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Srdcoveé zlyhavanie podla EF LK
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Podiel pacientov s HFpEF sa zvysuje

Framingham study participants with new-onset HF (n=894) over 3 decades
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Study period

HF, heart failure; HFmrEF, heart failure with mildly reduced ejection fraction; HFpEF, heart failure with preserved ejection fraction; HFrEF, heart failure with reduced ejection
fraction; NS, not significant.

Vasan R et al. JACC Cardiovasc Imaging. 2018;11:1.



Pacienti so srdcovym zlyhavanim so zachovanou EF
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KSZ je najcastejsou pricinou hospitalizacie u pacientov nad \
65 rokov?

 viac ako 50% pacientov so SZ trpi HFpEF a tento podiel sa
vyrazne zvysuje®

e cca 30% pacientov, ktori su hospitalizovani kvoli HFpEF

I 4
kzomrle do 1 roka /

1. Butler J et al. J Am Coll Cardiol. 2014;2:97; 2. Azad N et al. J Geriatr Cardiol. 2014;11:329; 3. Vasan R ef al. JACC Cardiovasc Imaging. 2018;11:1; 4. Owan TE et al. N Engl J
Med. 2006;355:251.



Stadia srdcového zlyhdavania

ACC/AHA/HFSA four stages of Heart Failure

"At risk

e Diabetes
e QObesity

e Hypertension
e

L]

Exposure to

history of

Stage A

Atherosclerotic CVD

cardiotoxic agents
e Genetic variant for 3

cardiomyopathy
e Positive family

cardiomyopathy

Stage D
"End-stage”

Marked symptoms
and recurrent heart
failure hospitalisations
despite maximally
tolerated guideline
directed therapy.

Hunt SA, et al. ACC/AHA guidelines for the evaluation and management of chronic heart failure in the adult: executive summary. Circulation
2001,;104(24):2996-3007. https://doi.org/10.1161/hc4901.102568




Prevencia
a liecba SZ

Bozkurt B, et al. Universal definition and classification of heart
failure: a report of the Heart Failure Society of America, Heart
Failure Association of the European Society of

Cardiology, Japanese Heart Failure Society and Writing
Committee of the Universal Definition of Heart Failure: Endorsed
by the Canadian Heart Failure Society, Heart Failure Association
of India, Cardiac Society of Australia and New Zealand, and
Chinese Heart Failure Association.

Eur J Heart Fail 2021,;23:352380.

European Heart Journal (2021) 00, 142
ESC GUIDELINES
doi:10.1093/eurheartj/ehab368
Supplementary data

At risk for
heart failure

STAGE A - STAGE B ) STAGE C o)

Patients at risk for HF
but without current
or prior symptoms or
signs of HF and
without structural
biomarker or genetic
markers of heart
disease

Patients with HTN,
CVD, DM, obesity,

known exposure to
cardiotoxins,
family history of
cardiomyopathy

Pre-heart failure

Patients without
current or prior
symptoms or signs of
HF but evidence of
one of the following

Structural heart disease,
e.g.:LVH, chamber
enlargement, wall motion
abnormality, myocardial
tissue abnormality,

Abnormal cardiac function,
e.g..reduced LV or RV
systolic function, evidence
of increased filling pressures
or abnormal diastolic

Elevated natriuretic
peptide levels or elevated
cardiac troponin levels in
the setting of exposure to

Advanced

Heart failure !
heart failure

STAGE D

Patients with current
or prior symptoms
and/or signs of HF

caused by

Severe symptoms
and/or signs of HF at
rest, recurrent
hospitalization, despite
GDMT, refractory or
intolerant to GDMT

Structural and/or
functional cardiac

inowalii

Requiring advanced
therapies such as
consideration for

transplant, mechanical
circulatory support,
or palliative care

Heart Persistent
failure in heart
remission failure

with GDMT and risk factor modification

@ESC
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Olmsted
NYHA ACC/AHA Staging Study

Classification T >45ys

Established HF 0.2%
Diagnosis

High Risk for Developing HF
Hy pertension
CAD
Diabetes mellitus
Family history of cardiomyog

Normals 32%

Monica Lorenzini M, et al. Integrated Care for Heart Failure in Primary Care. DOI: 10.5772/63946



Rizikove faktory SZ

Kardiovaskularne

= Artériova hypertenzia
= Koronarna choroba

= Arytmie

= Chlopniové chyby

" Geneticka predisp. KMP
= Familiarna KMP

2021 ESC Guidelines for the diagnosis and treatment of
acute and chronic heart failure. European Heart Journal
2021;42: 3599-3726.

