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Vztah medzi metabolickymi rizikovymi faktormi, CKD a KV systémom
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KVO je jednou z dominantnych pric
KVO?

in umrtia pri:

CKD?
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Celkova mortalita pri KVO zavisi od pritomnosti
pridruzenych stavov
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Level of cardiovascular multimorbidity Total,n  Number of events (%) Censored, n (9
CVD only 718 53(74) 665 (92.6)
02 = CVD and CKD 388 55(14.2) 333(85.8)
CVD and diabetes 81 12(14.8) 69 (85.2)
CVD, CKD, and diabetes 69 21(30.4) 48 (69.6)
Total 1256 141 (11.2) 1115 (88.8)
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Glynn LG, et al. Br J Gen Pract. 2008;58(552):488-94.



SR, CR: podiel umrti na KVO, DM a CKD
oripisatelné efektu T"BMI, hypertenzie, G a CH
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Diseases Collaboration. Lancet Diabetes Endocrinol.
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Kardio-reno-metabolicky (CRM) syndrom

systémoveé postihnutie, ktoré charakterizuju vzajomné patofyziologické interakcie medzi

metabolickymi rizikovymi faktormi, oblickami a KV systémom

vedu k multiorganovej dysfunkcii a vysokému vyskytu KV prihod (SZ, IM, NCMP, PAO, FP)
nejde o samostatné ochorenie, ale subor koexistujucich a vzajomne prepojenych stavov
vytvara nové kontinuum medzi zdravymi osobami, osobami s rizikom KVO a pacientmi s KVO

oznaci osoby s vysokym rizikom KV prihod, u ktorych mozu tradicné schémy riziko podhodnotit

Ndumele CE, et al, Circulation. 2023;148(20):1606-1635.
Pracovna skupina pre CRM syndrém, Internd medicina S5 24/2024



Klasifikacia CRM syndromu: 5 stadii
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Ndumele CE, et al, Circulation. 2023;148(20):1606-1635.



HFpEF ako prototyp postihnutia srdca pri CRM sy

Arterial Hypertension - 60-80%
Associated with increased mortali

Arterial Hypotension — 5-10%
Often a barrier to initiating HF therapies

Elderly (>65 years) - 60-70%
More likely to be white, women;
higher comorbidity burden

Ejection fraction >65% - 8-10%
Consider secondary HFpEF, including
amyloidosis and HOCM

Coronary Artery Disease - 40-70%

Ejection fraction 50 to 55% - 10-20%
More severe hemodynamic impairment; worse prognosis

Characteristics and response to treatment
may be similar to HFrEF

Female Sex - 40-50%

COPD - 15-20% Worse symptoms and quality of life; lower mortality

Safety of long-acting beta-agonists and
muscarinic agonists not well-established

Chronotropic Incompetence - 30-50%
Cachexia - 15-20% Associated with lesser exercise tolerance
Associated with a poor prognosis; increased risk

of adverse drug effects and drug interactions

Obesity - 30-40%
Atrial Fibrillation - 15-30% Worse symptoms, quality of life & prognosi

Associated with increased HF hospitalization

Iron Deficiency - 20-50%

Pulmonary Hypertension - 20-30% TSy 0L M L PopuosTs

Worse symptoms and increased mortality
Sleep Apnoea - 20-50%
PE———_go ond prognosis of HFpEF not well-established

High Heart Rate (>80 bpm) - 20-30%

Associated with increased CV risk Type 2 Diabetes - 20—-40%
— B &

Chronic Kidney Disease - 20—-40%
Associated with worse outcomes

pat s el — Rer SD et al. Eur J Heart Fail. 2023;25(7):936-955.

Functional Tricuspid Regurgitation- 20-40%
Associated with increased mortality




Diagnostika CRM sy

Obezita DM2 CKD KVO
* Predklinicka: BMI + * priznaky
pas/boky, + prilez. G>1,1 * eGF <1 ml/s * symptomy
pas/vy3ka, mmol/| * UACR >3 s o7
celkovy tuk e G nala¢no mg/mmol * ASKVO
s o >7 mmol/I * PAO
* Klinicka obezita:
e oGTT 2h ° —_
s poruchou pulz = P

>11,1 mmol/l

funkcie organov / . HbA1c

funkcnou limitaciou

* skrining?

