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Vychodiska

DM a kardiovaskularni onemocnéni nejsou oddéelené klinické entity
* pacienti s DM - 1 riziko rozvoje kardiovaskularnich onemocnéni.

* |CHS, srdecni selhani, onemocnéni aorty a perifernich tepen, FiS a CMP

DM hlavni rizikovy faktor pro rozvoj chronického onemocnéni ledvin (CKD)
- /P rizika KVO

* kombinace HF, DM a CKD velmi vyznamné zvysuje morbi/mortalitu

* pozitivni vysledky klin. studii s novymi latkami u pacient( s diabetem a
KV rizikem:
* SGLT2i
* GLP-1ra
* tirzepatid (dualni agonista GLP1ra a GIP)
* finerenon nesteroidni antagonista mineralokortikoidnich recept.
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Soucasny koncept aktivni péce o pacienty s DM a KVO

* u pacientu s KVO aktivné
patrat po DM

* u pacientu s DM aktivné
patrat po RF a pritomnosti
KVO

* u obou skupin patrat po
komplikacich

* neprodlené zahajit efektivni
terapii a zabranit rozvoiji
klinicky vyznamnych
komplikaci (CKD)

kazdorocCni skrinink pacientt
s KVO na pritomnost
diabetu/prediabetu

kazdorocni skrinink pacientu
s DM na pritomnost KVO

stratifikace rizika
terapeuticka intervence

European Heart Jou




Prakticke poznamky




Diagnostika diabetu

e diabetes:
o glukdéza nalacno (fasting glucose) =2 7,0 mmol/l (u asymptomatickych jedincl je
pritom treba diagndzu potvrdit vysetrenim glykémie nalacno ve 2 riznych dnech a
nelze pouzit glukometr, ale vysetfit zilni krev v biochemické laboratofri) nebo

o glykovany hemoglobin (HbAlc) = 48 mmol/mol (tj. > 6,5%) nebo
o hladina glukézy ve 2.hodiné oGGT > 11,1 mmol/I

e prediabetes: porucha glukdzové tolerance (IGT) nebo vyssi glykémie
nalacno (IFG):
o glukéza nalaéno 5,6-6,9 mmol/I (IFG) nebo
o HbA1c 39-47 mmol/mol (tj. 5,7-6,4%) nebo
o hladina glukdzy ve 2.hodiné ordlniho glukézového testu 7,8-11,0 mmol/I (IGT)

- 5‘,_'—_ European Heart Journa



Stratifikace rizika

Velmi vysokeé riziko Pacienti s T2DM s:

. prokazanym AS KVO

. tezkym postiZzenim cilového organu

. 10leté riziko KVO = 20 % (SCORE2-Diabetes)

Vysoké riziko Pacienti s T2DM nesplnujici velmi vysoké riziko:
. 10leté riziko KVO 10 aZ <20 % (SCORE2-Diabetes)

Stredni riziko Pacienti s T2DM nesplnujici velmi vysoké riziko:
. 10leté riziko KVO 5 aZ <10 % (SCORE2-Diabetes)

Nizké riziko Pacienti s T2DM nespliujici velmi vysoké riziko:
. 10leté riziko KVO <5 % (SCORE2-Diabetes)

Postizeni cilového organu (TOD):
e eGFR <45 ml/min/1,73 m2 bez ohledu na albuminurii

e eGFR 45-59 ml/min/1,73 m2 a mikroalbuminurie: pomér UACR 30-300 mg/g
e proteinurie (UACR >300 mg/g)

mikrovaskularniho onemocnéni > 3 rGznych mistech (mikroalbumi
LA
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Stratifikace rizika