doi:10.1093/eurheartj/ehab368

Metabolické,
hormonalne a iné

Diabetes mellitus
Obezita

HLP

CKD

Sleep apnoe sy
Gravidita
Thyreopatia
Plucne ochorenia
Infekcie

Anémia
Kardiotoxickeé lieky

Faktory zivotného stylu

* Fajcenie

* Alkohol

* Nedostatok fyzickej aktivity

* Nevhodna strava
 Nadmerny energeticky prijem
* Non-compliance k lieCbe

Neovplyvnitelné

* Vek (> 65 rokov)
 Zenské pohlavie



Hypertroficka KMP

Mavacamten: Mechanism of Action

Actin thin ilament
Actin-myosin cross-bridge
Myosin thick filament

HCM San;omere

Sarcomere with Mavacamten

HCM Pathophysiol
Hypercontractility

Normal contractility

Attenuated hypercontractility
Effective relaxation

improved compliance
improved energelics

impaired relaxation
Altered myocardial energetics

Mavacamten is a targeted inhibitor of cardiac myosin that
reduces the number of myosin-actin cross-bridges and decreases contractility




Table 10 Risk factors for the development of heart
failure and potential corrective actions

n y n
Va kc | n a c | a Risk factors for heart Preventive strategies

failure

Sedentary habit Regular physical activity
Cigarette smoking Cigarette smoking cessation
Obesity Physical activity and healthy diet

Excessive alcohol intake?®®

General population: no/light alcohol
Cardiac risk factors and prevention

intake is beneficial

ORIGINAL ARTICLE Patients with alcohol-induced CMP
[0) - : . . .
. « Acute myocardial infarction and influenza: should abstain from alcohol
PEN ACCE - - inati
a meta-analysis of case—control studies Influenza | [Te e eeemeer
Microbes (e.g. Trypanosoma Early diagnosis, specific antimicrobial
Michelle Barnes, Anita E Heywood, Abela Mahimbo, Bayzid Rahman , : , .
' - 5 : ' cruzi, Streptococci) therapy for either prevention and/or
Anthony T Newall, C Raina Macintyre
Y ty treatment
1738 (‘) s Barnes M, et al. Heart 2015;101:1738-1747. doi:10.1136/eartjnl-2015-307691 BMJ Cardiotoxic dr‘ugs (e.g., Cardiac function and side effect moni-
- Review nihracyeines) toring dose adapration, change of
chemotherapy
Inﬂuenza vaccine as a Coronary Intervention Chest radiation Cardiac function and side effect moni-
RS for prevention of myocardial infarction toring, dose adaptation
C Raina Maclntyre, "> Abela Mahimbo,' Aye M Moa,' Michelle Barnes’' Hypertension Lifestyle changes, antihypertensive
therapy
BM) Macintyre CR, et al. Heart 2016;102:1953-1956. doi:10.1136/heartjnl-2016-309983 Oz 1953 Dyslipidaemia Healthy diet, statins
Diabetes mellitus Physical activity and healthy diet, =
SGLT?2 inhibitors &
CAD Lifestyle changes, statin therapy ©

2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure. European Heart Journal 2021,42: 3599-3726. doi:10.1093/eurheartj/ehab368



@ ESC European Heart Journal (2024) 45, 3415-3537 ESC GUIDELINES

European Society https:/doi.org/10.1093/eurheartj/ehae177
of Cardiology

2024 ESC Guidelines for the management
of chronic coronary syndromes

Developed by the task force for the management of chronic
coronary syndromes of the European Society of Cardiology (ESC)

Endorsed by the European Association for Cardio-Thoracic Surgery (EACTS)

Authors/Task Force Members: Christiaan Vrints ® *T, (Chairperson) (Belgium),
Felicita Andreotti ® *I, (Chairperson) (Italy), Konstantinos C. Koskinas*,

(Task Force Co-ordinator) (Switzerland), Xavier Rossello ® *#, (Task Force
Co-ordinator) (Spain), Marianna Adamo ® (Italy), James Ainslie (United Kingdom),
Adrian Paul Banning ® (United Kingdom), Andrzej Budaj ©® (Poland),

