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Epidemiologie srdeéniho selhani — predikce pro CR
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Kardiovaskularni onemocnéni v CR: vyvoj prevalence pacientt
2013 2023 % zmeéna
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o Optimalizace diagnostiky a lécby srdecniho 1
* selhani je nezbytnosti! ‘
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Prevence a fokus na rizikové skupiny

2022 AHA/ACC/HFSA Guideline for
the Management of Heart Failure

FIGURE 1 ACC/AHA Stages of HF
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Kardiovaskularni onemocnéni v CR: vyvoj prevalence pacientt
2013 2023 % zmeéna
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Hypertenze je rizikem...a nejen ona...

The Evolution from Diagnszu metabolického syndrom
Hypertension to Heart 30 vica 2 6t 5 faktord) emm
Failure

Matthew J. Sorrentino, MD ;
0BVOD PASU TRIGLYCERIDY KREVNI TLAK
** triglyceridy krevni tlak

KEYWORDS 21,7 mmol/l 2 130/85 mmHg
muzi 2102 cm nebo hypolipidemicka nebo antihypertenzni

¢ Diastolic dysfunction ® Left ventricular hypertrophy (LVH) Zeny 288 cm terapie terapie
® Heart failure with preserved ejection fraction (HFpEF)
® Heart failure with reduced ejection fraction (HFrEF)
GLYKEMIE HDL CHOLESTEROL
Heart Failure Clin 15 (2019) 447-453 Py i té
£ 9,6.MMo’" NELO. muzi < 1,0 mmol/l
porusena glukdzova Fery < 1,3 mmol/L
tolerance nebo diabetes !
mellitus 2. typu nebo nebo hypolipidemicka
|écba antidiabetiky terapie
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Spolecny patofyziologicky mechanismus

A Synopsis of the Evidence for the Science

and Clinical Management of Cardiovascular-
Kidney-Metabolic%CKM) Syndrome: A Scientific
Statement From the American Heart Association

Circulation. 2023;148:1636—1664.
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Rizikové populace — diabetes mellitus

2023 ESC Guidelines for the management of
cardiovascular disease in patients with diabetes

u pacientli s DM2 je 2-4x vyssi riziko rozvoje HF

36-50% pacienti s HF ma DM2

The prevalence of chronic HF increases steadily with age for patients
with and without diabetes. Patients with T2DM develop chronic HF
more often and earlier in life than those without T2DM, with an incre-
mental risk inversely associated with age; for example, in one study,
the incident rate ratio was 11.0 (95% CI, 5.6-21.8) for those <45 years,
declining to 1.8 (95% Cl, 1.6-2.2) for those aged 75-84 years, reflecting

the higher absolute HF risk in elderly patients without diabetes.**’
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Obezita jako hlavni rizikovy faktor u srdecniho selhani

Comorbidities Hazard Ratio [95% CI] p-value p for interaction
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Comorbidities complicating heart failure: changes over the last
15 years
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Prognostic importance of comorbidities in HF patients
2017 vs 2002
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i jsme se v kontrole nékterych rizikovych faktori?
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Sakubitril/valsartan a vliv na glukézovy metabolismus

Randomized Controlled Trial > Lancet Diabetes Endocrinol. 2017 May;5(5):333-340.
doi: 10.1016/52213-8587(17)30087-6. Epub 2017 Mar 18.

Effect of sacubitril/valsartan versus enalapril on
glycaemic control in patients with heart failure and
diabetes: a post-hoc analysis from the PARADIGM-
HF trial

Interpretation: Patients with diabetes and HFrEF enrolled in PARADIGM-HF who received
sacubitril/valsartan had a greater long-term reduction in HbA;. than those receiving enalapril. These
data suggest that sacubitril/valsartan might enhance glycaemic control in patients with diabetes and

e Effect of sacubitril/valsartan and ACEI/ARB <~
on glycaemia and the development of diabetes:
a systematic review and meta-analysis
of randomised controlled trials
Conclusions: The results of our study, especially in reducing glycaemia and new-onset DM, revealed that sacubitril/
valsartan had a positive effect on the control of glycaemia and the development of DM. ACEI/ARB also had a benefi-
cial effect but the effect was weaker than that of sacubitril/valsartan. The above effects varied across diseases but the
evidence was strongest in patients with HF.
MUNTI Wang et al. BMC Medicine ~ (2022) 20:487 e
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Prevence srdecniho selhani u nemocnych s CKD a DM2

Aktualizace Doporuceni ESC pro diagnostiku a lé¢bu akutniho
a chronického srdecniho selhani 2021. Vypracovana Pracovni
skupinou pro diagnostiku a lIé¢bu akutniho a chronického
srdecniho selhani Evropské kardiologické spolecnosti (ESC). Se
zvlastnim prispénim Evropské asociace srdecniho selhani ESC.

