FARMAKOTERAPIE KV CHOROB
U GERIATRICKYCH PACIENTU
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Co plati u mladsich neplati u starsich

 Atypicky Ci odlisny klinicky obraz (oligo Ci mikrosymptomatologie) s
modifikovanou prognézou, hrozi nepoznani a prodleni.

* Funkéni rezervy geriatrickych pacientt omezené a terapeuticka okna kratsi.

» Selhavani nejkrehcejsiho organu (zejména mozku) pfi jakekoli zatezi (SS pri
BPN, zmatenost pri SS, steno pri anemii).

- Kaskadovity efekt (akutni onemocneni dekompensuje chronicke).

» Specificke geriatrické komplikace (delirantni stavy, rychly rozvoj imobilizacniho
syndromu, ztrata sobéestacnosti, nutnost ustavni péce, pokles kvality zivota).

* GeriatriCti pacienti povazovani za nadmeérné obtézujici (podle studii ubyva ve
MUNI IE et
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Faktory ovlivnujici farmakoterapii ve stari

starnuti organu
zmeny ve farmakokinetice/farmakodynamice
polypragmazie s rizikem nezadoucich lekovych interakci
polymorbidita, atypicky prubéh nemoci
vliv socialnich faktoru (osameélost, chudoba)
omezena sobéstacnost (poruchy zraku, zhor§ena pohyblivost)

prani nemocneho
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Farmakokinetika

Zmenseny distribucni objem pro hydrosolubilni latky
(klesa podil vody na 60% a ve vodeé rozpustna léCiva budou mit
pri stejnem davkovani vyssi plazmatické koncentrace)

Zveéetseny distribucni objem pro liposolubilni latky
(zvysuje se podil tukove tkane, |éCiva rozpustna v tucich budou
mit plazmatickou koncentraci nizsi)

shizena koncentrace albuminu (jen mensi Cast leku se vaze na
nosiC a zvysuje se volna frakce IéCiva v krvi)
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Farmakokinetika

* snizeni prutoku krve ledvinami

* pokles glomerularni filtrace

» poSkozeni jaterniho parenchymu muze ovlivnit odbouravani lé€iva

* snizené vylucovani |éCiv ledvinami - prodlouzeni polo¢asu (amio, digoxin)

* nebezpecCi toxicity

* u lidi s renalni insuficienci a s poruchou jaternich funkci se musi pouzivat

redukCni schémata pri davkovani IéCiv

MUNI
MED

: BRNO

FAKULTNI
NEMOCNICE



Farmakokinetika

vzestup zaludecniho pH
snizeni motility zaludku
snizené prokrveni GIT

zpomalene vstrebavani (pokles o 35% mezi 20-90.rokem)

zpomaleni nastupu ucinku léku podavanych per os

MED



N BNy

Nejcastejsi problémy souvisejici s KV
farmakoterapii u senioru

Klinicky problém
u seniord

Zmeény provazejici starnuti

Léky s negativnim vlivem

Ortostaticka

snizena citlivost baroreceptort v oblasti
karotického sinu a v oblouku aorty, snizena
citlivost beta-receptord myokardu, ome-

centralni antihypertenziva, diuretika, beta-
blokatory, tricyklickd antidepresiva, fenothia-

hypotenze zena schopnost reflexni tachykardie jako | zinova antipsychotika, benzodiazepiny, anal-
reakce na vazodilataci periferie, pokles pro- | getika-anodyna a dalsi
krveni CNS

Posturalni sklon k ortostatické hypotenzi (viz vysie), centralni antihypertenziva, diuretika, beta-

nestabilita, riziko
padu a zlomenin

snizena propriocepce a posturdlni stabilita,
snizeny tonus kosterniho svalstva

blokatory, tricyklicka antidepresiva, fenothia-
zinova antipsychotika, benzodiazepiny, anal-
getika-anodyna, myorelaxancia

Mocova inkonti-
nence/ retence

snizeny tonus hladkého svalstva, vyssi citli-
vost k anticholinergnim NUL

diuretika, zejména klickova (zvyieni diurézy),
anticholinergika (retence moci)

