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Odborna doporuceni pro terapii komorbidit u HFpEF
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Vzajemné pusobeni komorbidit pri HFpEF
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HFpEF a arterialni hypertenze
* nejcastéjsi pricina/komorbidita HFpEF — 60-89% pacientd s HFpEF ma AH
Patofyziologie:

* hypertrofie stény LK * tuhosti a {, poddajnosti — porucha diastolické
funkce LK

Pozn.:
e pacienti s HFpEF maji Castéji hypertenzni reakci na fyzickou zatez
 dekompenzace arterialni hypertenze — dekompenzace HF
Terapie:

2 nebo vice kombinace antihypertenziv

 cave! betablokatory — negativni chronotropni efekt
» preference ARB/ACEi, MRA + ostatnich diuretik
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HFpEF a obezita

mezi nejsilnéjsi RF pro vznik HFpEF (80% pac. s HFpEF ma nadvahu/obezitu)

Patogenetické vazby:

e spolecné komorbidity (DM, CKD, art. hypertenze)

* nezavisle pusobici faktory:

* hemodyamické:
P plazmat. volumu a TK = konc. remodelace LK, dilatace a dysfunkce PK
o I epikardidlni tuk > hemodynamické nasledky (porucha koordinace funkce
komor)

o  tlaku v plicnim recisti, T plnici tlak v LK i PK
* (@ vazodilatacni rezerva plicniho recisté

* inzulinova rezistence

e dyslipidemie

e spankova apnoe

' ce chronického zanetu
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HFpEF a obezita
Dusledky:

 obezita — Castéjsi hospitalizace
e obesity paradox (diskutovany): U-kfivka pro mortalitu vykazuje nejnizsi hodnoty pro BMI
32 az 34 kg/m?

avsak prokazano, ze:

 obézni vyvinou HFpEF v nizSim veku

e prukaz benefitu obezity u nemocnych s nizsi zdatnosti chybi,
 nékteré studie prokazujici U kfivku vychazely pouze z obvodu pasu

redukce vahy vede ke:

e J klidové i cvicebni TF

e J tlaku v AP v klidu i pfi zatézi

Redukce vahy podporovana:

e fyzicka aktivita

 medikace: GLP-1ra (semaglutid) ev. tirzepatid — riziko snizeni i svalov
' operace u morbldnl obezity
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HFpEF a obezita
Ovlivnéni hladin BNP/NT-proBNP

_ Table T NT-proBNP cut-points for non-obese patient]
Suspected de novo Heart Failure as an

Outpatient
(History, physical exam, ECG)

without kidney failure and atrial fibrillation/flutter on
baseline electrocardiogram

-
NT-proBNP NT-proBNP (pg/ml)
T T
' ' y ! Men Women
Rule-out Grey zone Age-adjusted High-risk || [ .. & ¢ oo i i i e i i i i e it e s i e 4 s s a s s s s s a s s o s somonsonsanennssssanssnsssns
<125pg/mL Rule-in Rule-in
<50y: =125pg/mL 22,000pg/mL <60 years =75 >125
50-74y: = 250pg/mL
>75y: 2 500pg/mL 60—69 years >125 >175
raggggisi%r\?abriistigﬁs, 70-79 years >175 >225
(iurotics, RAS, MRA) >80 years >250 >250
v

et fallure  HoeartFallure  Heart Fallure Practical algorithms for early diagnosis of heart failure and heart

stress using NT-proBNP: A clinical consensus statement from the

Very Unlikely Not Likely Likely Very High-Risk

Evaluation for a Consider alternative = Treat as appropriate Priority
o oy use | clagnosis Arrangefor | Echocardiograpy | Heqrt Failure Association of the ESC European Journal of Heart
advise If clinical suspicion ~ Echocardiography aiil gvaluanion Dy ) . ]
remains, arrange (< 6 weeks) Heart Failure team Failure (2023) 25, 1891-1898 dOI.'10.1002/€jhﬁ3036
echocardiography (=2 weeks)
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Chronicke selhani ledvin (CKD) a HFpEF

definice CKD:

o \ fce ledvin trvajici > mésice: eGFR <60 ml/kg/1,73 m?, albuminurii
(pomér albuminu k kreatininu 230 mg/g) nebo jinymi markery poskozeni
ledvin

koexistence CKD a HFpEF: >50 % (Castéji DM + AH)