Identifikace rizikovych jedinct a jejich
peclivy monitoring (NT-proBNP).

Nasazeni protektivni medikace, je-li
to mozné (monitoring eGFR a UACR).

eGFR — odhad glomerularni filtrace

UACR - pomér koncentrace albuminu a kreatininu v mo¢i

==
mea

5 Komorbidity

5.1 Chronické onemocnéni ledvin a diabetes
mellitus 2. typu

Komentovana doporuceni 4 - Doporuceni pro prevenci srdecniho
selhani u pacient( s diabetes mellitus 2. typu a chronickym onemoc-
nénim ledvin

Uroven
dakazu

Doporuceni Trida
doporuceni

Podévani inhibitord SGLT2 je

doporuceno u pacientd s DM2T a CKD®

ke snizeni rizika hospitalizace pro
srdecni selhani nebo umrti z KV pficin.

Podavani finerenonu je doporuceno
u pacienti s DM2T a CKD®ke snizeni
rizika hospitalizace pro srdecni selhani.

Cor Vasa 2024,66:280-288.
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Fokus na prevenci a casnou diagnostiku

Worsening Heart Failure: Nomenclature,
Epidemiology, and Future Directions
JACC Review Topic of the Week

Identifikace rizikovych
jedinci a jejich peclivy
monitoring (NT-proBNP,
UACR).

Lécba komorbidit s
nasazenim protektivni
medikace.
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Heart Stress / Pre-Heart Failure zvysuje riziko manifestace HF

Screening for )
Heart Stress F '
in Asymptomatic patients with T2D I
(or other risk factors for CVD)

T Elevace hladin NTproBNP u dosud
* “T'pT’B”p ; asymptomatickych jedinct = vysoké riziko
Rule-out Grey zone Age-adjusted klinické manifestace srdecniho selhani
<50pg/mL Rule-in

<50y: =75pg/mL
50-74y: = 150pg/mL
275y: 2 300pg/mL

I

Heart Stress Heart Stress Heart Stress

Very Unlikely Not Likely Likely

Repeat NT-proBNP Repeat NT-proBNP in 6 Arrange Echocardiography
Inane year months Assessment by Heart Failure
team if cardiac dysfunction
present
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Elevace NTproBNP predchazi rozvoj strukturalnich zmen myokardu

Natriuretic Peptide-based Screening and Prevention of Heart Failure

Joe Gallagher," Chris Watson,? Patricia Campbell," Mark Ledwidge' and Kenneth McDonald'

Figure 1: Diagrammatic Representation of the Concept of
Biomarkers as a Component of Stage B Heart Failure

individuals. The guideline suggests for individuals with risk factors
Bic;mar(lj(er . for the development of heart failure, NP levels be used to implement
5 detection avent strategies to prevent heart failure. In the guideline it is recommended
o
3 ) tCU”ET o an increased level of NP of BNP >100 pg/ml and NT-proBNP >300 pg/ml
) intervention (o] i i i
2 Earliest oo A be used to avoid overscreening. However, this does not appear to be
8 molecular g
e Baseline detection
risk
Cardiac Failure Review 2017:3(2):83-5.
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Casna diagnostika a zahajeni 1é¢by srdeéniho selhani

Worsening Heart Failure: Nomenclature,
Epidemiology, and Future Directions
JACC Review Topic of the Week

Pfinos casné diagnostiky a rychlého
zahajeni lécby srdecniho selhani.