Erektilni dysfunkce,
gynekomastie

pokles produkce pohlavnich hormoni

alfal-sympatolytika, sedativni |&¢iva, selektiv-
ni spasmolytika mocovych cest, spironolak-
ton a digoxin
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Compliance a jeji zmeny ve stari

zavislost compliance na pocCtu uzivanych léku
vliv pfibuznych a peCovatelu

vliv ceny leku

uzivatelsky komfort

vzhled léku

zneni pribalového letaku
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Polypragmazie

Nadmerné, nevhodné nebo neucinneé podavani vice leCiv - —r
5\"6% ®
5 a vice léku soucasné u nehospitalizovanych jedincu (Iéky na Rp nebo OTC)

/5% evropskych vydaju za zdravotni péci vynaloZzeno na chronicka onemocnéni

- 700 miliard ro¢né

« StarSi dospéli v EU spotrebuji 60% vSech pfedepsanych léku a nakoupi 40% volné

prodejnych leka (OTC), ambulantni/hospitalizovani seniofi uzivaji 4—6/5-8 léku
MUNI B e
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Tjia J et al, Drugs Aging 2013, Veehof LJ et al, Eur J Gen Pract 2000, Maher RL et al, Expert Opin Drug Saf. 2014



S vekem stoupa pocet chronickych onemocneni
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42,2% vsSech pacientl > 1 onemocnéni, 23,2% multimorbidnich
Multimorbidita se zvysuje s vekem, pritomna u véetsiny > 65 let MUNT b st
E

Barnett K et al, The Lancet 2012



Narust preskripce mezi lety 1997 a 2012
- zejmeéna u starsich osob
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Prevalence potencialné nevhodného predepisovani 32,6%...37,3%

Moriarty et al, BMJ Open 2015
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Narustajici vina polypragmazie, ale i Iékovych
interakci
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Rozlozeni komorbidit mezi vekovymi skupinami

Age Group and Comorbidities
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PokrocCily vék je nejsilnéjsim rizikovym faktorem pro KVO MUNT B e
M ED

Al Ameri et al, SOJ Pharm Pharm Sci 2014
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Farmakoterapie je u senioru narocna

Age related changes

Multiple chronic Progressive decline in Changes in
diseases physiological functions drug PK/PD

' ' |

Polypharmacy Changes in drug <—p | Variability in

l\‘ SenSlthIty drug response
1 ADRs /

Poor adherence Geriatric syndrome

/ T drug mteractlons

Disease prog ression

Hospitalizations e T morbldlty
Healthcare costs T mortality

Tamargo J, Polypharmacy in the elderly.
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NejCasteji predepisované léky v roce 2012
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KVO ve stari

Hlavni pfiCina umrti, funkCniho poskozeni a ztraty nezavislosti + nejCastéjSim onemocnénim.
Prevalence KVO, v€etné HT, ICHS, SS a CMP 65-70% ve véku 60-79 let a 79-86% ve véku >80 let.
KV léky nejCastéji pouzivanymi skupinami lékd - 15 z 20 nejéastéji uzivanych léku jsou KV léky.

Odhadovana prevalence pouziti statinu 50,1%, protidestiCkovych leku 43%, ACEI 30,4%, diuretik 29,5%,
ARB 13,2%, CAA 10,5% a antagonistu vitaminu K 6,4%.

Vysoka mira uzivani KV Iékl odrazi prinosy, které prokazal vyzkum.

Aplikovatelnost vysledku studii na starsi s Cetnymi chronickymi onemocnénimi, proménlivymi socialnimi
okolnostmi a vysoce individualizovanymi cili zdravotni péce je z velké Casti neznama.