Ronny R. Buechel ® (Switzerland), Giovanni Alfonso Chiariello ® (Italy),

Alaide Chieffo @ (Italy), Ruxandra Maria Christodorescu @ (Romania),

Christi Deaton ® (United Kingdom), Torsten Doenst ! (Germany),

Hywel W. Jones (United Kingdom), Vijay Kunadian ® (United Kingdom),

Julinda Mehilli ® (Germany), Milan Milojevic ® ! (Serbia), Jan J. Piek
(Netherlands), Francesca Pugliese ©® (United Kingdom), Andrea Rubboli ® (Italy),
Anne Grete Semb ©® (Norway), Roxy Senior @ (United Kingdom),

Jurrien M. ten Berg ® (Netherlands), Eric Van Belle ® (France),

Emeline M. Van Craenenbroeck ©® (Belgium), Rafael Vidal-Perez ® (Spain),

Simon Winther ® (Denmark), and ESC Scientific Document Group

Table 7 Practical
interventions

Topic

Lifestyle counselling

Immunization
E—

Sleep quality

Sexual activity

Psychosocial aspects

Environment/pollution

advice on lifestyle counselling and

Recommendation and treatment goals in
patients with established CCS

* Vaccination against influenza, pneumococcal
disease and other widespread infections, e.g.
COVID-19

* Treat sleep-related breathing disorders

+ Males and females: low risk for stable patients
who are not symptomatic at low-to-moderate
activity levels

* Males: PDE-5 inhibitors are generally safe, not
to be taken in combination with nitrate
medications because of risk of severe
hypotension

* Avoid psychosocial stress

* Treat depression and anxiety by psychological
or pharmacological interventions

* Avoid passive smoking

* Reduce environmental noise

* Avoid exposure to air pollution
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Oral Health and Cardiovascular Disease ()

Steven Hopkins, MD,” Saivaroon Gajagowni, MD,” Yusuf Qadeer, MD,” Zhen Wang, PhD,““ Salim S. Virani, MD,*"

Jukka H. Meurman, MD, PhD, Dr Odont,” Chayakrit Krittanawong, MD*

“Cardiology Division, NYU Langone Health and NYU School of Medicine, New York, NY; "Department of Medicine, Baylor College of
Medicine, Houston, Texas; “Robert D. and Patricia E. Kern Center for the Science of Health Care Delivery; “Division of Health Care Pol
icy and Research, Department of Health Sciences Research, Mayo Clinic, Rochester, Minn; “Section of Cardiology and Cardiovascular
Research, Department of Medicine, Baylor College of Medicine, Houston, Texas; 'Office of the Vice Provost (Research), The Aga Khan
University, Karachi, Pakistan; “*Department of Oral and Maxillofacial Diseases, Institute of Dentistry, Helsinki University Central Hospi-

tal, University of Helsinki, Finland.

| RESEARCH |—

Oral hygiene, mouthwash usage and cardiovascular
mortality during 18.8 years of follow-up

Sok-Ja Janket,*" Caitlyn Lee,” Markku Surakka,? Tejasvini G. Jangam,* Thomas E. Van Dyke,' Alison E. Baird® and
Jukka H. Meurman®

Good oral hygiene self-care (OHS) that The patients who had coronary artery disease at The additional use of mouthwash with OHS did
encompasses both brushing and flossing was baseline also experienced a marginally significant not influence the risk of cardiovascular mortality.
associated with significantly lower risk of decrease in the risk of cardiovascular mortality with

cardiovascular mortality compared with poor good OHS (p = 0.07).

OHS during a median follow-up of 18.8 years.

BRITISH DENTAL JOURNAL | ONLINE PUBLICATION | FEBRUARY 3 2023



1.0

Age, sex & smoking adjusted CVD survival rate
O
O

0.8 |

Ustna hygiena a KV mortalita

== Oral self-care = poor
m Oral self-care = good
== Oral self-care = better

“"!lmuh;
m’""hm-

[HR] 0.49 [0.28-0.85]; p = 0.01

"

Time to CVD mortality (in years)

denne zubna kefka + zubna nit’

denne zubna kefka

Ziadne /ob¢asné Cistenie zubov



(A)

10-year cardiovascular risk (%)

16%

14%

12%

10%

8%

6%

4%

2%

0%

Moon et al. BMC Oral Health (2024) 24:4
https://doi.org/10.1186/512903-023-03775-5