HFmrEF — srde¢ni selhdni s mirné redukovanou ejekénti frakei
HFpEF — srdeéni selhani se zachovalou ejekéni frakei
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Casné zahdajeni lé¢by

In-hospital Initiation and Up-titration of Guideline-directed Medical
Therapies for Heart Failure with Reduced Ejection Fraction

A Prognosticka lé¢bu musi byt
nasazena jiz za hospitalizace.
Dose -
increase _"Crease Casna optimalizace |écby vede
Goal GDMT " Dosa , Dose i idualni
e ACEVARB/ARNIt increase _increase k- r.edUkc{ reIZ|duaIn|ho .
R rizika, zejména k redukci
SGLT2! rehospitalizaci pro srdecni
I ] 1 1 i 5 selhani.
Hospital u Hospital Outpatient Outpatient
B admission : discharge clinic visit  clinic visit
_________________ L
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Prubézna optimalizace lécby srdecniho selhani

Worsening Heart Failure: Nomenclature,
Epidemiology, and Future Directions
JACC Review Topic of the Week
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Farmakoterapie HFrEF a navozeni LVRR

FIGURE 1 Summary of Advances in Medical Therapies in Patients With HF and Reduced Ejection Fraction

Vasodilators and ACEi/ARB Device therapy and sinus node inhibitors SGLT2i
R-blockers and MRA ARNI
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Intenzifikace péce s casnou uptitraci lécby — STRONG-HF

Safety, tolerability, and efficacy of up-titration of guideline-

. . . . High-intensity care group Usual care group
directed medical therapies for acute heart failure Eone EInone
. . . . [ Less than half of a full optimal dose [ Less than half of a full optimal dose
(STRONG-HF): a multinational, open-label, randomised, trial Il s than a ul ptimaldose. Rl s than ol optimal dose
ACE inhibitors, ARBs, B blockers Mineralocorticoid
A or ARN inhibitors receptor antagonists
100~ ] | TTHTH L | g
E 80+ 80+
g 60 £ 6o
ho k]
g 504 g 50-|
S 40 5 a0
£ 30 2
3 1
2 204
£ 10 — Usual caregroup 180-day adjusted risk difference 8-1% 201
—— High-intensity care group (95% C12:9 to 13-2; p=0-0021) 104
0
] 1[5 3I0 4IS 66 7]5 QID 1C[)5 150 13IS 1%0 1&;5 léD o4
Number at risk Q&{’fé\ &
Usval caregroup 502 494 474 454 439 423 410 394 381 373 366 353 329 é\b"@
High-intensity care group 506 497 484 466 449 440 430 419 415 408 397 384 345 N Sy tmepaint
I Lancet 2022; 400: 1938-52 FAKULTNI
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Intenzifikace péce s casnou uptitraci lécby — STRONG-HF

High-intensity care group Usual care group Adjusted treatment Adjusted risk ratio p value
(n=542) (n=536) effect (95% C1) (95% Cl)
Primary endpoint
All-cause death or heart failure readmission by 74/506 (15-2%) 109/502 (23-3%) 81(29t013-2) 0-66 (0-50to 0-86) 0-0021
day 180*
Secondary endpoints
Change from baseline to day 90 in EQ-5D VAST 10-72 (0-88) 7-22(0-90) 349 (1-74t0 5-24) NA <0-0001
All-cause death by day 180* ___2q/cnh (R.g0n) ARIE0? (10.00) 1LA(2.240 5.4 0.84 (0.CA 0 1.06) 0-42
All-cause death or heart failure readmission by bt e S el i Blans 2) 0-081
day 90* group (n=542) (n=536) treatment
y effect (95% Cl)
Heart failure readmission by day 180* (Continued from previous page) 0-81) 0-0011
Heart failure readmission by day 90* NT-proBNP, pg/mLYl 1-04) 013
Baseline 32584 3159-2
(3087-5t03438-8)  (2995-4t03332-0)
Day 90 1356.6 1729-5
(12231t01504-6)  (1559-6t0 1917-9)
Adjusted ratio of geometric 0-436 0-564 077 0-0003
means (0-67to 0-89)9
MUNTI Lancet 2022; 400: 1938-52 FAKULTNI
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Si dosazena davka GDMT, tim vétsi benefit!

Optimization of Evidence-Based Heart Failure Medications

After an Acute Heart Failure Admission

A Secondary Analysis of the STRONG-HF Randomized Clinical Trial

Table 2. Clinical Outcomes by Average Percentage Optimal Dose as Time Dependent Covariates in Patients

Assigned High-Intensity Care and All Patients

Unadjusted Adjusted
End point (patients assigned high-intensity care) HR (95% CI) P value HR (95% Cl) P value
All-cause death or heart failure readmission
by day 180°
Average dose <50% 1 [Reference] 1 [Reference]
Average dose 50-<90% 0.84(0.41-1.71) .03 0.96 (0.46-1.96) .11
Average dose 290% 0.42(0.19-0.94) 0.53 (0.23-1.21)
[ Continuous dose (HR per increment of 10%) 0.86 (0.78-0.94) .002 0.89(0.81-0.98) .01

Nizka davka: 7,6%, stredni davka 49,3%, vysoka davka 43,1%.