Rubino F et al. Lancet Diabetes Endocrinol. 2025;13(3):221-262. Pracovna
skupina pre CRM syndrém, Interna medicina S5 24/2024



Skrining KVO u diabetikov: nema vyznam

Screened Unscreened
Invited Invited
20 - . Subgroup Participants  Participants Hazard Ratio (95% Cl)
Hazard ratio, 0.95 (95% Cl, 0.90-1.00) o v e 100y
Age

p = O - 06 g-:?ﬂ yr 18.73 20.90 —— E 0.89 (0.83-0.96)
=70yr 30.71 30.33 —— 1.01 (0.94-1.09)

11 Cardiovascular disease H
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:E 10- Ischemic heart disease .
E No 23.03 2426 —'0'—5 0.95 (0.90-1.00)
- Yes 35.10 34.02 —_—— 1.03 (0.82-1.29)

g Heart failure :
=1 No 22.31 23.44 —— 0.95 {0.90-1.00)
i) Yes 79.61 80.07 _— 0.99 (0.81-1.21)

= 5 a Peripheral occlusive arterial disease H
E No 22,35 23.72 —Q—E 0.94 (0.89-0.99)
a Yes 81.96 72.74 E—O— 1.13 (0.91-1.40)

Aortic aneurysm
No 23.09 24.25 .95 (0.90-1.00
0 | ! | | Il Diabetes mellitus at baseline
0 - - 3 4 5 no 0.96 (0.90-1.02)

Years since Randomization Yes 0.91 (0.81-1.03)

Lipid-lowering therapy at baseline

No. at Risk .
No 2.21 22.27 —— 1.00 (0.93-1.07)

Unscreened 29,790 29,242 28,552 27,907 27,182 19,712 10,409 :
pan:icipants Yes 25.63 28.54 — | 0.90 (0.83-0.97)
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participants 16,736 16,390 16,072 15,720 15,330 11,591 5,837

ety [\ i et

ed 2022;387:1385-1394.

Lindholt JS, et al. N Engl J



Terapeuticky manazment



0 Bez RF CRM syndromu - - - - Obezita -
1 Excesivny alebo dysfunkény tuk + IGT +/- - - RF Obezita
2 Metabolické RF a CKD + + +/- - _ - Subklinické KVO | RF
3 Subklinické KVO pri CRM syndréme + + +- + - Manifestné KVO | Subklinické KVO a RF
Manifestné KVO pri CRM syndrome
4a: bez zlyhania obliciek + + +/- n. a. + Seku ncl:—_.trna Manifestné KVO a RF
4 prevencia K\VO
4b: so zlyhanim obliciek + + + n. a. + Sekund:—zlrna Manifestné KVO a RF
prevencia KVO

Pracovna skupina pre CRM syndrom, Interna medicina S5 24/2024
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1 Excesivny alebo dysfunkény tuk + IGT +/- - - RF Obezita
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3 Subklinické KVO pri CRM syndréme + + +- + - Manifestné KVO | Subklinické KVO a RF
Manifestné KVO pri CRM syndrome
4a: bez zlyhania obliciek + + +/- n. a. + Seku ndgrna Manifestné KVO a RF
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prevencia KVO

Pracovna skupina pre CRM syndrom, Interna medicina S5 24/2024



Stadium 0: V¢asna prevencia obezity
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Vaginal delivery

Breastfeeding

Promoting healty diet
for both mother and
child and limiting
consumption of junk
food, sweetened
beverages and
excessive proteins,
fats and
carbohydrates intake

Wellnes of women
before and during
pregnancy

Childhood obesity prevention

X

- U

Limit screen time to be
not more than 2 hrs/day

Training of healthcare
providers

|.H
Promoting adquate

Regular physical activity  4.,rations of sleep

(at least 60 mins per day)

Shaban Mohamed MA et al

. Children (Basel).