Charakteristika:

e pretizeni tekutinami

e casteji DM, hypertenze a vyssi trida NYHA

e 3x vysSi mortalita oproti pacientim pouze s HFpEF

* vyssi koncentrace BNP/NT-proBNP (problematickd diagnostika HFpEF)




Chronicke selhani ledvin (CKD) a HFpEF

Terapie:
* spoluprace nefrolog + kardiolog

Prevence a zpomaleni progrese — nefroprotekce:

 ACEi, ARB, ARNi, SGLT2i + nesteroidni selektivhi MRA, finerenon

e v prubéhu zahdjeni lécby: prechodné mirny pokles funkce ledvin, ktery
odezni, v dlouhodobé perspektive benefit

Jak diuretika?

e diureticky efekt SGLT2i

* thiazidy v kombinaci s klickovymi diuretiky
 pokud MRA, nutna monitorace kalemie




Chronickeé selhani ledvin (CKD) a HFpEF

Finerenon — FINEARTS-HF studie Podminky uhrady:
Primary Endpoint: CV Death and Total HF Events * pridatna terapie u dospelych pacientu s
Finerenone reduced cardiovascular death and total worsening heart failure events T2DM a soucasnym diabetickym
over median follow-up of 32 months v )
onemocnénim ledvin st. 3 a 4, s eGFR 25-
501 ate Ratio 0.84 (0.74.0.95), p = 0.007 1283 vents, 17.71100 pteyrs 60ml/min/1,73m2 a albuminurii (alespon

Absolute rate reduction: 2.8 per 100py

(42}
o

33,9 g/mol, odpovida 300 mg/g
kreatininu), ktefi jsou:
e 1)Iéceni maximalné tolerovanou davkou
ACEi nebo ARB a u kterych neni mozna nebo
 Placebo vhodna lécba gliflozinem
~ Finerenone e 2)Ilé€eni maximalné tolerovanou davkou
0 12 24 36 inhibitoru ACEI nebo ARB a gliflozinem

Months FINEARTS-HF
@] b g et

1083 events, 14.9/100 pt-yrs

Mean Cumulative Events
(per 100 patients)
w
S

N Engl J Med 2024;391:1475-1485




Fibrilace sini a HFpEF

e HFpEF 2x Castéji AF
e v porovnani s HFrEF castéjsi vyskyt AF u pacientt s HFpEF — role v patogenezi!

Dusledky AF:

 /Mtlaku v a. pulmonalis, pravé komore, ¢astéji trikuspidani regurgitace - snizeni
srdecni rezervy

* /I riziko hospitalizaci

Kontrola rytmu vs. kontrola frekvence
e zatim pouze indicie, ze kontrola rytmu lepsi — ale studie/retrospektivni analyzy

neprokazaly jednoznacny benefit farmakologické i nefarmakologické terapie
(EAST, CABANA, RATE-AF)

Farmakoterapie

* terapie podle doporuceni ESC pro terapii FiS

e optimalni srde¢ni frekvence (betablokatory, nedihydropiridonové Ca
blokatory, event. i digoxin)

e antikas Lace (HF znamena bod pro CHADSVASC skore)
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Medikace u DM pacienta s KV onemocnhénim

Zaklad:

 SGLT2i, GLP-1RA
(semaglutid), metformin

Ostatni mozna medikace:

e DPP-4i
(sitagliptin, alogliptin, lin
agliptin) ne saxagliptin

e derivaty sulfonylurey
(glimepirid, gliklazid)

e dlouhodobé pusobici

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




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




GLP-1 RA a srdecni selhani

Prukaz zlepseni klinického stavu (tolerance namahy) pfri 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:

Exenatid :
e studie EXSCELL (LVEF < 40%: naruast hospitalizaci)