Cim vy33i primérné davky viech 3 l1ékovych skupin
bylo dosazeno, tim lepsi byly vysledky.

iU
M E

Dose group, %
<50
— 50 to <90
=90
E All-cause mortality or heart failure readmission through day 180
(participants assigned high-intensity care)
1.0+
™
2
=
2
Y 0.94
£
g —
k=] —
£ 0.8
=
2
[=]
&
0.7 T T T r T T T T )
1] 20 40 60 80 100 120 140 160 180

JAMA Cardiol. 2024 Feb 1;9(2):114-124.
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Optimalizace lé¢by HF s navozenim LVRR redukuje vyskyt SCD

Navozeni LVRR je spojena s redukci

rozsahu strukturalnich zmén v myokardu.

To vede nejen ke snizeni vyskytu HF

prihod, ale také ke snizeni vyskytu SCD - a

to i cestou zvysSeni efektivity ICD.

Reversal of remodelling to prevent acute
cascading mechanical failure

Eur Heart J 2020:41:1757-

1763

Coronary
SGLT2
aﬁi'gr bg pass Angiotensin . Angiotensin
e converting enzyme : receptor neprilysin
l Inhibitors inhibitors
B N1 [Adveme e
infarction adrenergic dc i
blockers LeEiealEng Cardiac
Catecholamine VL resy "g;’; c;r’;i;afion
S Mineralocorticoid —
receptor Self-organizing
antagonists criticality
Electrolyte / \
imbalances "
Cascading acute Cascading acute
! electrical instability mechanical failure
P—— / Sudden &~ v
tachyarrhythmias | ———> Unexpected S I S
cardiac death Electromechanical
f dissociation
Membrane-active Implantable Asystole
antiarrhythmic drugs cardioverter-defibrillator
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Vysledky studie PARADIGM

Angiotensin—Neprilysin Inhibition versus Enalapril
in Heart Failure

A Primary End Point

L “1 Hazard ratio, 0.80 (95% CI, 0.73-0.87)
P<0.001

Enalapril

LCZ696

Cumulative Probability
e
£

T T T T y !
180 360 540 720 900 1080 1260

Days since Randomization

No. at Risk
LCZ696 4187 3922 3663 3018 2257 1544 896 249
Enalapril 4212 3883 3579 2922 2123 1488 853 236

B Death from Cardiovascular Causes

Hazard ratio, 0.80 (95% CI, 0.71-0.89)
P<0.001

Cumulative Probability
=
=

LCZ696

Days since Randomization

No. at Risk
LCZ696 4187 4056 3891 3282 2478 1716 1005 280
Enalapril 4212 4051 3860 3231 2410 1726 934 279

T T r T T T 1
o 180 360 540 720 900 1080 1260

C Hospitalization for Heart Failure
10

Hazard ratio, 0.79 (95% CI, 0.71-0.89)
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Redukce rizika SCD ve studii PARADIGM

Angiotensin—Neprilysin Inhibition versus Enalapril
in Heart Failure
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Studie PROVE-HF - S/V a LVRR

Association of Change in N-Terminal Pro-B-Type

Natriuretic Peptide Following Initiation of Sacubitril-Valsartan
Treatment With Cardiac Structure and Function in Patients
With Heart Failure With Reduced Ejection Fraction

Baseline to 12 months: all P <.001
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BL &M 12M BL 6M 12M BL 6M 12M correlated with improvements in markers of cardiac volume and function at 12 months. The

observed reverse cardiac remodeling may provide a mechanistic explanation for the
effects of sacubitril-valsartan in patients with HFrEF.
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LVRR a SGLT2i

Left ventricular remodeling response to SGLT2 ALV End-Diastolic Volume (mL)

Experimental Control
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Carluccio et al. Cardiovascular Diabetology (2023) 22:235
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Kombinace ARNI a SGLT2i je efektivni v navozeni LVRR

Left ventricular reverse remodeling after combined ARNI and SGLT2
therapy in heart failure patients with reduced or mildly reduced
ejection fraction
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Optimalizace farmakoterapie — synergie