0 BezRFCRMsyndromu | - | - | - - Obezta

Excesivny alebo dysfunkény tuk _-_ RF Obezita
2 Metabolické RF a CKD +/- _ Subklinické KVO | RF
3 Subklinické KVO pri CRM syndréme + + +- + - Manifestné KVO | Subklinické KVO a RF
Manifestné KVO pri CRM syndrome
4a: bez zlyhania obliciek + + +/- n. a. + Seku ndgrna Manifestné KVO a RF
4 prevencia KVO |
4b: so zlyhanim obliciek + + + n. a. + Sekunde_lrna Manifestné KVO a RF
prevencia KVO

Pracovna skupina pre CRM syndrom, Interna medicina S5 24/2024



LieCba obezity bez ohladu na stadium CRM

* Behavioralne metody
 Bariatricka chirurgia

* Farmakoterapia



Celkova mortalita Vplyv redukcnej dletY na mortalitu
metaanalyza

Study Experimental Control Risk ratio Welght Risk ratio
(95% CI) (%) (95% CI)

Abbenhardt 2013 0235 1/204 y 0.20  0.29 (0.01 ta 7.07) n —_— 3 O 2 O 6
Andrews 2011 0/494 1/99 0.20  0.07 (0.00 to 1.64)
Aveyard 2016 6/940 6/942 —— 1.6  1.00(0.32 to 3.10)
BeWEL 2014 0/163 1/166 " 0.20  0.34 (0.01 to 8.27)
Bhopal 2014 /85 1/86 020 0.34 (0.01 to 8.16)
DPP 2002 3/1079 5/1082 —_—— 1.02  0.60 (0.14 to 2.51)
Daumit 2013 2144 3147 e w 0.66  0.68(0.12 to 4.01)
Davis TAIM 1993 4291 2/296 —-—-— 073 2.03 (038 10 11.02)
Finnish DPS 2009 15/265 18/257 ol 473 0.81(0.42101.57) KV t I 't
Fitzgibbon 2010 1/107 0/106 : 0.20 2.97 (012 1072.15) m O r a I a
Gabriel 2011 1253 2/255 0.36  0.50 (0.05 to 5.52)
Goodwin 2014 1/171 1/167 0.27 0.98 (0.06 1015.49) | No of events/total
Greaves 2015 LR e : e Study Experimental Control Risk ratio Welght Risk ratio
Green 2015 1/104 2/96 0.37  0.46 (0.04 to 5.01) (95% C) ) (95% CI)
Heller 1988 0/40 1/47 i 0.21  0.39(0.02 10 9.32)
Horie 2016 0/40 1/40 0.21  0.33 (0.01 to 7.95) DFP 2002 2/1079 4/1082 —_—— 393 0.50(0.09102.73)
Hunt FFIT 2014 0/374 2/374 0.23  0.20(0.01 to 4.15) Daurmil 2013 /144 0/147 5 - = 1.27 5.10{0.25 to 105.39)
LEE T AhE 1/529 2{336 Wels  DIEENEHIDEED) Finnlsh DPS 2009 6/265 5,257 — B19 1.16(0.361t03.77)
Look AHEAD 2013 1742570  202/2575 = 54.61 0.86(0.71101.05) i
Mengham 1999 0/38 137 0.21  0.32(0.01t07.73) Ll 07104 2{96 * - Setd L GRICU 10 B 0)
Oldroyd 2006 1/39 0/39 s 0.21 3.00(0.13 10 71.46) Logue 2005 1/329 1/336 ! 147 1.02(0.06to 16.26)
Patrick 2011 /124 0/217 0.23 4.B4(0.23 to 100.33) Look AHEAD 2013 52/2570 57(2575 —a— 81.66 091 (0.63t01.33)
Penn 2009 251 1/51 : 0.37  2.00(0.191021.37) Oldroyd 2006 1/39 0/39 117  3.00(0.13t071.46)
Perrl 2014 0/443 1/169 : 0.20 0.13 (0.01 to 3.12) Toobert 2000 117 0/11 | 1.16 2.00 (0.09 to 45.12)
Rejeski CLIP 2011 1/98 2/1%0 : 30RO 37003 IO =5) Overall: P=0.810, P=0%  65/4547  69/4543 100.00  0.93 (0.67 to 1.31)
Rock 2015 2/348 5/349 _— 0.78  0.40 (0.08 to 2.05)
Shea ADAPT 2010 15/159 30/159 — 6.20  0.50(0.28 to 0.89) 0.01 0.1 100
Shea TONE 2011 49294 52/291 —-— 16.52  0.93 (0.65 to 1.33) Favours experimental Favours control
TOHP (| 2007 18/1192  22/1190 — 5.45  0.82 (0.44 to 1.51)
Toabert 2000 1/17 0/11 021 2.00(0.09 to 45.12)
Wing PRIDE 2010 1226 0112 : 0.20  1.49 (0.06 to 36.37)
Yardley 2014 0/136 1/43 0.21  0.11(0.00 to 2.58)
de Vos 2014 4203 1/204 i S 0.65  4.02 (0.45 to 35.65)
de Waard 1993 5/59 7143 1.79  0.52(0.18101.53) !
Overall: P=0.945, I"=0% 311/11 266 374/10 433 100.00 0.82 (0.71 to 0.95)

