Srdecni selhani u geriatrickych pacientu
- pohled kardiologa
Ondrej Ludka

>

il
o

e

Klinika interni, geriatrie a praktického lékarstvi MUNT [ it
IED

—_—



SS u geriatrickych pacientu

Prevalence SS v dospéle populaci v rozvmutxgﬂ&“zemlch 1-2%

Prevalence ve véku nad 70¢e’t‘>10%
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SS - hlavni prisma hospltallzace u star3|ch osob
Vice nez 50% pac hﬁsplt s ASS je starsich 75 let, 20% starsSich 85 let
-~\°110 7% hospitalizovanych zmira na SS

Prumérny vek pac. se SS - USA 73,2 let (OPTIMIZE-HF), Japonsko 72,9 let
(ATTEND), CR 76 let (NR hospit.), GB 77 Iet MUNT e

Thomas S et al. Heart Fail Clin 2007; Metra M et al. J Card Fail 2015; Lazzarini V et al. Eur J Heart Fail 2013; Ponikowski P et al. Eur Heart J. |\/| E D
2016; Mizuno M et al. Eur J of Int Med. 2016; Riet EE et al, Eur J Heart Fail 2016



Krehkost u geriatrickych pacientu

Krehkost - stav zvySené zranitelnosti vyplyvajici ze starnuti souvisejiciho s poklesem
rezervy a funkce napfi¢c mnoha fyziologickymi systemy

Fenotyp kifehkosti - nizka sila uchopu, nedostatek energie, pomala rychlost chuze,
nizka fyzicka aktivita a neumysiny ubytek hmotnosti

U pac. se SS je kvalita zivota ovlivnéna jak komorbiditami, tak kfehkosti
Krehkost je spojena se zvySsenym rizikem navstev pohotovosti a hospitalizaci
Krfehkost muze byt spojena se zvySenymi nezadoucimi reakcemi na léky
Po hospitalizaci pro SS de novo muze nasledovat trvaly funkéni pokles

Zvazovani kiehkosti - dulezité pfi IéCbé seniori se SS
- dopad na kvalitu zivota, funkénost, hospitalizace a IéCbu
Xue QL et al. Clin Geriatr Med 2011; Fried LP et al. J Gerontol A Biol Sci Med Sci 2001; Franzen K et al. Eur J Cardiovasc Nurs 2007; Buck HG IVI U I\I I : ;?“IE‘:“;IL&INICE

et al. Eur J Cardiovasc Nurs 2011; McNallan SM et al. JACC Heart Fail 2013; Mangoni AA et al. Expert Opin Drug Metab Toxicol 2012; Formiga F |\/| E D
et al. Arch Gerontol Geriatr 2006



SS u geriatrickych pacientu
Kritéria pro diagnostiku srde¢niho selhani

Neobvyklé klinické projevy a dalSi komorbidni stavy u senioru €ini diagnostiku
narocnejsi (atyp. klinika, nejkrehCi organ, kaskadovity efekt, geri komplikace)

Age Male Female Total
(years) 5
n HF- HF-PEF | n HF- HF-PEF | n HF- HF-PEF | AllHF
REF REF REF
54-74 155 5(32)  9{5.8) 179 2(1.1)  10(36) 334 7(21) 19(37)  28(24)
=75 11 6(5.4) 21 140 4(2.8) 30 251 = 6
(12.9) (21.4) @ @
All ages 266 11 30 318 (1.9) 40 585 17 70 92 (15.7)
(4.1) (11.3) (12.5) (2.9) 2.0)
7.0- 0.8- 9.2- 1.8- 0.5- 12.8-
7.5 15.9 43 16.8 47 14.9 14,

Optimalni IéCba SS u senioru - priorita zdravotni péce - morbidita, mortalita a
souvisejici naklady se eskaluji s rostoucim starnutim populace

Poddavkovani leku a méné Casté pouzivani terapie na zakladée EBM

ESC nema specificka doporuceni pro IeCbu seniord se SS  [fUN [ E e
ED

Mizuno M et al. Eur J of Int Med 2016; Metra M et al. Eur J Heart Fail 2015; Forman DE et al. Am Heart J 2009; Conde-Martel A et al. Eur J |\/
Intern Med 2013; Saczynski JS et al. J Am Geriatr Soc 2009; McMurray JJ et al. Eur J Heart Fail 2012, Riet EE et al, Eur J Heart Fail 2014