SCORE 2- Diabetes

o Ceska republika je zemé s vysokym KR rizikem
online:
https://clincasequest.hospital/score2-score2-op/

https://www.mdcalc.com/calc/10510/score2-
diabetes

SCORE2 & SCORE2-OP

10-year risk of (fatal and non-fatal) CV
events in populations at high CVD risk
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Cilova glykemie u pacienta s KV onemocnénim

|

Zmirnéte glykemické cile
HbA,. < 69 mmol/mol®

Kratka ocekavana délka zivota

|

Zpfiisnéte glykemické cile,
ale VYHNETE SE hypoglykemii®
HbA, < 53 mmol/mol

Delsi o¢ekavana délka zivota

e prilis tesna kompenzace diabetu
(HbAlc < 48 mmol/mol) >
zavaznych KV komplikaci

J

Dejte prednost lékim s

- prokazanym KV pfinosem*
‘E) * nizkym rizikem hypoglykemie




Medikace u DM pacienta s KV onemocnhénim

Hodnoceni rizika u pacientl s diabetem 2. typu na zakladé
pritomnosti ASKVO/zavazného TOD a 10lety odhad rizika KVO
pomoci SCORE2-Diabetes

European Heart Jou

Zaklad:

 SGLT2i, GLP-1RA
(semaglutid), metformin

Ostatni mozna medikace:

e DPP-4i (sitagliptin,
alogliptin, linagliptin)

e derivaty sulfonylurey
(glimepirid, gliklazid)

e dlouhodobé pusobici
inzuliny (glargin,

degludek)




SGLT21I a KVO GLP1Ra a KVO
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Srdecni selhani a diabetes - HFrEF

[ HFrEF Stage C Treatment ]

ARNI* + evidence-based
beta-blockert +
mineralocorticoid antagonist +
SGLT inhibitor
(Figures 3A-E)

! ! | !

For patients with For persistently For patients with For high-risk patients
persistent volume 5&":’;‘?3:";6‘:::;“' resting heart rate already on optimal
overload, Lo g =70, on maximally GDMT with
NYHA class II-IV despite ARNI/ tolerated beta-blocker worsening HF as
beta-blocker/ dose in sinus rhythm, evidenced by a
mineralocorticoid NYHA class I 1lI HF hospitalization or
antagonist/SGLT requirement for
NYI:;:“[:“O"I v intravenous diuretics
class
Titrate Add Add Add

Diuretic agent 2 : Ivabradine Vericiguat
(Figure 3F) t ';‘i’:i‘:r’:t'ge (Figure 3H) (Figure 3I)

(Figure 3G)
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Srdecni selhani a diabetes - HFmrEF
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Symptomatic HF with
LVEF 41%-49%
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Srdecni selhani a diabetes - HFpEF

Symptomatic HF with
LVEF 250%
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GLP-1 RA a srdec¢ni selhani

Prukaz zlepseni klinického stavu (tolerance namahy) pri terapii GLP-1 RA u

obéznich pacientu s HFpEF (semaglutid):

 STEP-HFpEF (Semaglutide in Patients with Heart Failure with Preserved Ejection
Fraction and Obesity)

 STEP-HFpEF DM (Semaglutide in Patients with Obesity-Related Heart Failure and
Type 2 Diabetes

Naopak:

Liraglutid:
e studie FIGHT (Functional Impact of GLP-1RA for Heart Failure Treatment)
* bez efeketu na prim. end-point: (mortalita/hospitalizace, zména NT-proBNP)

e studie LIVE (Effect of Liraglutide on Left Ventricular Function in Stable Chronic Heart
Failure Patients With and Without Diabetes) - bez efektu na LVEF

* _ studiejk S_%ELL (LVEF < 40%: nardst hospitalizaci)

Nl ';\_&‘r



GLP-1 RA a srdecni selhani

Use of GLP-1RA vs No GLP-1RA Real-Life Data
2007-2020

GLP-1RA (n = 808), No GLP-1RA (n = 34,247)

Methods: adjusted Cox regression, and propensity score 1:1 matching

GLP-1RA No GLP-1RA
Event Event
Rate n (%) Rate n (%)

All patients

Cardiovascular death — - 27 54(6.7) 5.3 6,886(20.1)

Cardiovascular death within 2 y _ 2.1 26 (3.2) 6.2 3,475(10.0)
BMI 25-30 kg/m?

