné snizoval KV mortalitu a celkovou mortalitu u
osob s DM 2. typu a anamnézou KV onemocnéni
(jediny GLP1RA).

Ipfeffer MA, et al. N Engl J Med 2015;373:2247-57; 2Marso SP, et al. N Engl J Med 2016;375:311-22; 3Marso SP, et al. N Engl J Med

2016;375:1834-44; “Holman RR, et al. N Engl J Med 2017;377:1228-39; >Bethel MA, et al. Presented at ADA 78" Scientific Sessions; June 22-26,
2018; Orlando, FL, USA. Poster 522-P; ®Hernandez AF, et al. Lancet 2018;392:1519-29; “Gerstein HC, et al. Lancet 2019; 394:121-30.




Shrnuti

e obezita je komplexni onemocnéni s vyznamnou hereditarni slozkou nikoliv jen , lifestyle disease”
* rizika spojena s obezitou vyznamné ovliviuji mortalitu osob

e narust rizika komplikaci obezity s rostoucim BMI

* management obezity jako primarni cil terapie obéznich osob s DM

* farmakoterapie obezity: v soucasnosti UCinna a bezpecna soucast lécby s potencialem dlouhodobého efektu

VYROENI SJEZD
CESKE KARDIOLOGICKE
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