BMC Oral Health

Association between toothbrushing =
and cardiovascular risk factors: a cross-

sectional study using Korean National Health

and Nutrition Examination Survey 2015-2017

Mi-Gil Moon'2!, Si-Hyuck Kang'?!, Sun-Hwa Kim', Shin-Young Park**", Yang-Jo Seol®, Chang-Hwan Yoon'?,
Hyo-Jung Lee®, Tae-Jin Youn'?, In-Ho Chae'?, Yago Leira’, Eva Munoz-Aguilera’ and Francesco D'Aiuto’

Estimated 10-year (B)
cardiovascular risk
2.0
13.7%
.
]
% » B |
£ :
a 10
e
(@]
w
L
0.5
0.0
3/d 2/d 0-1/d 3/d 2/d
Tooth brushing

High-sensitivity
C-reactive protein
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Received: 2 May 2022 | Revised: 17 August 2022 Accepted: 28 August 2022
DOI: 10.1111/jcpe.13720

ORIGINAL ARTICLE e WILEY

Home oral hygiene is associated with blood pressure profiles:
Results of a nationwide survey in Italian pharmacies

Rita Del Pinto*%®%5 | Davide Pietropaoli*®**¢© | Guido Grassi’® |
Maria Lorenza Muiesan®® | Annalisa Monaco*® | Marco Cossolo®® |
Alfredo Procaccini’® | Claudio Ferrit?%8
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Modifikovatel'né RF a vznik SZ

Few controlled Multiple controlled %
Risk Factors Risk Factors 8 35.10

Primary prevention Control risk factors >

c 40
(@]
7]
L .
N - ()

o Multiple uncontrolled Q  30- 19.81
Risk Factors Risk Factors 8
Focus on prifnordial Aggressive risk factor 9 14.39
prevention modification s
QO
Q
)
Low . High Q
Risk for ©
Heart Failure Q
C
()
9
O
£
- 0‘\

Uncontrolled risk factors: W

Diabetes with Alc > 8%
Hypertension with SBP > 160 mmHg
Obesity with BMI 2> 35 kg/m?

Hamo CE, et al. Heart failure risk associated with severity of modifiable heart failure risk factors: the aric study. J Am Heart Assoc. 2022;11(4):e021583.



Od hypertenzie po srdcoveé zlyhavanie

Hypertension

v

2

3NM.

“Transition to failure”

4| Mi
Koncentricka LVH

Diastolicka dysfunkcia

1

Symptomatic
Heart Failure
with Normal EF

HFpPEF (250%)

>

Excentricka LVH

5

No MI

HFmMreF
(40-49%)

Systolicka dysfunkcia

17

Symptomatic
Heart Failure
with Low EF

HFrEF (<40%)

e American

: - 193 Heart
Mark H. Drazner Circulation. 2011;123:327-334 Association.




DM zvysuje riziko KVO 2-4 nasobne

i . Comorbl_dltles
(Hypertension, ...)

|
Y Y v Y Y

Endothelial | | Hemostatic Micro- Myocardial || Abnormal
dysfunction || disorders angiopathy || fibrosis || metabolism
\J
- y Other
Diabetic : :

Sl Cardiomyopathy 2 Nonischemic

o Causes of HF

+ (Toxic, Viral, ...)

Bauters C et al. Influence of diabetes mellitus on heart failure risk and outcome. Cardiovasc Diabetol 2, 1 (2003). https://doi.org/10.1186/1475-2840-2-1



»VSetko so vSetkym suvisi“ - kardio-renalno-metabolické ochorenia
su sposobené kaskadou multisystemovej dysfunkcie

IM a mozgova
Ischemicka prihoda

choroba srdca 0
@ Makroalbumintria @
Chronicka choroba @ Remodelicia LK
Mikroalbumindaria obliciek
Ateroskleréza @ o @
@ Srdcové zlyhavanie

Terminalne
Dysfunkcia endotelialnych Stadloli,riligi}:])(mby@

buniek
Rizikové faktory: @
Diabetes )
. Kardiovaskularne
Hypertenzia Gmrtie
Obezita
LK, l'avo - komorovy; IM, infarkt myokardu Dyslipidémia

1. Dzau V et al. Circulation 2006;114:2850 2. Kopyt N. JAOA 2005;105:207 Fajcenie



s Predikcia 10-rocného rizika vzniku SZ — PCP-HF

10-Year Heart Failure Risk Calculator

Pooled Cohort Equations to Prevent HF (PCP-HF)

Age:
(30-80 years) Enter age
Gender:

M F
Race:

WHITE BLACK

Currently smoke?