Q ua d r u p I e M ed ical T hera py for FIGURE 1 Teamwork Between Heart Failure Medications
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Terapeuticka inercie vs snaha o optimalizaci lécby

Clinical inertia and medical therapy for heart The Risks of Guideline-Directed Medication Changes in HFrEF
failure: the unintended harms of ‘first,
do no harm’

Risks of Commission Risks of Omission

Every visitfevery setting is an opportunity to initiate and escalate GDMTs, as tolerated

" New-onset heart failure # “low risk”
= “Stable” outpatient heart failure # “low risk”
* Hospitalized heart failure # “low risk”

Prevzato a upraveno dle Greene, SJ et al. Eur J Heart Fail (2021) 23,1343-1345.
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Dosazeni LVRR je spojeno se zlepsenim prognozy

Worsening Heart Failure: Nomenclature,
Epidemiology, and Future Directions

JACC Review Topic of the Week

...COZ je asociovano se zpomalenim Ci zastavenim
progrese onemocnéni do faze pokrocilého HF.

I
Green et al. ] Am Coll Cardiol 2023;81:413-424
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Aditivni efekt optimalizované HF terapie na trajektorii HF

Survival Decompensations

(non-cv death)

<— V€asné zavedeni a

Potential benefit of| rychlad uptitrace HF
B S terapie navozuje LVRR
a brani progresi HF

l Comorbidities

Missed opportunities
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Prognosis (natural causes)

Duration of Chronic Heart Failure
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Zavery

Optimalizace diagnostiky a lécby srdecniho selhani je zcela zasadni
pro udrzeni kvalitni péce pfri zvysujici se prevalenci v blizké budoucnosti.

Prevence srdecniho selhani v rizikovych populacich mize pomoci zachovat
kvalitu péce a redukovat jeji naklady.

Kazdé ze stadii vyvoje srdecniho selhani ma sva specifika, spolecna pro
vsechny faze je potreba peclivého monitoringu klinického stavu a trvalého
usili o optimalizaci lécby.
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Dékuji za pozornost!