Evropska a US doporuceni DM & HF

Cardiovascular disease Type 2 diabetes mellitus

(/P ’Y) P i e

L CVD and

type 2 diabetes mellitus

Type 2 diabetes mellitus Type 2 diabetes mellitus Type 2 diabetes mellitus
and ASCVD and HF and CKD
To reduce heart failure
To reduce cardiovascular risk hospitalization in all patients To reduce cardiovascular
independent of glucose control with T2DM and HF and kidney failure risk
(HFpEF, HFmrEF, HFrEF)
“(Class

All therapies are recommended independent of glucose control and
in addition to standard of care

@ESC—

e SGLT2 - terapie 1. volby pro diabetes 2.
typu

 GLP1-RA (semaglutid) a u jedincu s
vysokym kardiovaskularnim rizikem
a/nebo obezitou

* finerenon u diabetického onemocnéni
ledvin

* metformin je bezpecny a cenove
dostupny

Vyhnout se:

» thiazolidindionim, saxagliptinu,
alogliptinun Spoluprace s endokrinology

European Heart Journal (2023) 44, 4043-4140




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.




Deficit zeleza a HFpEF
* studie FAIR-HFpEF

Screening Period (2 weeks) Intervention Period (52 weeks)
« Chronic HF with LVEF 245% Ferric
« Stable ambulatory (27 days) in NYHA Il carboxymaltose
« Treatment with a diuretic (intravenous) ’
» One of the following: ‘
a. Hospitalization for HF in
previous 12 months o
b.Raised natriuretic peptide level =

if in sinus rhythm: »g

NT-proBNP >300 pg/mL or L, Pt

BNP >100 pg/mL g (saline)

if in AF: e

NT-proBNP >600 pg/mL or &

EOR 22N e Follow-up for the following:
+ 6-min walking test distance <450
. H::r:oglobm >9.0 and <1:0 dd_m « 6-min walking test distance
« Presence of iron deficiency: (= primary endpoint @ 24 weeks)

ferritin <100 ng/mL or * Quality of life and symptoms

ferritin <300 ng/mL & TSAT <20% - Biomarker changes and safety

-4
Weeks 01 8 % 24 n 52
Visit number 1 i 2a2b 3 B 5 6 7 l |




Obstrukcni spankova apnoe a HFpEF

 (OSA je Castéjsi u pacientu s HFpEF
e asociace OSA se stejnymi rizikovymi faktory jako HFpEF (obezita, hypertenze)

Management:
e prisuspekci - testovat pritomnost OSA
* terapie v centru se zkusenostmi
* terapie OSA - zlepSeni denni spavosti, kvality spanku a kvality zivota
e zabrana nocnich hypoxickych period
* intenzivni terapie OSA u nemocnych s:
e farmakorezistentni arterialni hypertenzi
* fibrilaci sini

Kittleson, M et al. 2023 ACC Expert Consensus Decision Pathway on Management of Heart Failure With Preserved Ejection
Fraction. JACC. 2023 May, 81 (18) 1835-1878
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Terapie komorbidit u HFpEF
HFpEF Comorbidities

* Rate vs rhythm control * BP <130/80 mm Hg (higher « Testing and intervention * Target HbA, <7-7.5% * RAAS inhibitors and
strategy guided by goal in patients with guided by presentation * SGLT2i first-line SGLT2is may slow
symptoms (avoid symptomatic orthostasis) and symptoms ¢ GLP-1 RAs if obesity or progression of renal
aggressive rate control * Diuretic agent, ARNI, * Medical management as high risk for ASCVD disease
due to low stroke ARB, MRA per relevant guidelines * Avoid alogliptin, * ARNIif eGFR 230
volume) * Evaluate for secondary saxigliptin, mL/min/1.73m?

* BB or nondihydropyridine causes when appropriate thiazolidinediones e SGLT2iif eGFR 220
CCB + digoxin if needed + mLU/min/1.73m?

* Anticoagulation unless
contraindicated

* Symptoms and risk * Weight loss —> improved
factors — hemodynamics, functional
polysomnography status, and quality of life

¢ Referral to sleep * Exercise, calorie restriction
specialist for OSA * Semaglutide or tirezepatide

* Weight loss




Dekuji za pozornost
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