Zmeéeny organovych funkci, PK a PD souvisejici s vékem zasadné méni rovnovahu mezi pfinosy a riziky
farmakoterapie.
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Schwartz JB et al, J Am Geriatr Soc. 2019



HT u geriatrickych pacientu

Definice stari (elderly, older) - >60 let v prvnich studiich, poté 65 a 70 a nakonec 75
(SPRINT) a 80 let (HYVET)

Biologicky vek se zvazenim krehkosti a nezavislosti - ovliviuje pravdépodobnou
snasenlivost AH Iéku

Guidelines - ,stary” >65 let a ,velmi stary” jako >80 let
Prevalence HT 60% ve veku >60 let a 75% ve véku >75 let
Fyzicky a dusevne krehci a hospitalizovani pacienti byli z vetsiny RCTs vylouceni

Potfeba vice udaju o vyhodach léCby TK u velmi starych a kfiehkych pacientu

Wright JT Jr et al, N Engl J Med 2015, Beckett N et al, J Hypertens 2014, Mancia G et al, Eur Heart J 2013, Zanchetti A et al, J Hypertens 2009,
Benetos A et al, Hypertension 2016, Lonn EM et al, N Engl J Med 2016, Williamson D et al, JAMA 2016, Brunstrom M et al, JAMA Intern Med |\/|
2018, Carlberg B, J Hypertens 2014
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Sekundarni HT u geriatrickych pacientu

Age group Per cent with underlying cause Typical causes

Young children (<12 years) 70-85 # Renal parenchymal disease
# Cparctation of the aorta

# Moncgenic disorders

Adolescents {12-18 years) 10-15 ® Renal parenchymal disease
# Coarctation of the aorta

e Monogenic disorders

Young adults (1940 years) 5-10 & Renal parenchymal disease
# Fibromuscular dysplasia (especially in women)

# Undiagnosed monogenic disorders

Middle-aged adults {41-65 years) 5-15 ® Primary aldostercnism
® Obstructive sleep apnoea
e Cushing's syndrome

® Phasochromocytoma

® Renal parenchymal disease

o Atherosclerotic renovascular disease

Older adults (=65 years) 5-10 ® Atherosclerotic rencvascular disease
# Renal parenchymal disease

# Thyroid disease

MUNT B e
IED

Williams B, European Heart Journal 2018



AH terapie u starsich pacientu

Most BP-lowering classes are
equally effective in preventing
risk of fatal and nonfatal
cardiovascular events both in
older and younger patients,
whereas beta-blockers, though
being equally effective as the
other agents in patients younger
than 65, loose some of their
effectiveness at an older age.

41 RCTs - 349 726 individuals

Trial Comparator Type of patients SBP difference | Outcomes [change in relative risk (%)]
{(mmHg)
ACE inhibitor and diuretic combination
PROGRESSY Placebo Previous stroke or TIA -9 —28% strokes (P <0.001)
ADVANCE™? Placebo Diabetes -5.6 —9% micro/macrovascular events (P = 0.04)
HYWET™ Placebo Hypertensive; =80 years | —15 —34% CV events (P <0.001)

ARB and diuretic combination

Diuretic + placebo

CCEB and diuretic combination

Hypertensive; =70 years | -3.2

—28% non-fatal strokes (P = 0.04)

FEVER!

Diuretic + placebo

Hypertensive

—27% CV events (P <0.001)

ACE inhibitor and CCB combination

conventional

antihypertensive

Syst-Eur’* Placebo Older with ISH —10 —31% CV events (P <0.001)
Syst-China™ Placebo Older with ISH -9 —37% CV events (P <0.004)
Beta-blocker and diuretic combination
?CDD pe and Warrender™ Placebo Older hypertensive -18 —42% strokes (P <0.03)
SHEP™** Placebo Older with ISH -13 —36% strokes (P <0.001)
LSTCI P.HE2 Placebo Older hypertensive -3 —40% CV events (P = 0.003)
STOP-H 27 ACE inhibitor or Hypertensive 0 M5 difference in CV events

Williams B, European Heart Journal 2018, Thomopoulos C et al, J Hypertens 2018
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A Randomized Trial of Intensive versus Standard

Blood-Pressure
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9361 Randamized

2636 Aped 275y

4678 Randomized to an 58F treatment
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v
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224 Discontinued irbervention
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v
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Intenzivnéjsi snizeni TK — nizSi riziko KV pfihod (IM, ACS, CMP, SS) a mortality.