MUNTI 9 I. INTERNI ) FAKULTNI ®
KARDIOANGIOLOGICKA NEMOCNICE
MED &5 KLINIKAFNUSAALF MU U SV. ANNY
V BRNE



SloZeni: Jedna potahovana tableta obsahuje 24,3 mg, 48,6 mg nebo 97,2 mg sakubitrilu a 25,7 mg, 51,4 mg nebo 102,8 mg valsartanu (jako sodnou siil komplexu sakubitrilu a valsartanu). Indikace: K 1é¢b& symptomatického chronického srde¢niho selhani
s redukovanou ejekéni frakei u dospélych pacienti. K 1é¢bé symptomatického chronického srde¢niho selhéani se systolickou dysfunkei levé komory u déti a dospivajicich ve veku jednoho roku nebo starSich. Davkovani: Doporudena zahajovaci davka
pipravku Entresto u dospélych je jedna tableta 49 mg/51 mg dvakrat denn€. Davka by méla byt zdvojnasobena za 2 4 tydny do dosazeni cilové davky jedna tableta 97 mg/103 mg dvakrat denné, podle tolerance pacienta. Pfi problémech s toleranci (systolicky
krevni tlak <95 mmHg, symptomaticka hypotenze, hyperkalemie, renélni dysfunkce) se doporuduje uprava davek soub&znych 1é¢ivych pripravki, prechodna titrace davek pripravku Entresto smérem doli nebo jeho vysazeni. Pripravek Entresto potahované
tablety nejsou vhodné pro déti s t&lesnou hmotnosti méné nez 40 kg. Pro tyto pacienty je k dispozici ptipravek Entresto granule. U pediatrickych pacientd, ktefi v soucasné dobé& neuzivaji ACE inhibitor nebo ARB nebo uzivaji nizké davky téchto lé¢ivych
pripravki, u pacientt s poruchou funkce ledvin a u pacienti se stiedné tézkou poruchou funkce jater se doporucuje polovina zahajovaci davky (0,8 mg/kg pro pacienty s hmotnosti méné nez 40 kg, 0,8 mg/kg u pacienti s hmostnosti minimaln& 40 kg a mén¢
nez 50 kg a 24 mg/26 mg u pacientii s hmotnosti minimalné 50 kg). Po zahajeni 1é¢by ma byt davka zvySena na standardni zahajovaci davku a upravena kazdé 3-4 tydny. Lécba nema byt zahdjena u pacienti s hladinou drasliku v séru >5,3 mmol/l nebo s STK
<5. percentil vzhledem k v&ku pacienta. Pokud se u pacienti vyskytnou problémy se snasenlivosti (STK <5. percentil vzhledem k véku pacienta, symptomaticka hypotenze, hyperkalemie, renalni dysfunkce), doporucuje se uprava soub&zné podavanych
léCivych piipravki, docasna titrace smérem doli nebo vysazeni piipravku Entresto. Kontraindikace: Soucasné uzivani s ACE inhibitory. P¥ipravek Entresto nesmi byt podan do 36 hodin po ukonceni lécby ACE inhibitorem. Angioedém souvisejici
s pfedchozi lé¢bou ACE inhibitory nebo s 1é¢bou ARB v anamnéze. Dédiény nebo idiopaticky angioedém. Soucasné uzivani s 1é¢ivymi pFipravky obsahujicimi aliskiren u pacientt s diabetes mellitus nebo u pacienti s poruchou funkce ledvin (eGFR <60
ml/min/1,73 m?). Zavazna porucha funkce jater, biliarni cirhdza a cholestiza. Druhy a tieti trimestr t¢hotenstvi. Hypersenzitivita na 1¢¢ivé latky nebo na kteroukoli pomocnou latku. Zvlastni upozornéni/varovani: Duélni blokdda RAAS « Lécba kombinaci
sakubitril/valsartan nesmi byt zahajena do 36 hodin po uziti posledni davky ACE inhibitoru. Pokud je 1é¢ba pripravkem Entresto ukonéena, 1é¢ba ACE inhibitorem nesmi byt zahdjena do 36 hodin po podani posledni davky kombinace sakubitril/valsartan. «
Kombinace sakubitril/valsartan s pfimymi inhibitory reninu jako je aliskiren se nedoporucuje. « Pfipravek Entresto obsahuje valsartan, a proto nema byt podavan soucasné s jinym pfipravkem obsahujicim ARB. Hypotenze Létba nema byt zahajena, dokud
STK neni >100 mmHg u dospélych pacientd nebo >5. percentil STK vzhledem k véku pediatrického pacienta. U dosp&lych pacientii 1é¢enych kombinaci sakubitril/valsartan byly hlaseny pfipady symptomatické hypotenze, zejména u pacientii ve véku >65 let,
pacient s renalnim onemocnénim a pacienti s nizkym STK (<112 mmHg). Pfi zahajovani 1é¢by kombinaci sakubitril/valsartan nebo béhem titrace davek je tfeba rutinné monitorovat krevni tlak. Symptomaticka hypotenze se objevi pravdépodobnéji, pokud byl
pacient v objemové depleci, napf. pii 1é¢bé diuretiky, dietnim omezeni soli, prijmu nebo zvraceni. Deplece sodiku a/nebo objemova deplece maji byt korigovany pred zahajenim 1é¢by kombinaci sakubitril/valsartan, ale tato korektivni akce musi byt peclivé
vyvazena oproti riziku objemového pretizeni. Porucha funkce ledvin Pacienti s lehkou a stfedné tézkou a tézkou poruchou funkce ledvin podléhaji vétsimu riziku rozvoje hypotenze. U pacientii v terminalnim stadiu renalniho onemocnéni se podavani