HFpEF u geriatrickych pacientu

HFpEF - nej¢astéjsi typ SS u seniorl
55% starSich pacientd se SS ma LVEF > 50%
80% senioru ma normalni nebo mirné snizenou systolickou funkci (LVEF 50% % 5%)

Castéji postizeny zeny
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Bader F et al. Heart Fail Rev 2017; Nichols GA et al. Diabetes Care 2004; Kitzman DW et al. Am J Cardiol 2001



Atypické projevy SS u geriatrickych pacientu

Atypické projevy CHSS mnohem CastéjSi nez u mladSich pacientu

Kognitivni deficity, zmeény pameti, uzkost, nespavost, psychoza, krehkost
- mohou prispivat k pozdéjSimu nastupu priznaku onemocnéni

Podvyziva, omezeni pohybu a sedavy zpusob Zivota nebo komorbidni onemocnéni
(muskuloskeletalni nebo respiracni poruchy, malignity, imobilita)
- vliv na dlouhé asymptomatické/oligosymptomaticke rané stadium SS
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Komorbidity a SS u geriatrickych pacientu

“Znamky a symptomy z komorbidnich onemocnéni
(pretizeni tekutinami pfi onemocneni ledvin, Unava pri anémii nebo infekcich, periferni
edém pri CVI)

Alternativni diagnozy mohou oddalit spravnou diagnézu SS
Komorbidity mohou zhorsit prubéh CHSS (anémie, tu, osteoartritis, deprese...)
Dulezité rozpoznani jemnych zmén v anamnéze nebo fyzikalnim vySetfeni
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Bader F et al. Heart Fail Rev 2017



SS u geriatrickych pacientu

Typickeé priznaky - Unava, slabost, zavraté a zména psychického stavu
Kompenzatorné Casto snizuji sve fyzické aktivity
Namahova dusnost neni ¢asta — imobilita, iatrogenni faktory (low salt diet, digoxin)
Napln jugularnich zil norm. i prfes pretizeni tekutinou
Pecliva anamnéza a dotazovani na léky, zmény prijmu tekutin - dopad dg. a th.

Nepatrna zména davkovani muze mit vazné klinické nasledky
(zmeény elektrolytlu a delirium)

Nepatrné zmeény nutricniho, psychickeho stavu, zmeny v dennich aktivitach, zmena
srdecniho rytmu a ortostaticke zmeny krevniho tlaku mohou byt determinanty
progrese SS s nutnosti upravy lecby.
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Bader F et al. Heart Fail Rev 2017; Alcindor F. Geriatrics: managing congestive heart failure, 2016.



SS u geriatrickych pacientu

Fyziologickeé a strukturalni zmeny srdce s vekem
(DM, HT, obezita, nemoci ledvin — DD, ale také ICHS Ci chlopenni vady - AoS)

Srdce s vékem hure reaguje na katecholaminy, ¢asto neni schopno adekvatné zvysit
silu a rychlost kontrakce

Starnuti prevodniho systému — implantace PM
Fibrilace sini ... CMP, zejména nad 75 let

Mené Casto leCeni antikoagulancii + redukované davky
(vék, pritomnost kognitivniho deficitu, historie padu)
Peclivé posouzeni rizika TEN a krvaceni

Prevalence CHOPN cca 40 %
Nezavisly prediktor umrti a hospitalizace u pac. se SS

FAKULTNI
MUNT B
Flather MD et al. Eur Heart J 2005; Candreva A et al. Curr Heart Fail 2015; Kowalczyk E et al. Pol Arch Med Wewn 2015; Macchia A et al. Eur |\/ E D

Respir J 2012; Hawkins NM et al. Eur J Heart Fail 2009



Natriuretické peptidy u geriatrickych pacientu

NTproBNP a BNP
- dg. nastroj u starSich pacientu (i nad 80 let) s typickymi znamkami a pfiznaky SS
Hladiny se zvysuji s vekem
BNP - cut off pro pacienty nad 65 let - 250 pg/ml
NTproBNP - u pacientt nad 75 let - 1800 pg/ml (73% specificita a 95% senzitivita)
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Thygesen K et al. Eur Heart J 2012
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Vyziva a SS u geriatrickych pacientu