Wright JT Jr et al, N Engl J Med 2015

4683 Randomized 1o an SEP treatment

target <140 mm Hg {standand
treatment)
1319 Aged 275y

)
All participants

242 Discontinued intervention
134 Were lost ta follow-up
121 Withdrew corsent
Participants aged 275 y

B2 Discontinued imtervention
31 Were lost to follow-up

33 Withdrew conient

¥

1319 Participamts aged =75 y included

in primary analysis
57 Did not complete gait spesd
assessment at baseling
9 Frailty index could not be
computed at haseline

Control - SPRINT

P Value for
Subgroup Intensive Treatment Standard Treatment Hazard Ratio (95% Cl) Interaction
no. of patients with primary outcome /total no. (%)
Overall 243/4678 (5.2) 319/4683 (6.8) —.— 0.75 (0.64-0.89)
Previous CKD . 0.36
No 135/3348 (4.0) 193/3367 (5.7) —— 0.70 (0.56-0.87)
Yes 108/1330 (8.1 126/1316 (9.6 . 0.82 (0.63-1.07)
Age i
<T5yr 1423361 (4.2) 175/3364 (5.2) ] 0.0 (0.64-1.00)
=75 yr 101/1317 (7.7) 144/1319 (10.9) —.—— 0.67 (0.51-0.86)
Sex . 0.45
Ferale 77/1684 (4.6) 89/1648 (5.4) ——J—— 034 (0.62-114)
Male 1662994 (5.5) 230/3035 (7.6) + 0.72 (0.59-0.88)
Race C 0.83
Black 62/1454 (4.3) 85/1493 (5.7) — @B  0.77(0.55-1.06)
Nonblack 181/3224 (5.6) 2343190 (7.3) —— 0.74 (0.61-0.90)
Previous cardiovascular disease | 039
No 149/3738 (4.0) 208/3746 (5.6) B 0.71 (0.57-0.88)
Yes 94/940 (10.0) 111/937 (11.8) ——1— 083 (0.62-1.09)
Systolic blood pressure E 077
<132 mm Hg 71/1583 (4.5) 98/1553 (6.3) — 0.70 (0.51-0.95)
>132 to <145 mm Hg 77/1489 (5.2) 106/1549 (6.8) ——F 0.77 (0.57-1.03)
=145 mm Hg 95,1606 (5.9) 115/1581 (7.3) — l—— 083 (0.63-1.09)

r T 1
0.50 0.75 100 120

Intensive Treatment Better ~ Standard Treatment Better
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2018 ESC/ESH Guidelines for the management
of arterial hypertension

In fit older patients with hypertension (even if aged >80 years), BP-lowering drug treatment and lifestyle intervention are rec-
ommended when SBP is > 160 mmHg_21 0.220221

In older patients (aged =65 years) receiving

BP-lowering drugs:
® [t is recommended that 5BP should be
targeted to a BP range of 130-139

1235744

mmHg.

BP-lowering drug treatment and lifestyle intervention are recommended for fit older patients (=65 years but not =80 years)
when SBP is in the grade 1 range (140—159 mmHg), provided that treatment is well tolerated.*'

Antihypertensive treatment may also be considered in frail older patients if tolerated *'*

. . . .
It is recommended to initiate an antihypertensive treatment with a two-drug combination, preferably in an SPC. Close monitonng of adverse effects is

Exceptions are frail older patients and those at low risk and with grade 1 hypertension (particularly if SBP is recommended.

<150 mmHg}_341.346.351

@ These BP targets are recommended for
patients at any level of CV risk and in patients
with and without established CVD.™*

Méné konzervativni lé¢ba TK u starsSich a velmi starych pacientu
 NizZ8i prahové hodnoty TK a |é€ebné cile pro starSi pacienty s dirazem na zohlednéni biologického spise
nez chronologického véku (tj. dulezitost kfehkosti, nezavislosti a snasenlivosti [éCby)
* Doporuceni, ze léCba by nikdy neméla byt odeprena nebo ukonCena na zaklade veku, pokud je 1éCba

tolerovana MUNT B st

BRNO

Williams B, European Heart Journal 2018 |\/| E D



Farmakoterapie HT u geriatrickych pacientu

Lécba vétSinou dobre tolerovana

Komorbidity, jako je RI, aterosklerotické vaskularni onemocnéni mohou byt zhorseny AH léky