Y N
BMI:
Enter BMI
Systolic Blood Pressure:
(33.200 mm Hg) Enter Systolic Blood Pressure

https://hf-risk-calculator.surge.sh/

Hypertension treatment?

Fasting Glucose:

Diabetes treatment?

Total Cholesterol:
(80-300 mg/dL)

HDL Cholesterol
(15-100 mg/dL)

QRS Duration:

(ms)

Khan S, et al. 10-Year Risk Equations for Incident Heart Failure in the General Population. JACC. 2019 May, 73 (19) 2388—-2397.

https://doi.org/10.1016/j.jacc.2019.02.057

YES NO

Enter Fasting Glucose

YES NO

Enter Total Cholesterol

Enter HDL Cholesterol

Enter QRS Duration

Calculate Risk



How to Prevent Heart Failure
Lin adults develop > e
HEART FAILURE w w
Ways to reduce risk

of developing heart failure

ZOR RN

&
32

Horwich TB, Fonarow GC. Prevention of Heart Failure. JAMA Cardiol. 2017;2(1):116. doi:10.1001/jamacardio.2016.3394

Primarna prevencia SZ u pacientov
s rizikovymi faktormi

Recommendations Class® Level®

Treatment of hypertension is recommended to

prevent or delay the onset of HF, and to prevent

HF hospitalizations.”®” 2%

Treatment with statins is recommended in
patients at high risk of CV disease or with CV
disease in order to prevent or delay the onset of

HF, and to prevent HF hospitalizations.””"***

SGLT?2 inhibitors (canagliflozin, dapagliflozin,

empagliflozin, ertugliflozin, sotagliflozin) are rec-
ommended in patients with diabetes at high risk
of CV disease or with CV disease in order to

prevent HF hospitalizations.””> %’

Counselling against sedentary habit, obesity, ciga-
rette smoking, and alcohol abuse is recom-

mended to prevent or delay the onset of
HF 298302

2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure.
European Heart Journal 2021,;42: 3599-3726. doi:10.1093/eurheartj/ehab368



Prevencia SZ u pacientov s DM2T a CKD

Recommendation Table 4 — Recommendations for the
prevention of heart failure in patients with type 2
diabetes mellitus and chronic kidney disease

Recommendations Class® Level®

In patients with T2DM and CKD," SGLT? inhibitors

are recommended to reduce the risk of HF

hospitalization or CV death.>”
In patients with T2DM and CKD,* finerenone is

recommended to reduce the risk of HF
10,11,34.40

© ESC 2023

hospitalization.

2023 Focused Update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
European Heart Journal (2023) 44, 3627—-3639. https://doi.org/10.1093/eurheartj/ehad195



KV mortalita alebo H pre S2

KV mortalita

Mean Events/participants RR Events/participants RR
baseline eGFR, (95% C1) (95%CI)
mL/min per 1.73m’
SGLT2 inhibitor  Placebo o SGLT2 inhibitor  Placebo
- Diabetes
High atherosclerotic . .
cardsovascular risk triaks 80 149024563 123218005 ' 0-80(0-74-0-86) 1026/24563 755/18005 -.- 0-86 (0.78-095)
 Stable heart failure trials? 61 923/5046 1154/5037 - 077 (0-71-0-84) 468/5046 §27/5037 -.- 0-88 (0-78-0-99)
Chronic kidney disease triaks 45 643/10474 84710457 -.- 074 (0-66-0-82) 363/10474 434/10457 R 0-83 (0-72-0-95)
' Subtotal: diabetes 67 3056/40691  3233/34113 F 077 (0-73-0-81)  1908/40691  1774/34113 <> 0.86 (0-80-092)
No diabetes 5
| Stable heart failure trials? 64 710/5316 890/5322 0.78 (0-70-0-86) 396/5316 452/5322 - 0-88 (0-77-1.00)
Chronic kidney disease trials 40 5012476 53/2491 0-95 (0-65-1-40) 26/2476 25/2491 » 1-04(059-1.83)
Subtotal: no diabetes 56 760/7792 943/7813 0.79(0-72-0-87) 422/7792 477/7813 o 0.88 (0-78-1.01)
Total: overall 65 3816/48483 4176/41926 077 (074-0.81)  2330/48483  2251/41926 < 086 (0-81-0.92)
Heterogeneity by diabetes status: p=0-67 Heterogeneity by diabetes status: p=0-68
‘ ] 1 I L] L 1
‘ Non-cardiovascular death All-cause death
Diabetes
. High atherosclerotic '
cardsovascular nisk triaks 80 G72/24557 461/183003 — 088 (0-78-1.00) 167124563 129918005 '.' 0-87(0.81-094)
- Stable heart failure trials? 61 317/5046 316/5037 1.00(0-86-1.16) 785/5046 843/5037 -. 093 (0-84-1-02)
Chrronic kidney disease trials 45 230/10474 240110457 g 0-94(0-79-1-12) 599/10474  683/10457 - 0-87 (0-78-0-97)
Subtotal: diabetes 67 1133/40685 1035/34111 0-93(0-85-1.01)  3120/40691 2901/34113 ¢ 0-88 (0-84-0-93)
No diabetes :