Cardiovascular death — ] 4.0 17 (9.1) 57  4,212(21.3)

Cardiovascular death within 2 y I = | 29 8(4.3) 6.7 2,150(10.9)
BMI >30 kg/m’

Cardiovascular death — 23 37(6.0) 48 2,674(18.5)

Cardiovascular death within 2 y _ 1.9 18(2.9) 5.5 1,325 (9.2)
LVEF <40%

Cardiovascular death e — | 23 26(5.9) 46 2,987(18.3)

Cardiovascular death within 2 y k - | 1.6 11(2.5) 5.5 1,477 (9.0)
LVEF >40%

Cardiovascular death — — 28 22(6.7) 55 2,978(19.7)

Cardiovascular death within 2 y e | 28 14(4.3) 6.0 1,484 (9.8)
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Karlstrom P, et al. JACC Heart Fail. 2025;13(5):754-766.

SwedeHF

Heart Fadure Registry

Adjusted P Value
HR (95% Cl) PValue Interaction

0.66 (0.50-0.86) 0.002

0.52(0.35-0.77) 0.001

0.85 (0.52-1.37) 0.50 0.25
0.63 (0.31-1.26) 019 0.65
0.57 (0.41-0.80) <0.001 0.25
0.46 (0.29-0.74) 0.001 0.65
0.62 (0.42-0.91) 0.015 0.92
0.43(0.24-0.79) 0.006 0.38
0.67 (0.44-1.03) 0.07 0.92
0.70 (0.41-1.20) 019 0.38




Evropska doporuceni a GLP-1ra v oblasti HF

.

TRIAL GIP.| receptor  Placebo Hamrdrate  NNT
Three-point MACE agonist /M (%) /N (%) (95% CIy (95% CI)
GOB/4668 (13%)  £44672 (15%) - 0.87 (0.78-0.97) 001
|08/ |48 (T5) 14671849 (9%) _—— 0.74 {0.58-0.95) 0016
8397156 (11%)  $05/7396 (12%) - - 091 (0.83-1.00) 0061
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6111591 (4%)  76/1592 {5%) _—— 0.7% (057—1.11) 017
IEHITIT (F) 12501359 (9%) — 0.73 (0.58-0.52) 0.0067
Subtol (12 = |45%,P=0316) Y 085 [0.B0-090) 61 (46-592) <0.0001
Cardiovascular death
21514668 (5%)  ITAI4ETL (8K —_— 0.78 (0.66-0.93) 0.007
41648 (3%) 4601649 (3%) — 098 (0.65-148) 052
I407I56 (SK)  3AITI96 (5K) — 0.88 (0.76-1.02) 0.0%
|Z4731 (3%) 13004732 (3%) — 0.93 (0.73-1.19) 058
GETE 074949 (6%) 34614952 (TX) —=l 091 (0.78-1.06) 021
ISOIS91(1%) 3001552 (2%) +————— 049 (0.27-0.92) 0021
TSIZNT(3%) 501359 {4%) i 0.72 (0.50-1.03) 0.07
Subroml (12 = |24%, P = 0315) &> 085 (0.78-0.93) 142 (97-305) 0ON05
Fatal or non-fatal myocardial infarction
292/4668 (6%)  1I9/4672 (TH) — = 086 (0.73-1.00) 0046
SA/IE48 (3K)  6TV1649 (4%) _— 081 (057-1.16) 038
4HITISH(TH)  49TI96 (7TH) — 0.97 (085-1.10) 0.62
IBII4731 (4%) 24004732 (5%) —_— 0.75 (0.61-0.90) 0.003
GEITHD 1449 (5%) 23104952 (5%) —i— 0.96 (0.75-1.15) 063
WIS (2%) 351592 (2%) —— e 104 (0861 64 049
SUZIT(3%)  SEII5T (4%) _— 0.75 (0.54-1.05) 0.09
Subeomal (12 = |6.2%, P = 0.308) » 0.8 (0BI-0.94) 154 (57463) 00048
Fatal or non-fatal stroke
IT3I4668 (4%)  199/4672 (4%) —— Qa6 (0.7 -1 06) s
301648 (2%) 4611649 (3K) —_— 065 (0.41-1.03) 0066
|BT/T3I54 (3%) 2187396 (3%) — — 0.5 {0.70-1.03) 0.095
S4/4731 (2%) 10814732 (2%) _— 086 (0.66—1_14) 030
EEITED 15804549 (3%)  205/4552 (4%) —_—— 076 (0.62-0.94) o0ie
1301591 (1%) 171592 (1%) X 0.76 (0371 56) 043
SITITK) 31359 2%) _— 0.74 (047-1.17) 0.19
Subrosl (1 = 0.0%. P = 0.903) &> 081 (0.74-0.90) 171 (124-324) <0.0001