Interakce s jinymi leky

RCT nezahrnovaly velmi kiehké pacienty, zavislé pacienty a pacienty s posturalni hypotenzi
Rozhodnuti o Iécbé hypertenze musi brat v uvahu klinicky stav pacienta, soubéznou Ié€bu a

krehkost

LepSi adherence k antinypertenzni léCbé spojena se snizenym rizikem KV prihod a umrtnosti, i kdyz

vék > 85 let ( prumér 90 let)

Table 1. Recommendations in the elderly (> 65 years) and old (> 80 years).

Class Level

In elderly hypertensives with SBP =160 mmHg there is solid evidence to recommend reducing SBP to between | A
140 mmHg and 150 mmHg

In fit elderly patients less than 80 years old, treatment may be considered at SBP =140 mmHg with a largel b C
SBP <140 mmHg if treatment is well tolerated

In fit individuals older than 80 years with an initial 5BP =160 mmHg, it is recommended to reduce SBP 1o I B
between 150 mmHg and 140 mmHg

In frail elderly patients, it is recommended to base treatment decisions on comorbidity and carefully monitor | C
the effects of treatment

Continuation of well-tolerated antihypertensive treatment should be considered when a treated individual Ila C
becomes octogenarian

All hypertensive agents are recommended and can be used in the elderly, although diuretics and calcium antag- I A

onists may be preferred in isolated systolic hypertension

Age group Office SBP treatment target ranges (mmHg) Office DBP
treatment
target range
(mmHg)
Hypertension + Diabetes + CKD + CAD + Stroke™/ TIA
18 - 65 years Target to 130 Target to 130 Target to <140 to Target to 130 Target to 130 7079
or lower if tolerated or lower if tolerated 130 if tolerated or lower if tolerated or lower if tolerated
Not <120 Not <120 Not <120 Mot <120

65-79 }rearsb Target to 130-139 | Target to 130-139 | Target to 130-139 | Target to 130-139 | Target to 130-139 70-79
if tolerated if tolerated if tolerated if tolerated if tolerated

>80 years” Target to 130-139 | Target to 130-139 | Target to 130-139 | Target to 130-139 | Target to 130-139 70-79
if tolerated if tolerated if tolerated if tolerated if tolerated

Office DBP 70-79 70-79 70-79 70-79 70-79

treatment

target range

(mmHg)

Corrao G et al, J Hypertens 2017, Kjeldsen SE et al, Blood Press 2016, Williams B, European Heart Journal 2018

NEMOCNICE
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2013 vs 2018 ESC/ESH Guidelines

Changes in recommendations

2013 2018
Diagnosis Diagnosis
Treatment thresholds Treatment thresholds

Older patients

Antihypertensive drug treatment may be considered in the elderly
(at least when younger than B0 years) when 5BP is in the

140—159 mmHg range, provided that antihypertensive treatment is
well tolerated.

Older patients

BP-lowering drug treatment and lifestyle intervention is recommended in
fit older patients (=65 years but not =80 years) when 5BP is in the

grade 1 range (140—15% mmHg), provided that treatment is well tolerated.

BP treatment targets in older
patients (65—80 years)

BPF treatment targets in older patients (65—80 years)

An 5BP target of between 140—150 mmHg
is recommended for older patients (65—80 years).

In clder patients (=65 years), it is recommended that SBP should be
targeted to a BP range of 130—139 mmHg.

BP treatment targets in patients aged over 80 years

BP treatment targets in patients aged over 80 years

An 5BP target between 140—150 mmHg should be considered in
people older than 80 years, with an initial SBP =160 mmHg, provided

that they are in good physical and mental condition.

Aun 5BP target range of 130—139 mmHg is recommended for people older
than B0 years, if tolerated.