Srdecni selhani je katabolicky stav
Kachexie - u pac. s end-stage CHSS - rizikovy faktor umrti
U obéznich vyssi riziko vzniku a rozvoje KVO
U pacientu se SS lepSi vysledky |é€by u obéznich
Obeéezni mohou mit vyhodu v preziti pri akutni prihode (AIM, ASS)
Obéznim se dari lepe napriklad po CABG
Obeézni muzi s HT ziji déle nez muzi s normalni hmotnosti
Obesity paradox - mechanismus nejasny, obézni mohou mit vetSi metabolickou

rezervu
Metabolické rezervy maji velky vyznam u starsSich pacientu se SS

MUNT e
MED

Springer J et al. Wien Klin Wochenschr 2016; Oga EA et al. J Obes 2016; Amundson DE et al. Crit Care Clin 2010



Problemove oblasti farmakoterapie
SS u geriatrickych pacientu
Castgjsi vyskyt NU Iéku - zpUsobeno fyziologickymi zmé&nami

Snizena elasticita KV systému, vySsi TKs, hypertrofie LK, zhorSena relaxace myokardu
a aktivace sympatiku

Odlisna farmakokinetika a farmakodynamika
Snizeni prutoku krve jatry o 20-50%, snizeny objem jater o 20—-30%
Snizeni hmotnosti ledvin 0 25-30% a snizeni prutoku krve ledvinami o 1%

NaruSena nejen absorpce léku, ale v dusledku snizeni celkové télesné vody a
zvyseni télesného tuku muze byt narusena i distribuce

I\II U I\I I : FAKULTNI
NEMOCNICE
BRNO
Bader F et al. Heart Fail Rev 2017; Mangoni AA et al. Drugs Aging 2005; Maison P et al. Eur J Clin Pharmacol 2005; Shi S et al. Eur |\/| E
J Pharmacol 2008



Farmakoterapie SS u geriatrickych pacientu

Mensi distribucni objem digoxinu a dalSich ve vodé rozpustnych |éCiv
Zména funkce ledvin - ovlivnéni clearance mnoha Iéku (napf. carvedilol)
Snizena clearance nékterych ACEI (enalapril, perindopril) silngjSi hypotenzni ucinky

Vice nez 50% hospitalizaci v dusledku nepriznivych Iékovych reakci
(diuretika, NSAID, antitromboticka IéCba a antidiabetika)
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Bader F et al. Heart Fail Rev 2017; Maison P et al. Eur J Clin Pharmacol 2005; Lavan AH et al. Ther Adv Drug Saf 2016



Compliance k terapii u geriatrickych pacientu

Polypragmasie ... non-adherence k terapii (35% non-adherence - Ctyfi a vice léku)

Nedodrzovani diety nebo farmakoterapie u pac. s CHSS
- Casty faktor prispivajici k dekompenzaci (42% pacientu ve vysSim véku)

Compliance pacienta ovliviuje slozitost leCebneho rezimu, NU 1ék( a pacientovo
vhimani nutnosti leCby

Otevrena komunikace mezi pacientem a jeho Iékarem a vysledné partnerstvi
- pacient je stredem vsech lekarskych rozhodnuti
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Bader F et al. Heart Fail Rev 2017; Maher RL et al. Expert Opin Drug Saf 2014



Paaliativni péce u geriatrickych pacientu se SS

V pokrocilych stadiich srdeCniho selhani, kdy se agresivni leéCba stava neucCinnou, by
mela byt zavedena paliativni péce

Cilem paliativni pécCe zajistit co nejvyssi kvalitu zivota pacienta na co nejdelsi dobu
Multidisciplinarni pfistup (I€kar, oSetfovatelsky a podpurny personal, pastoracni péce)
Cilena léCba specifickych symptomu (dusnost) - zmirnit diskomfort pacientu

LeCba uzkosti a deprese - stale aktualni zdravotni problém pacienta a Casto i jeho
rodinnych pfislusniku

Cilena terapie dalSich symptomu (zacpa, anorexie nebo poruchy spanku)
V léCbe bolesti a uzkosti Ize pouzit narkotika, benzodiazepiny a sedativa
Vasna hospicova péce, mnoho starSich pacientu ale radéji umira ve vlastnim domé
MUNI et