Stable heart failure trials® 64 263/5316 251/5322 —a—  1.05(0.88-124) 659/5316 703/5322 - 094 (0.85-1.05)
Chronic kidney disease trials 40 38/2476 52/249] te 0-74(0-49-1-14) 64/2476 772491 —-.-f— — 0-84 (0-60-1-18)
Subtotal: no diabetes 56 30147792 303/7813 -~ 1-00(0-85-1-17) 72317792 780/7813 <: - 0-93 (0-84-1-03)
Total: overall 65 1434/48477 1338/41924 <3 094 (0-88-102) 3843/48483 3681/41926 < 0-89 (0-85-0-94)

Heterogeneity by diabetes status: p«0-43 Heterogeneity by diabetes status: p=0-36
050 075 100 125150 050 075 100125150
+— —> ¢ —

SGLT2 inhibstor  Favouss placebo SGLT2 inhibator  Favours placebo



Studia EMPA-REG OUTCOME: Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 Diabetes

Kardio-renalne benefity empagliflozinu

U pacientov s DM2T a rozvinutym KV ochorenim

O, O

1490 38%0
Znizenie rizika Znizenie rizika
3P-MACE KV tmrtiat*

Znizenie rizika
hospitalizacii
pre SZ#8

HR 0.86 HR 0.62 HR 0.65
95% CI10.74, 0.99 95% C10.49, 0.77 95% CI 0.50, 0.85
p=0.04 p<0.001" p=0.0021

ZnizZenie rizika
vzniku a
zhorsenia

nefropatie’

HR 0.61
95% CI 0.53, 0.70
p<0.0012

3P-MACE, 3-point major adverse CV events (CV death, non-fatal myocardial infarction or non-fatal stroke); HHF: hospitalisation for heart failure statistically significant

1. Zinman et al. N Engl ] Med 2015;373:2117-2128. 2. Wanner et al. N Engl ] Med;375:323-334.



Studia DECLARE-TIMI 58: Dapagliflozin Effect on CardiovascuLAR Events — Thrombolysis In Myocardial Infarction 58

Primarny ciel: hospitalizacie z dévodu SZ alebo KV umrtie

6 — HR 95% CI p-value
= 0.83 (0.73,0.95) 0.005
"
°
c
ﬂl
T 4
]
£
«
c
2
k|
3 2
E
=3
X
0
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N v riziku Dni
DAPA10mg 8582 8517 8415 8322 8224 8110 7970 7497 5445
Placebo 8578 8485 8387 8259 8127 8003 7880 7367 5362

PreloZené a upravend podfa:
N at risk is the number of patients at risk at the beginning of the period.

CV, cardiovascular, kardiovaskularny; DAPA, dapaglifiozin; hHF, hospitalization for heart failure,

Wiviott SD et al. Online ahead of print. New Engl J Med. 2018.

ia z dovodu

Placebo (496 prihod)

DAPA 10 mg (417 prihod)

Kardio-renalne benefity
dapagliflozinu

Studia DAPA-CKD: Dagliflozin in Patients with Chronic Kidney Disease

C Composite of Death from Cardiovascular Causes or Hospitalization
for Heart Failure
109 Hazard ratio, 0.71 (95% Cl, 0.55-0.92)
100+ 3 P=0.009
90 Placebo
X 80 6
Q
g 704 4]
S 60
g 2] Dapagliflozin
£ 504
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Months since Randomization
No. at Risk
Placebo 2152 2023 1989 1957 1927 1853 1451 976 360
Dapagliflozin 2152 2035 2021 2003 1975 1895 1502 1003 384

D Death from Any Cause

Cumulative Incidence (%)