Initiation of drug treatment

Initiation of drug treatment

Initiation of antihypertensive therapy with a two-drug combination
may be considered in patients with markedly high baseline BP or
at high CV risk

It is recornmended to initiate an antihypertensive treatment with a

two-drug combination, preferably in a SPC. The exceptions are frail older )
patients and those at low risk and with grade 1 hypertension (particularly : :A{“I:ﬁl:";'Lyél“'CE
if SBP' is <150 mmHg).




Léky snizujici hladinu lipidu u starsich osob

Major coronary events
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CholesterolTreatment Trialists’ (CTT) CollaboratorsLancet 2005; 366: 1267

Groups Events (%) RR (C1) Heterogeneity/
Treatment Controt  yendtest

(45 002) (45 054)

=65 1671(61%)  2344(8:5%) | | 74
=65 1666 (95%) 2076 (11:9%) E 3 0-81(0-76-0

Yes 2038(82%) 2596 (10-4%) L 079 (0.74-084)
No 1299 (6-4%)  1824(9-1%) L 3 075 (0-70-0-81)

80% jedincu, ktefi zemiou na KVO, je starSich 65 let
Podil pacientu s IM > 85 let se nékolikanasobné zvysil
VysSi TC je spojen se zvySenou mortalitou na ICHS v kazdém

véku

MUNI [
IED

e



10-year risk of fatal CVD

Low-risk regions of Europe (age interactions included)

@ESC
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180 12 14 15
160 10 11 13 2 . .
o isaee lllustration of the risk age concept
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Therisk of this 40 —year old
male smoker with risk factors is
the same (3-4%) as that of a 65
year — old man with ideal risk
factor levels—therefore his risk
 age is 65 years.

Systolic blood pressure (mmHg)

T aw 3-0% [ s-o% [ >10%

120

4 5 6 7 4 5

Total cholesterol (mmol/L) |

©ESC

2019 ESC/EAS Guidelines for the management of dyslipidaemias: lipid modification to reduce

www.escardio.org/guidelines
cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)
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Léky snizujici hladinu lipidu u starsich osob

« Pousziti statinu (zejména v PP) klesa s rostoucim vékem - preskripce + compliance

* Nejistota ohledné uc€inku - relativné maly pocet lidi > 75 let ve studiich se statiny

« 186 854 ucastniku ve 28 studiich - 14 483 (8%) ve véku > 75 let

» Relativni snizeni velkych cévnich pfihod podobné, bez ohledu na vék, u pacientu s jiz
existujicim cévnim onemocnénim

« Méné primych dukazu o pfinosu u pacientu > 75 let, ktefi nemaji znamky okluzivniho
vaskularnino onemocneni

« Statins in Reducing Events in the Elderly (STAREE)

« Bezpecénost a nezadouci ucinky statinu

« Poskozeni ledvin a/nebo potencial Iekovych interakci — zahajit statin v nizké davce
MUNI St
ME D

Mach F et al, EurHeart J 2019



Statiny u starsich 2018 AHA/ACC Guidelines

LEVEL (QUALITY) OF EVIDENCE}

. In adults 75 years of age or older with an

LDL-C level of 70 to 189 mg/dL (1.7 to 4.8
mmol/L), initiating a moderate-intensity
statin may be reasonable®441-1-44.4.1-8

. In adults 75 years of age or older, it may

be reasonable to stop statin therapy when
functional decline (physical or cognitive),
multimorbidity, frailty, or reduced life-
expectancy limits the potential benefits of
statin therapy.5#44 1

. In adults 76 to 80 years of age with an

LDL-C level of 70 to 189 mg/dL (1.7 to 4.8
mmol/L), it may be reasonable to measure
CAC to reclassify those with a CAC score of
zero to avoid statin therapy.3#441-10.5444.1-11

. In patients older than 75 years of age with

clinical ASCVD, it is reasonable to initiate
moderate- or high-intensity statin therapy
after evaluation of the potential for ASCVD
risk reduction, adverse effects, and drug-
drug interactions, as well as patient frailty
and patient preferences,’*1-23-54.1-31

. In patients older than 75 years of age who

are tolerating high-intensity statin therapy,
it is reasonable to continue high-intensity
statin therapy after evaluation of the
potential for ASCVD risk reduction,

adverse effects, and drug-drug interactions,

as well as patient frailty and patient
preferenceS.SAJ-3,54,1-10.54.1-23,54.1-26,54.1-31—54.1-36