Bader F et al. Heart Fail Rev 2017; Martinez-Selles M et al. Rev Esp Cardiol 2009; Forman DE et al. Congest Heart Fail 2003; Goodlin SJ et al. J |\/| E D
Am Coll Cardiol 2009; Kristjanson LJ et al. Can J Psychiatr 2004



Kdy a komu paliativni léCba SS

Starsi pacienti

s tézkym srde€nim selhanim, napr. NYHA IV
se zavaznou krehkosti
s funkCni poruchou
s neumysinym ubytkem hmotnosti
s geriatrickymi syndromy
s omezenou pohyblivosti v dusledku unavy
V rezidencni peci pro seniory bez ohledu na zavaznost srdecniho selhani

Starsi pacienti maji casteji HFpEF s nekardiovaskularnimi priCinami umrti
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Oudejans | et al. J Cardiac Fail 2012; Rickenbacher P et al. Eur J Heart Fail 2012



Prognéza geriatrickych pacientu se SS

bez HF
§ HFpEF
£ HF
- HFrEF

Follow-up tane (weeks)

Fig. 1. Cox survival curves [or geriatric patients according 1o the
presence and Lype ol heart [ailure, adjusted for age and gender.
Thin solid line: heart [ailure absent; thick solid line: heart [ailure
present; thin dashed line: heart [ailure with preserved ejection
[raction; thick dashed hine: systolic heart Tailure.

Survival (%)

[ Ell Ih 156
Follow-up time {weeks)

Fig. 2. Cox survival curves [or geriatric patients with heart [ailure
according 1o Charlson Comorbidity Index (CCI), adjusted lor age
and gender. Thin solid line: CCI 12 points; thin dashed line: CCI
3—4 points; thick solid line: CCI >4 points.

Uvahy o oéekavané délce zivota jsou dulezité — zahajit ¢i ukongéit Iéébu SS nebo
pridruzenych komorbidit? MUNIT I st

Oudejans | et al. J Cardiac Fail 2012
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Prognoza geriatrickych pacientu v zavislosti na
SS a frailty
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Prediktory prognozy geriatrickych pac. se SS
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Vliv hospitalizace pro SS na zakladni a
instrumentalni ¢innosti kazdodenniho zivota
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Parada ED et al. Archives of Gerontology and Geriatrics 2012



Prognoza geriatrickych pacientu v zavislosti na
fragilite

A
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Fragilita (nead]., adj. na ostatni rizikové faktory)
Barthel Index < 90; OARS scale < 10 (Z) a < 6 (M); Pfeiffer Test > 3; Geriatric Depression Scale > 1 kladna odp.
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Gastelurrutia P, International Journal of Cardiology 2014



Farmakoterapie SS u geriatrickych pacientu

Malé zastoupeni starsich pacientt v klinickych studiich (HFrEF) s ACEI a BB
Stfedni vék ve studiich s ACEI 60 let
Tretina s BB byla ,starsi” (59-71 let)
SENIORS (= 70 let) - stfedni vék zarazenych 75 let, muzi 63% a LVEF < 35% (64,5 %)
HFpEF - vySSi stfredni vék s vy$Sim podilem zen a vySSi LVEF

Snizeni primarniho ciloveho parametru mortality ze vSech pricin nebo prijeti do
nemocnice z KV pricin [HR 0,86, 95% CI 0,74-0,99; p=0,039]

Snizeni mortality nevyznamné (HR 0,88, 95% CI 0,71-1,08; P=0,21)

Mensi prinos betablokatori u pac. s HFpEF + riziko umrti na jiné komorbidity
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Garg R et al. JAMA 1995; Dulin BR et al. Am J Cardiol 2005



Farmakoterapie SS u geriatrickych pacientu

Zadna z velkych RCT provedenych u HFpEF nedosahla svych primarnich
cilovych parametru - PEP-CHF (perindopril), CHARM-Preserved (candesartan), I-
PRESERVE (irbesartan), TOPCAT (spironolakton), DIG-Preserved (digoxin) a

PARAGON-HF (sakubitril/valsartan)

Pocet hospitalizaci pro SS snizen candesartanem a spironolaktonem a trend ke
snizeni u sakubitrilu/valsartanu