No. at Risk
Placebo

Dapagliflozin 2152 2039 2029 2017 1998 1925 1531 1028

100+

12+

Hazard ratio, 0.69 (95% Cl, 0.53—0.88)
P=0.004

Placebo

Dapagliflozin

4 8 12 16 20 24 28 32

Months since Randomization

2152 2035 2018 1993 1972 1902 1502 1009 379
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Finerenon — selektivny, nesteroidny MRA
Program klinického skusania u viac ako 13 000 pacientov s CKD a DM2T

n ) 1
——B9) FIDELIO-DKD' —

Finerendn redukoval
zlyhanie obliciek a riziko progresie CKD
(N=5734%)

) (&) FIDELITY

Preépeciffkované meta-analyza studi
FIDELIO-DKD a FIGARO-DKD
(N=13,171%)

—I®]FicAaR0-DKD'

Finerendn redukoval
KV mortalitu a morbiditu
(N=7437%)

*Randomizovani pacienti
CKD, chronicka choroba obli¢iek; KV, kardiovaskularny; DM2, diabetes mellitus 2. typu
Upravené podla: 1. Bakris GL, et al. N Engl J Med. 2020 Dec 3;383(23):2219-2229; 2. Pitt B, et al. N Engl J Med. 2021 Dec 9;385(24):2252-2263; 3. Agarwal R, et al. Eur Heart J. 2022 Feb 10;43(6):474-484



Finerenon znizil riziko novozisteného SZ o 32 %

i dN zZNizi vozi : u ' V4
Finerenodn znizil novozistené SZ* acientov bez anamnézy SZ na

zaCiatku sledovania o 32 % v porovnani s placebom

SR
© HR =0,68; 95 % CI 0,50 - 0,93 nceb / .
§ 44 p=0,016 Placebo: 95/3 385 (2,8 %)
=
-
-
EC
= .- Finerenén: 65/3 396 (1,9 %)
S
)
x 0 N | | | | | | | | 1
0) 6 12 18 24 30 36 42 48 o4
Pocet pacientov v riziku Cas do prvej udalosti (mesiace)
Finerenon 3396 3367 3323 3274 3195 2710 2 168 1705 1091 608
Placebo 3385 3351 3294 3236 3154 2 694 2131 1674 1091 606

* Prieskumny ukazovatel

Cl, interval spolahlivosti; HR, pomer rizika; SZ, srdcové zlyhavanie
Upravené podla: 1 . Filippatos G, et al. Circulation 2022;145:437-447 @ FIGA RO'DKD
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Abstract: This review examines the impact of obesity on the pathophysiology of heart failure with

preserved ejection fraction (HFpEF) and focuses on novel mechanisms for HFpEF prevention using a

Int. J. Mol. Sci. 2024, 25, 4407. lucagon-like peptide-1 receptor agonism (GLP-1 RA). Obesity can lead to HFpEF through various
https://doi.org/10.3390/ijms 25084407 giicag pep ptorag ' Y p gnv

mechanisms, including low-grade systemic inflammation, adipocyte dysfunction, accumulation

check for of visceral adipose tissue, and increased pericardial /epicardial adipose tissue (contributing to an

updates increase in myocardial fat content and interstitial fibrosis). Glucagon-like peptide 1 (GLP-1) is an
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Jalil JE, et al. New Mechanisms to Prevent Heart Failure with Preserved Ejection Fraction Using Glucagon-like Peptide-1 Receptor Agonism (GLP-1 RA) in Metabolic Syndrome and in
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Protektivny efekt GLP-1 RA na rozvoj HFpEF
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Tirzepatide for Heart Failure in Patients with Obesity

A PLAIN LANGUAGE SUMMARY

Based on the NEJM publication: Tirzepatide for Heart Failure with Preserved Ejection Fraction and Obesity
by M. Packer et al. (published November 16, 2024)

In this trial, researchers examined cardiovascular
outcomes of treatment with tirzepatide in patients

with heart failure with preserved ejection fraction and

obesity.

WHY WAS THE TRIAL DONE?

Tirzepatide, a long-acting
agonist of glucose-dependent
insulinotropic polypeptide
and glucagon-like peptide-1
receptors, causes considerable
weight loss, but data on its
effects on cardiovascular out-
comes are lacking.

HOW WAS THE TRIAL CONDUCTED?

Most patients with heart failure and a preserved
ejection fraction also have obesity, and visceral
adiposity contributes to the evolution and progres-
sion of heart failure.