— European Heart Journal (2023) 44, 4043-4140

Mote: Weights are from random effects analysis =Q) Favours GLP-IRA Favours Placebo
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Finerenon u pacientu se srdec¢nim selhanim a DM

* nesteroidni selektivni antagonista mineralokortikoidnich receptoru
e expresi prozanétlivych a profibrotickych mediatoru

e tC. indikovan k |écbé chron. onemocnéni ledvin (s albuminurii)
spojeneho s diabetem 2. typu u dospélych

* do terapie pacientim |é¢enym maximalni tolerovanou davkou ACE
inhibitortd nebo ARB a soucasné gliflozinem (nebo bez néj, pokud je
uziti nevhodné)

* pozitivni kardiovaskularni vysledky ve studiich FIDELIO-DKD,
FIGARO-DKD a FINE ARTS - analyza: FINE-HEARTS




Finerenon u pacientu se srdec¢nim selhanim a DM

nature medicine 8
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Finerenon u pacientu se srdec¢nim selhanim a DM

e T2DM + CKD: priznivy efekt na HFH, progresi poklesu funkce ledvin a celkovou mortalitu
e eGFR>25ml/min/1,73 m2 a albumin/kreatinin v moc¢i (UACR) >30 mg/g

e soucasna terapie ACEi/ARB/ARNi (93%), SGLT2i (9), BB
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Srdecni selhani a diabetes

Doporuceni

Trida

Inhibitory SGLT2 (dapagliflozin, empagliflozin, ev. sotagliflozin) se
doporucuji u vSech pacient s HFrEF a T2DM ke snizZeni rizika srdecniho
selhani hospitalizace a KV umrti

Je doporucena intenzivni strategie vcasneho zahajeni lécby inhibitory
SGLT2, ARNI/ACE-I, beta-blokatory a MRA, s rychlou titraci na cilove davky,
ktera by méla byt zahajena pred propusténim, dale jsou doporuceny
castéjsi kontroly 6 tydnu po dimisi pro sniZzeni opétovného pfijeti nebo
umrtnosti.

U pacientli s T2DM a CKD je pro snizeni je doporucena lécba finerenonem
pro snizeni rizika hospitalizace pro srdecni selhani.




Evropska doporuceni DM & HF

Cardiovascular disease Type 2 diabetes mellitus

ﬁ ‘

Patient

presentation

~

Evaluation

withT2DM and HF

(HFpEF, HFmrEF HFrEF)

L5 CVD and
type 2 diabetes mellitus
{ ! !
o2 ,7‘ Type 2 diabetes mellitus Type 2 diabetes mellitus Type 2 diabetes mellitus
Diagnosis and ASCVD / and HF and CKD
e nta

Treatment

All therapies are recommended independent of glucose control and
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