piipravku Entresto nedoporu¢uje. Uzivani kombinace sakubitril/valsartan miize byt spojeno se snizenou funkci ledvin. Riziko mize byt dale zvyseno dehydrataci nebo soudasnym uzivanim nesteroidnich protizanétlivych Iéka (NSAID). Hyperkalemie Lécba
nema byt zahdjena, pokud je sérova hladina drasliku >5,4 mmol/l u dospélych pacientt a >5,3 mmol/l u pediatrickych pacientii. Uzivani kombinace sakubitril/valsartan miize byt spojeno se zvysenym rizikem hyperkalemie, i kdyz hypokalemie se mize také
vyskytnout. Pokud je sérova hladina drasliku >5,4 mmol/l, je tieba zvazit vysazeni. Angioedém U pacienti 1é¢enych kombinaci sakubitril/valsartan byl hlasen angioedém. Pokud se objevi angioedém, ma byt podavani kombinace sakubitril/valsartan ihned
ukonéeno a ma byt poskytnuta vhodna lé¢ba a sledovani az do doby kompletniho a trvalého ustupu znamek a piiznaki. Pripravek nesmi byt znovu podan. Angioedém spojeny s otokem laryngu miize byt fatalni. Pokud je pravdépodobné, Ze je obstrukce
dychacich cest zptisobena otokem jazyka, glottis nebo hrtanu, je tfeba nasadit rychle vhodnou terapii, napt. roztok adrenalinu 1 mg/1 ml (0,3 0,5 ml) a/nebo piijmout opatfeni nutna k zajisténi prichodnych dychacich cest. Pacienti ¢ernosské rasy maji zvysenou
vnimavost k rozvoji angioedému. *U pacientt 1é¢enych antagonisty receptoru pro angiotenzin Il véetné valsartanu byl hlasen intestinalni angioedém. U téchto pacienti se vyskytla bolest biicha, nauzea, zvraceni a prijjiem. PO vysazeni antagonistii receptoru pro
angiotenzin Il piiznaky odeznély. Je-li diagnostikovan intestinalni angioedém, lé¢ba kombinaci sakubitril/valsartan ma byt pozastavena a ma byt zahajeno odpovidajici monitorovani, dokud nedojde k iplnému odeznéni ptiznakd.* Pacienti se stenézou rendlni
arterie Kombinace sakubitril/valsartan mize zvysovat hladinu urey v krvi a kreatininu v séru u pacienti s bilateralni nebo unilateralni stenozou renalni arterie. U pacientii se stenozou renalni arterie je tfeba dbat opatrnosti a doporucuje se sledovat renalni
funkce. Pacienti s poruchou funkce jater U pacientii se stiedné tézkou poruchou funkce jater (Child-Pugh klasifikace B) nebo s hodnotami AST/ALT vice nez dvojnasobek horni hranice normalniho rozmezi je k dispozici omezena klinicka zkusenost. U téchto
pacientdi mize byt expozice zvysena a bezpecnost neni stanovena. Pokud se pfipravek pouziva u téchto pacientli, doporucuje se dbat opatrnosti. Interakce: Opatrnosti je zapotiebi pii soucasném podani se statiny, sildenafilem, lithiem, kalium Setficimi
diuretiky véetné antagonistii mineralokortikoida (napf. spironolakton, triamteren, amilorid), ndhradami drasliku nebo solemi s obsahem drasliku, nesteroidnimi antirevmatiky véetné selektivnich COX-2 inhibitort, inhibitora OATP1B1, OATP1B3, OAT3
(napf. rifampin, cyclosporine) nebo MPR2 (napf. ritonavir). Téhotenstvi a kojeni: UZivani kombinace sakubitril/valsartan se nedoporu¢uje b&hem prvniho trimestru téhotenstvi a je kontraindikovano béhem druhého a tfetiho trimestru téhotenstvi. Kvili
moznému riziku nezidoucich reakci u kojenych novorozencii/déti se pripravek nedoporucuje béhem kojeni. Nezddouei i¢inky: Velmi casté: Hyperkalemie, hypotenze, porucha funkce ledvin. Casté: Kasel, anemie, hypokalemie, hypoglykemie, zavrat, bolest
hlavy, synkopa, ortostaticka hypotenze, prijem, nauzea, gastritida, selhani ledvin, inava, astenie. Podminky uchovavani: Uchovavejte v pivodnim obalu, aby byl pfipravek chranén pfed vihkosti. Dostupné 1ékové formy/velikosti baleni: PVC/PVDC/AIl
blistry v baleni obsahujicim 14, 20, 28, 56, 168 nebo 196 potahovanych tablet nebo vicenasobna baleni obsahujici 168 (3 baleni po 56) nebo 196 (7x28) potahovanych tablet (pouze dvé nejvyssi sily). Poznamka: Dfive neZz 1ék predepiSete, prectéte si peclivé
aplnou informaci o pripravku. Reg. &.: EU/1/15/1058/001 022. Datum registrace: 19.11.2015. Datum posledni revize textu SPC: 02.05.2025. DrZitel rozhodnuti o registraci: Novartis Europharm Limited, Vista Building EIm Park, Merrion Road, Dublin
4, Irsko. Vydej pripravku je vazan na lékarsky predpis. Pripravek je cdstecné hrazen z prostiedkii verejného zdravotniho pojisténi. *Vsimnéte si prosim zmény (zmén) v informacich o 1é¢ivém pripravku.
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