SENIORS (nebivolol) vyznamné snizeni kombinovaného primarniho cilového
ukazatele umrtnosti ze vSech priCin nebo KV hospitalizace
(pouze 15% pac. s LVEF >50%)

Studie zamerené na drahu NO-cGMP take selhaly ve zlepseni zatézové kapacity
nebo QOL u HFpEF (NEAT-HFpEF, INDIE-HFpEF, VITALITY-HFpEF a CAPACITY-
HFpEF (praliciguat))

Cleland JG et al, Eur Heart J 2006; Flather MD et al, Eur Heart J 2005, Yusuf S et al, Lancet 2003, Massie BM et al, N Engl J Med 2008, Pitt B, |\/|
N Engl J Med 2014, Ahmed A et al, Circulation 2006, Solomon SD et al. N Engl J Med 2019,
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BNP-Guided vs Symptom-Guided Heart Failure Therapy: The Trial of Intensified vs Standard Medical
Therapy in Elderly Patients With Congestive Heart Failure (TIME-CHF) Randomized Trial

— NT-BNP-guided
---- Symptom-guided
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The differences between treatment groups were observed only in younger but not older patients. BRN

Pfisterer M et al. JAMA 2009



A Pre-Specified Meta-Analysis of
DELIVER and EMPEROR-Preserved
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Baseline Characteristics & Background Medical Therapy

DELIVER EMPEROR-Preserved
(N=6,263) (N=5,988)
Enroliment Period 2018-2021 2017-2020
Sites 350 sites in 20 countries 622 sites in 23 countries
Median Follow-up (years) 2.3 2.2
Complete Follow-up (%) 99% 97%
Age (years)
Women 44% 45%
Systolic BP (mmHg) 128 + 15 132 £ 16
BMI, kg/m?2 30+6 30+6
LVEF (%) 54 +9 54 +9
NYHA Class 2 75% 82%
NYHA Class 3 or 4 25% 18%
History of Atrial Fibrillation or Flutter 57% 51%
Diabetes Mellitus 45% 49%
Hospitalization for HF within Last 12mo 26% 23%
Loop Diuretics 77% 68%
ACEI/ARB/ARNI 7% 81%
B-blockers 83% 86%
MRA 43% 37%

MUNI e
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Vaduganathan M et al. Lancet 2022



DELIVER and EMPEROR-Preserved Meta-Analysis:

1 20% (13-27%) Relative Risk Reduction of Primary Endpoint with
Consistent Reductions in Both Components

Cardiovascular Death or First Hospitalization for HF

HR (95% Cl)

DELIVER —— 0.80 (0.71-0.91)

EMPEROR-Preserved + 0.79 (0.69-0.90)

Overall HR 0.80; 95% C10.73-0.87

2 P<0.0001
T T 1
0.50 0.75 1.00 1.25
Cardiovascular Death (excluding Unknown Death) g (959, ¢I) Hospitalization for HF HR (95% ¢)
DELIVER — . 0.88 (0.74-1.05) DELIVER —i— 0.77 (0.67-0.89)
EMPEROR-Preserved —.— 0.88 (0.73+1.07) EMPEROR-Preserved . 0.71(0.60-0.84)
Overall HR 0.88;95% C10.77-1.00  gyeran HR 0.74; 95% C1 0.67-0.83
- r05 vera > P<0.0001
0.50 075  1.00 1.25 0.50 075  1.00 125

Pheterogeneity >0-40 for all endpoints

Vaduganathan M et al. Lancet 2022

DELIVER and EMPEROR-Preserved Meta-Analysis:

Consistent Reductions in Primary Endpoint across LVEF Range,
including among LVEF 260%

LVEF 41-49%

LVEF 50-59%

LVEF 260%

LVEF Range

HR (95% CI)

DELIVER (n=2,116)
Overall
DELIVER (n=2,256)
Overall
DELIVER (n=1,891)

Overall

Phelercgeneity =0.42

DELIVER and EMPEROR-Preserved Meta-Analysis:

No Significant Heterogeneity in Primary Endpoint across 13 Subgroups

Pooled Treatment Effect
HR (95% CI)

P, interaction

LVEF <50% —e—
LVEF 50-59% —eo— 0.93
LVEF 260% —e—
With Diabetes —o—
Vithout Diabetes —e— 0.91
<65 years H
65-74 years —e—
75-79 years +H—@— 0.50
280 years —e—
Men —o— 0.59
Women —eo—