0.01 0.1 1 100

Favours experimental Favours control

Ma Ch et al. BMJ 2017;359:j4849



Body-Mass Index (kg/m?)

Bariatria redukuje
kardiovaskularne umrtia

55 1.0-
0.94
50
: 0.8+
£ 074
: =
& L E 0.6
- wn
, e 0.5
. 2
e o U : = _
ol g 04 = Reference: 125 deaths; rate, 5.2/1000 person-yr
2 03 (95% Cl, 4.4—6.2)
02d™ Surgery: 457 deaths; rate, 10.7/1000 person-yr
s | -2 (95% CI, 9.7-11.7)
254 | EEIS : 0.1 == Control: 539 deaths; rate, 13.2/1000 person-yr
(95% ClI, 12.1-14.3)
== Control 0.0 I T | T T T T 1
20:; ={J= Surgery 0 5 10 15 20 25 30 35 40
A
-+ rTTT7r 7T T T T T T T T T T T T "I"ﬁrsanollow-up
012 3 45 6 7 8 910111213 14151617 18 19 20
Years of Follow-u No. at Risk
P Reference 1135 1125 1106 1083 905 0 0
Surgery 2007 1915 1837 1744 1390 580 34
Control 2040 1961 1815 1589 1238 438 26

Carlsson LMSS, et al. N Engl J Med 2020;383:1535-43.



Semaglutid: redukcia hmotnosti sa spaja s priaznivym ovplyvnenim
metabolickych parametrov a osudom pacientov

Zlozeny ukazovatel: KV umrtie, NCMP, IM

1005 109 |yazard ratio, 0.80 (95% CI, 0.72-0.90)
904 g P<0.001 for superiority
£ 80+
- Placebo
g 704 6-
2 &n- Semaglutide
n =17604 2 ol 7
e BMI>27 E a0d 2-
e BezDM .
 SKVO: IM, NCMP, PAO E 0 . . . . . . . .
o 207 0 6 12 18 24 30 36 42 48
10-
ﬂ__ ] | ] | ] | ] |

Months since Randomization

Mo. at Risk

Placebo 8801 8652 8487 8326 B8le4 7101 5660 4015 1672
Semaglutide 8803 8695 8561 2427 8254 7229 5777 4126 1734

Lincoff AM et al. N Engl J Med 2023;389:2221-32



Percent Change in Body Weight

Tirzepatid: priaznivy vplyv na hmotnost a RF KVO

hmotnost

Overall mean baseline weight=104.8 kg

OHi-————mm e e
" O o .
n Y
Y 05 - -0O=- - f4- -0 - -0-2 31
47 \\ Placebo !
8
124
Tirz}q::natiq:if-_r
5 mg _15.0
_16- -16.0
Tirzepatide,
185
-20+ Tirzepatide, 10 mg %
15 mg -21.4 -209
-225
_24 | I I [ | I I I [ [ | /}’/ I
0 4 8 12162024 36 48 60 72 TRE

Weeks since Randomization

metabolické ukazovatele

End Points

Key secondary end points3
Change from baseline to week 20 in body weight — kgf
Change in measure