PATIENTS

WHO 731 adults

Age: at least 40 years
(mean, 65 years)

Women: 54%; Men: 46%

CLINICAL
STATUS

Chronic heart failure
(NYHA class Il to IV)

Left ventricular ejection
fraction: at least 50%

BMI: at least 30

Adults with chronic heart failure, an ejection fraction of at least 50%, and a

body-mass index (BMI) of at least 30 were assigned to receive subcuta-
neous tirzepatide (up to 15 mg per week) or placebo, in addition to
usual therapy. The two primary end points were a composite of adjudicated
death from cardiovascular causes or a worsening heart-failure event resulting in
hospitalization, intravenous therapy in an urgent care setting, or intensifica-
tion of oral diuretic therapy, and the change in the Kansas City Cardiomyopa-
thy Questionnaire clinical summary score (KCCQ-CSS; range, 0 to 100, with
higher scores indicating better quality of life) at 52 weeks.

Tirzepatide
L=
H Once weekly

RS

4
Usual therapy

(Maximum tolerated dose after
dose-escalation period)

364 Patients

6-minute walk distance:
100to 425 m

KCCQ-CSS: 80 or lower

One of the following: an
elevated NT-proBNP level,
left atrial enlargement, or
elevated filling pressures

Heart-failure decompensa-
tion within 12 months be-
fore baseline or an eGFR of
less than 70 ml per minute
per 1.73 m? at baseline

TRIAL DESIGN

+* DOUBLE-BLIND
* RANDOMIZED
+ PLACEBO-CONTROLLED

* LOCATION: 129 CENTERS IN 9 COUNTRIES

367 Patients

The NEW ENGLAND JOURNAL of MEDICINE

RESULTS BODY-MASS INDEX

During a median follow-up of 2 years, death from cardiovascular causes or a
worsening heart-failure event occurred significantly less often in the tirze-
patide group than in the placebo group. At 52 weeks, improvement in the
KCCQ-CSS was significantly greater in the tirzepatide group.

Death from Cardiovascular Causes or a Worsening Heart-Failure Event
Hazard ratio, 0.62 (95% Cl, 0.41-0.95); P=0.026

100+
& Placebo

g 20

o

S s- The risk of heart failure

v

g Tizepatid o : ;

- irzepatide (especially in p?t|ents \A{Ith

3 101 preserved ejection fraction)
2 : increases as BMI increases.
S The mean BMI of patients

" e S Ve in this trial was 38.3 at
0 24 48 72 96 120 136 baseline.
Weeks since Randomization

T T

Nonfatal Adverse Events Leading
to Discontinuation

Nonfatal adverse events
leading to discontinuation
of the regimen — mainly
gastrointestinal events —
were more common in the
tirzepatide group.

Percentage of Patients

1.4

Tirzepatide Placebo

LIMITATIONS AND REMAINING QUESTIONS

CONCLUSIONS

Treatment with tirzepatide led to a lower
risk of a composite of death from cardio-
vascular causes or worsening heart failure

¢ This study included only patients with a BMI of
30 or greater; however, many patients with heart
failure with preserved ejection fraction have a
BMI of less than 30 but an abnormal waist-to-
height ratio, which is a more reliable indicator of < 3
excess visceral adiposity. More study is needed in than placebo and improved health status in
these patients. patients with heart failure with preserved

ejection fraction and obesity.

LINKS: FULL ARTICLE I NEJM QUICK TAKE I EDITORIAL

FURTHER INFORMATION

Trial registration: ClinicalTrials.gov number, NCT04847557

Trial funding: Eli Lilly

Full citation: Packer M, Zile MR, Kramer CM, et al. Tirzepatide for heart failure with preserved ejection fraction and obesity. N Engl | Med
2025;392:427-37. DOI: 10.1056/NEJM0a2410027.

For personal use only. Any commercial reuse of NEJM Group content requires permission. Copyright © 2025 Massachusetts Medical Society.
All rights reserved.
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Everitt I, et al. Moving the Paradigm Forward for Prediction and Risk-
Based Primary Prevention of Heart Failure in Special Populations.
Current Atherosclerosis Reports 2022. 24.10.1007/s11883-022-01009-7.



Zaver

SZ je preventabilné ochorenie

spravna zivotosprava je kflucom ku zdraviu
désledny mng KV RF ovplyvnuje vznik a progresiu SZ

osvedcene terapeutické strategie funguju (ACEi / ARB / statiny)
nove lieky posobiace na urovni ,metabolizmu” (SGLT2i a GLP-1 RA)

a RAAS (nesteroidné MRA) maju potencial znizit riziko vzniku SZ