White o

Black H———@&—— 0.93

Asian —=e—

Other =1
BMI<30kg/m2 —o— 0.98
BMI230kg/m2 —o— )

r 1
0.54 1 » 2
Favors SGLT2i Favors placebo

eGFR260mL/min/1.73m2
eGFR<60mL/min/1.73m2

No AF
AF

Not Recently Hospitalized
Recently Hospitalized

NYHA Class Il
NYHA Class NV

NT-proBNP<Median
NT-proBNPzMedian

Not Receiving ACEi/ARB/ARNI
Receiving ACEi/ARB/ARNI

Not Receiving MRA
Receiving MRA

Pooled Treatment Effect
HR (95% CI)

P, interaction

—eo—i
—o—i 0.40
—o—
e 0.46
—c—
o 0.18
o
. 0.35
—e—
0.66
—e— 0.79
e
o 0.99
—e—i

»N -

5= -1
Favors SGLT2i

Favors placebo

EMPEROR-Preserved (n=1,983)

EMPEROR-Preserved (n=2,058)

EMPEROR-Preserved (n=1,947) —

-

0.84(0.69-1.02)

0.71(0.57-0.88)

HR 0.78; 95% CI 0.67-0.90
P<0.001

0.79 (0.64-0.98)
0.80 (0.64-0.99)

HR 0.79; 95% CI 0.68-0.93
P=0.003

0.76 (0.60-0.96)
0.87 (0.69-1.10)

HR 0.81; 95% CI 0.69-0.96
P=0.01

1.00 1.25
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Sacubitril/Valsartan has no significant effect on cognition:
PERSPECTIVE

By Leah Kosyakovsky, MD on August 26, 2022

Key Points

« There has been a theoretical concern of potential increased amyloid deposition via neprilysin inhibition in patients using
sacubitril/valsartan. In the PERSPECTIVE study, patients with HFpEF and HFmrEF were treated with either sacubitril/valsartan or

valsartan. Their cognitive function (as assessed by comprehensive CogState testing) as well as brain amyloid peptide deposition
by PET and MRI were determined at three years.

« Treatment with sacubitril/valsartan was not associated with any significant differences in cognitive function via CogState testing
or in global amyloid deposition as determined by PET scan at three years.
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Angiotensin—Neprilysin Inhibition in Heart Failure with

Preserve

d Ejection Fraction (45%) PARAGON-HF

Table 1. Characteristics of the Patients at Baseline.*

Characteristic
Age —yr
Female sex— no. (%)
Race — no. (%)1
White
Black
Asian
Other
Geographic region — no. (%)
North America
Latin America
Western Europe
Central Europe
Asia-Pacific or other
Systolic blood pressure — mm Hgi
Heart rate — beats/ming
Body-mass indexj
Serum creatinine — mg/dli
Estimated GFR — ml/min/1.73 m?
Clinical features of heart failure
Ischemic cause — no. (%)
Left ventricular ejection fraction — %
Median NT-proBNP (interquartile range) — pg/ml
NYHA functional class at randomization — no. (%)
|
1
1]
v
Missing data
Medical history — no. (%)
Hypertension
Diabetes
Atrial fibrillation or flutter
Stroke
Hospitalization for heart failure
Myocardial infarction
Treatment — no. (%)
Diuretic agent at randomization
ACE inhibitor or ARB at screening
Mineralocorticoid-receptor antagonist at randomization

Beta-blocker at randomization

Sacubitril-Valsartan

72.7483
1241 (51.6)

1238 (51.8) —>

1963 (81.6)
52 (2.2)
297 (12.3)
95 (4.0)

288 (12.0)
191 (7.9)
699 (29.0)
856 (35.6)
373 (15.5)

130.5+15.6
70.6£12.3
30.244.9

1.1:03
63£19

899 (37.4)
57.6:7.8
904 (475-1596)

73 (3.0)

1866 (77.5)

458 (19.0)
8(03)
2(01)

2304 (95.7)
1046 (43.5)
775 (32.2)
266 (11.1)
1135 (47.2)
561 (23.3)

2294 (95.3)
2074 (86.2)

592 (24.6)
1922 (79.9)

1944 (31.4)
50 (2.1)
310 (13.0)
85 (3.6)