SF-36 physical function score(]

Systolic blood pressure — mm Hg
Percentage change in level |

Triglycerides — mg/dI

Non-HDL cholesterol — mg/dl

HDL cholesterol — mg/dl

Fasting insulin — mIU/liter#*
Additional secondary end points{T
Change in diastolic blood pressure — mm Hg
Percentage change in level |

Total cholesterol — mg/dl

LDL cholesterol — mg/dl

VLDL cholesterol — mg/dI

Free fatty acids — mmol/liter

Pooled Tirzepatide
Groupsy

Placebo
(N=643)

least-squares mean (95% Cl)

-12.8 (-13.1t0o-12.5)

3.6 (3.2t0 4.0)
-72 (-7.8t0-6.7)

-24.8 (-26.3 o -23.1)
9.7 (-10.7 to -8.6)
8.0 (6.9t0 9.1)
-42.9 (-44.9 to -40.9)

-4.8 (-5.2 to -4.4)

-4.8 (-5.6 to -4.0)
-5.8 (6.9 to -4.6)
-24.4 (-25.9 to-22.9)
7.5 (-10.7 to -4.3)

-27 (-3.2t0 -2.2)

1.7 (0.8 to 2.6)
-1.0 (-2.3t0 -0.3)

-5.6 (-10.0t0 -1.2)
-23 (-4.9t0 -0.2)
-0.7 (-2.9t0 1.5)
-6.6 (-15.3 10 2.2)

0.8 (-1.6 t0 0.0)

-1.8 (-3.7t0 0.1)
-1.7 (-4.6t0 1.3)
-4.8 (-9.2t0 -0.4)
9.5 (3.8t015.3)

Estimated Treatment
Difference from Placebo
(95% C1)

-10.1 (-10.7 to -9.6)

1.9 (1.0 to0 2. 9)
-6.2 (-7.7to -4.8)

-203 (-24.3 to -16.1)
-7.5 (-10.1 to -4.9)
8.8 (6.1t0 11.5)
-38.9 (-44.8 to -32.4)

-4.0 (-4.9t0-3.1)

-3.1(-52t0-1.0)
-4.2 (-7.2t0-1.0)
-20.6 (-24.6 to -16.4)
-15.6 (-20.8 to -9.9)

Jastreboff AM et al. N Engl J Med 2022;387:205-16.



Bez RF CRM syndromu

Obezita -

Metabolické RF a CKD
Subklinické K\VO pri CRM syndrome
Manifestné KVO pri CRM syndrome

Subklinicke KVO _
Manifestné K\VVO | Subklinické KVO a RF

4a: bez zlyhania obliciek

4b: so zlyhanim obliciek

" nd?ma Manifestné KVO a RF
prevencia KvVO _

Sekundarna _ )

prevencia KVO Manifestné KVO a RF

Pracovna skupina pre CRM syndrom, Interna medicina S5 24/2024



Zakladne ciele liecby

DM 2

- ' mortality

* prevencia makro-

Komplikacii

* prevencia mikro-

komplikacii

* minimalizacia
hypoglykémie

» prevencia hospitalizacii

CKD

| mortality

* odsun/zastavenie
progresie

» diagnostika a lieCba
patologickych prejavov
CKD

* prevencia hospitalizacii

* vCasne planovanie
eliminacnej lieCby

Shubrook JH et al. Postgrad Med 2022, VOL. 134, NO. 4, 376-387




Zakladne ciele liecby

DM 2

CKD

preve

ncia KVO

. TTyPYYTIynRorrmoe
» prevencia hospitalizacii

rJI\J

* vCasne planovanie
eliminacnej lieCby




Hlavné farmaka pouzivané s ucinkom na prevenciu KVO pri CRM 2 a 3

GLP-1 RAs

SGLT2 inhibitors

Metabolic
(effects: antiglycemic)

Hemodynamic

(effects: reduce
blood pressure and/or
intraglomerular

ns-MRAs (finerenone)

and antifibrotic
(effects: kidneys,
heart, vasculature)

Khan MS et al. BMC Nephrol. 2024;25(1):248.