Grundy SM et al, Circulation 2019

CLASS (STRENGTH) OF RECOMMENDATION

= s reasonable '
= Can be useful/effective/ beneficial
o Treatment/strategy A is probably recommended/indicated in
 preference to treatment B
© Itsreasonable o chose treatment
over treatment B

LEVEL B-R (Randomized)

LEVEL B-NR (Nonrandomized)

MUNI B e
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Statiny u starsich 2018 AHA/ACC Guidelines

RCTs + metaanalyzy podporuji primarni prevenci statiny u starsich do 79 let

>80 let - dukazy Fidké

U nékterych starSich pacientt mohou souhrnna rizika spojena se statiny prevysovat
jejich pravdepodobny prinos

Omezena délka zivota muze zkratit minimalni dobu pro pravdépodobny pfinos
statinu

Rozhodnuti nezahajit IéCbu statiny nebo ji dokonce prerusit je rozumné u starsich
dospelych, pokud souhrnna rizika prevazuji nad potencialem vyznamného prinosu

Individualni rozhodnuti s pravidelnym prehodnocovanim v prabéhu ¢asu
MUNI et

Grundy SM et al, Circulation 2019 |\/| E D



Statiny u starsich 2019 ESC/EAS Guidelines

Recommendations for the treatment of EAS @ @ESC
dyslipidaemias in older people (aged >65 years) Ewcpean SEdity
Recommendations Class Level

Treatment with statins is recommended for older people with ASCVD in

the same way as for younger patients.

Treatment with statins is recommended for primary prevention, according to
level of risk, in older people aged < 75.
] o]

B
aged > 75 may be considered, if at high risk or above.
It is recommended that the statin is started at a low dose if there is
significant renal impairment and/or the potential for drug interactions, C
and then titrated upwards to achieve LDL-C treatment goals. g
@

Initiation of statin treatment for primary prevention in older people

. o 2019 ESC/EAS Guidelines for the management of dyslipidaemias: lipid modification to reduce
www.escardio.org/guidelines

cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)
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Statiny u starsich 2019 ESC/EAS Guidelines

Recommendations for the management of EAS @) @ESC
dyslipidaemias in patients with severe mental illness of Gty T

Recommendations Class Level

It is recommended that SMI is used as a modifier for estimating total : C

ASCVD risk.

It is recommended that the same guidelines for the management of total

ASCVD risk are used in patients with SMI as are used in patients without | C

such disease. 2

®)]
It is recommended that in patients with SMI intensified attention is paid
to adherence to lifestyle changes and to compliance with drug | C

treatment.

. A 2019 ESC/EAS Guidelines for the management of dyslipidaemias: lipid modification to reduce
www.escardio.org/guidelines
cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)
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Mach F et al, EurHeart J 2019

Statiny u starsich 2019 ESC/EAS Guidelines

New recommendations

Changes in recommendations

Upgrades
2016 2019

Treatment of dyslipidaemias in older adults

Since older people often have comorbidities and have

altered pharmacokinetics, lipid-lowering medication should be started
at a lower dose and then titrated with caution to achieve target lipid
levels that are the same as in younger people.

Recommendation grading I\ll

[

\
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Effect of Simvastatin-Ezetimibe Compared With
Simvastatin Monotherapy After Acute Coronary
Syndrome Among Patients 75 Years or Older

A Frimary compaste eificacy end paist & OVD death, ML and stroke o i . 5
@ Association between continuous age and outcome by assigned treatment
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Antitromboticka teraie u starsich dospelych

Odborneé stanovisko | Expert consensus statement

Akutni, periproceduralni a dlouhodoba antitromboticka
terapie u starsich dospélych.