271 (11.3)
179 (7.5)
691 (28.9)
859 (36.0)
389 (16.3)
130.6+15.3
70.3x12.2
30.315.1
11203
62+19

824 (34.5)
57.5:8.0
915 (453-1625)

64 (2.7)
1840 (77.0)
474 (19.8)
11 (0.5)

0

2280 (95.4)
1016 (42.5)
777 (32.5)
242 (10.1)
1171 (49.0)
522 (21.9)

2291 (95.9)
2065 (86.4)
647 (27.1)
1899 (79.5)

Solomon SD et al. N Engl J Med 2019

A Total Hospitalizations for Heart Failure and Death from Cardiovascular Causes
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100-  p4s
0.904 0.40
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0.20
o700 Valsartan
Sacubitril-valsart
00 1 | acubitdt valsartan :
1 2 3 4
Years

Subgroup

Overall
Age
<65 yr
=65 yr
Age
<75yr
=75yr
Sex
Male
Female
Race
White
Black
Asian
Other
Geographic region
North America
Latin America
Western Europe
Central Europe
Asia~Pacific or other
History of diabetes
Yes
No
Left ventricular ejection fraction
=Median (57%)
>Median (57%)
Atrial fibrillation or flutter
Yes
No
NT-proBNP at screening
=Median (911 pg/ml)
>Median (911 pg/ml)
Systolic blood pressure at screening
=Median (137 mm Hg)
>Median (137 mm Hg)
Mineralocorticoid-receptor antagonist use
Yes
No
Baseline estimated GFR
<60 ml/min/1.73 m*
=60 ml/min/1.73 m?
NYHA class
lorll
or IV
Unable to take ACE inhibitor
Yes
No

1903/4796

276/825
1627/3971

938/2597
965/2199

980/2317
923/2479

15423907
89/102
237/607
35/180

478559
83370
544/1390
466/1715

332/762

1041/2069
862/2727

1048/2495
855/2301

1140/2521
763/2275

708/2379
1183/2378

984/2450
919/2344

545/1239
13583557

1115/2341
787/2454

1402/3843
499/951

86/262
1817/4534

No. of Events/No. of Patients

Rate Ratio (95% Cl)

—m-

T
0.4 0.6 0.8

10

Sacubitril-Valsartan
Better

Valsartan
Better

0.87 (0.75-1.01)

0.99 (0.64-1.53)
0.85 (0.73-0.99)

0.82 (0.66-1.02)
0.92 (0.76-1.11)

10 -1.25)
0.73 (g9-0.90)

0.83 (0.71-0.97)
0.69 (0.24-1.99)
1.25 (0.87-1.79)
1.03 (0.47-2.28)

0.80 (0.57-1.14)
1.33 (0.75-2.36)
0.69 (0.53-0.89)
0.97 (0.76-1.24)
1.10 (0.79-1.52)

0.89 (0.74-1.09)
0.84 (0.68-1.04)

0.78 (0%-0.95)
#1-1.23)

0.83 (0.69-1.00)
0.94 (0.75-1.18)

0.85 (0.67-1.08)
0.87 (0.73-1.05)

0.88 (0.72-1.07)
0.86 (0.69-1.06)

0.73 (0.56-0.95)
0.94 (0.79-1.11)

0.79 (0.66-0.95)
1.01 (0.80-1.27)

0.90 (0.76-1.06)
0.79 (0.59-1.06)

0.87 (0.46-1.65)
0.87 (0.75-1.01)
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SS u geriatrickych pacientu
SrdecCni selhani u senioru velmi Casté (HFpEF, zena)
Cast&jsi komorbidity s potfebou klinickych a laboratornich kontrol

| pfes nedostateCna data z RCT Ize oCekavat, ze jsou EB léky prospésné

Doporuceni pro farmakologickou i nefarmakologickou I€€bu senioru se nelisi od obecnych
doporuceni

Individualni pristup (zhodnotit celkovy stav, vybér farmakoterapie, davkovani s prinlédnutim k
moznym NU, peclivé zvazovat nefarmakologickou terapii — CRT, ICD...)

U terminalnich stavu vzdy zvazovat paliativni péci, tak aby nemocny netrpél jak fyzicky,
tak dusevné, a my mu doprali dustojné umirani MUNT ot

WED



Ji za pozornost
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