GLP-1R agonisty a KV vysledky

metaanalyza 8 RKS u pacientov s DM2
n=60080, K\VO 72%

MACE
HR Weight

Study Favours GLP-1RA with 95% Cl (%)
. _ | redukcia v porovnani s
lixisenatid ELIXA 102[ 089, 1.17] 1424 | 5)acebom:
liraglutid LEADER —— 087[ 078, 097] 1728 |« MACE 14%
semaglutid SUSTAIN-6 o 0.74[ 058, 0.95] 6.82 |+ KV Umrtie13%
exenatid EXSCEL —- 0.91[ 083, 1.00] 1920 |* nefat. NCMP 16%
albiglutid HARMONY —i— 0.78[ 068, 0.90] 1390 |° hosp.pre SZ10%
dulaglutid REWIND —- 0.88[ 0.79, 0.99] 16.83 |° Celk. mortalita 12%
0. semaglutid PIONEER 6 i 0.79[ 057, 1.10]  4.21 * zloZeny Ob’|ICk0vy

ukazovatel

efpelenatid ~ AMPLITUDE-O n 0.73[ 0.58, 0.92] 7.53 e

Overall S 0.86[ 0.79, 0.94] makroalbumindria)

Heterogeneity: 1 = 0.01, I° = 50.09%, H’ = 2.00 17%

Test of 8 = 6;: Q(7) = 12.62, p = 0.08

0.50 075 100 125 150

Random-effects empirical Bayes model
Knapp-Hartung standard errors

Giugliano G et al. Cardiovasc Diabetol. 2021;20(1):189. .



empa-
kana-
dapa-
kana-
ertu-

gliflozin

Experimental

Study Events Time
Death

EMPA-REG OUTCOME 269 14529.70

CANWVAS 350 20862.00

DECLARE-TIMIS8 529 36044.40

CREDENCE 168 5725.20

VERTIS-CV 473 16497.00

Fixed effect model
Random effects model
Heterogeneity: I° = 51%, > = 0.0067, p = 0.09

MACE
EMPA-REG OUTCOME 490 14529.70
CANWVAS 535 20862.00
DECLARE-TIMIS8 756 36044.40
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Heterogeneity: I° = 24%, t* = 0.0014, p = 0.26
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Marilly E et al. Diabetologia.
2022;65(12):2000-2010.



Inhibitory SGLT2 pri CKD
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Finerenon redukuje vyskyt KV prihod pri DKD

KV dmrtie, NCMP, HHF

A Composite cardiovascular outcome B eGFR 257% composite kidney outcome
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Agarwal R, et al. Eur Heart ) 2022;43,474—-484



Manitestne KVO pri CRM syndrome

0 Bez RF CRM syndromu - - - - Obezita -

1 Excesivny alebo dysfunkény tuk + IGT +/- - - RF Obezita

2 Metabolické RF a CKD + + +/- - - Subklinické KVO | RF

3 | Subklinické KVO pri CRM syndréme |  + + +1- + ' - Manifestné KVO | Subklinické KVO a RF

4a: bez zlyhania obliciek

4b: so zlyhanim obliciek

Sekundarna
prevencia KVO

Sekundarna

prevencia KVO

Manifestné KVO a RF

Manifestné KVO a RF

Pracovna skupina pre CRM syndrom, Interna medicina S5 24/2024



Zakladne ciele liecby

DM 2

« J mortality

* prevencia makro-

komplikacii

* prevencia mikro-

komplikacii

* minimalizacia
hypoglykémie

» prevencia hospitalizacii

CKD

* | mortality

* odsun/zastavenie
progresie

» diagnostika a lieCba
patologickych prejavov
CKD

 prevencia hospitalizacii

* vCasné planovanie
eliminacnej lieCby

KVO

(ASKVO, SZ,
FP)

«  mortality
* prevencia nahlej smrti
«  symptomov

e prevencia neziaducich
prihod

o 1 kvalita zivota

s prevencia hospitalizacii

Shubrook JH et al. Postgrad Med 2022, VOL. 134, NO. 4, 376-387




CRM - stadium 4: Zakladneé ciele liecby

KVO

_I‘I'y'P'UgTyl\unuv rJIV
* prevencia hospitalizacii * vCasne planovanie
eliminacnej lieCby

DM 2 CKD KVO
(ASKVO, SZ,
, " . FP)
,sekundarna“ prevencia N

 prevencia nahlej smrti
« I symptémov
e prevencia neziaducich

prihod

o 1 kvalita zivota

s prevencia hospitalizacii

Shubrook JH et al. Postgrad Med 2022, VOL. 134, NO. 4, 376-387




CRM - stadium 4: Zakladné ciele liecby

DM 2 CKD

KVO

,sekundarna“ prevencia
KVO

_I‘I'y'P'UgTyl\vnuv rJIV
* prevencia hospitalizacii * vCasne planovanie
eliminacnej lieCby

specifické pristupy
pre jednotlivé typy
KVO +
,pleiotropné”
efekty inych farmak

- | NvdAIild 41vVUld

s prevencia hospitalizacii

Shubrook JH et al. Postgrad Med 2022, VOL. 134, NO. 4, 376—387




Mo. at Risk
Placebo
Empagliflozin

Estimated Cumulative Incidence (3%)
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SGLT2! pri HFrEF

EMPEROR REDUCED - empagliflozin
KV umrtie alebo hospitalizacia pre SZ

Hazard ratio, 0.75 (95% CI, 0.65-0.86) Placebo

P<0.001
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DAPA-HF - dapagliflozin

zhorSenie SZ (neplanovana hospitalizacia alebo
navsteva pohotovosti pre SZ) alebo KV umrtie

30+
25+
20+
154
104

Hazard ratio, 0.74 (95% CI, 0.65-0.85)
P<0.001

T
6 S 12 15 18 21 24
Months since Randomization

2258 2163 2075 1917 1478 1096 593 210
2305 2221 2147 2002 1560 1146 612 210

Packer M et al. N Engl J Med 2020;383:1413-24
McMurray JJV et al. N Engl J
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No. at Risk
Placebo
Empagliflozin

Cumulative Incidence (%)

KV umrtie alebo hospitalizacia pre SZ

SGLT2! pri HFpEF
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DELIVER - dapagliflozin

zhorSenie SZ (neplanovana hospitalizacia alebo
navsteva pohotovosti pre SZ) alebo KV umrtie
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FINEARTS: finerendn pri HFmrEF/HFpEF

Worsening Heart Failure and Deaths Death from Cardiovascular Causes
Rate ratio, 0.84 (95% Cl, 0.74-0.95; P=0.007) Hazard ratio, 0.93 (95% Cl, 0.78-1.11)
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Solomon SD et al. N Engl J Med 2024;391:1475-1485



Butler J et al. Lancet. 2024;403(10437):1635-1648

GLP-1RA: HFpEF s obezitou

semaglutid

¢as do 1. HF prihody alebo KV umrtia

B
100 T = Semaglutide group (n=10)
— Placebo group (n=32)
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Packer M et al. N Engl J




Co CRM nie je ?

* KV ochorenie bez obezity
lone fibrilacia presieni a embolické KVO — IM, NCMP
DKMP, HKMP, RKMP, AVDR
hemoragicka NCMP
* a pod.
* CKD bez DM a obezity:
* glomerulonefritida
* amyloiddza
* a pod.

* DM 1. typu



/aver

* CRM syndrom je Casty. Vyznacuje sa neproporcne vysokou mortalitou.
* Oznacuje kontinuum od zdravia cez obezitu, RF KVO ku KV prihodam.

* Pritomnost CRM syndromu znamena pridavné riziko ku KV riziku podl|a
sucasnych schém.

* Manazment si vyzaduje interdisciplinarnu spolupracu.

» Zaroven sa stieraju hranice medzi odbornostami, diagnostika a lie¢ba sa mo6ze
zacat na viacerych ambulanciach.

» KIuCova je prevencia a liecba obezity.

* Novsie farmaka cielia na viaceré komponenty CRM a v specifickych situaciach
zabranuju umrtiam a dalsim KV prihodam.