Aktualizace Pracovni skupinou ESC pro tromboézu

z roku 2022. Preklad dokumentu pripraveny

Ceskou kardiologickou spoleé¢nosti

(Acute, periprocedural and longterm antithrombotic therapy in older adults:
2022 Update by the ESC Working Group on Thrombosis. Translation of the document
prepared by the Czech Society of Cardiology)

Milo$ Taborsky?®, Zuzana MotovskaP®, Petr Ostadal*

|, interni klinika - kardiologickd, Lékarska fakulta Univerzity Palackého v Olomouci a Fakultni nemocnice Olomoue, Olomouc
! Kardiologicka kiinika, 3. lékafska fakulta Univerzity Karlovy a Fakultni nemocnice Kralovské Winohrady, Praha
¢ Kardiovaskularni centrum, Nemocnice Ma Homolce, Fraha

Autofi origindlniho textu European Society of Cardiology (ESC):’
F. Andreotti, T. Geisler, J. P. Collet et al.
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Taborsky M et al, Cor Vasa 2023(Suppl. 1), Andreotti F et al, Eur Heart J 2023



Antikoagulacni lecba u starsich osob

* Prevalence FS se progresivné zvysSuje s vékem a vék je nezavislym rizikovym faktorem pro

neprizniveé vysledky u FS

« U starSich osob méné pravdépodobné, Ze budou dostavat OAC, navzdory dostateénym dikazim
podporujicim uzivani OAC - nezavisly prediktor pro nepodani OAC u indikovanych pacientd
predevsim vék, pritomnost kognitivniho deficitu a historie padd

TABLE 2. Independent Predictors of Not Receiving Warfarin Among Hospitalized Patients With AF

Variable Adjusted Odds Ratio (95% Cl) P Value
Age, per decade 1.49 (1.08-2.06)
Female 1.56 (0.98-2.47) 0.059

Cognitive impairment 6.35 (2.74-14.74)

History of falling 561(250-1257)

0:000

History of hemorrhage 3.22 (1.87-5.56)
History of ischemic stroke 1.19 (0.59-2.40)
Advanced malignancy 4.57 (1.62-11.46)
Renal dysfunction 1.45 (0.86-2.45) 0.16

Hindricks G et al, European Heart Journal 2020, Hylek EM et al. Stroke 2006, Biteker M et al, JAGS 2017

None

Antiplatelet drug

Warfarin
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Antikoagulacni lecba u starsich osob

* ProtidestiCkove leky nejsou ani u€inneéjsi, ani bezpecngjsi, naopak potencialné skodlive

Age 275 years Age 275 years
Hazard ratio with apixaban, 0.33 Hazard ratio with apixaban, 1.21
(95% CI, 0.19-0.54) _ (95% CI, 0.69-2.12)

0.08 1 0.08

0.07 0.07 A
v ASplﬂn 'E | L -
: o 1 CMP : o= 1 Major bleeding
I 005 L 005
2 2 |
§ 004 ® 004
3 =
§ 003 - E 003 Apixaban
© O

o Apixaban 0.02

0.01 001

o'm V | I T | | 000 ‘IL,A - - - T T - T

0 3 6 9 12 15 18 0 3 6 9 12 15 18
Months
No. at Risk Rione

No. at Risk
Aspirin 992 960 896 740 548 382 233
Apixaban 906 885 816 645 474 321 195

Aspirin 992 951 885 730 536 375 229
Apixaban 906 887 820 651 479 327 196

MUNI e
M E D

Kuan HNG et al, Age and Ageing 2016 — a subgroup analysis from the AVERROES trial



Antikoagulacni lecba u starsich osob

« Krehkost, komorbidity a zvySené riziko padu neprevazi prfinosy OAC vzhledem k malému
absolutnimu riziku krvaceni u starSich pacientt - RCTs, metaanalyzy a velkeé registry

Hindricks G et al, European Heart Journal 2020, Chao TF et al, Circulation 2018

Era without NOACSs ( Year 1996 — 2011 )

Ischemic stroke Hazard ratio ( 95% CI1 ) P value
No antithrombotic therapy Reference + -
Anti-platelet drugs uUnadjusted model 0.90 (0.80 - 1.02) —— 0.093

Adjusted model® 0.91 (0.80 - 1.04) e 0.153
Competing risk” 0.93 (0.82 - 1.06) —_ 0.255
Propensity match 0.91 (0.78 - 1.06) ——i 0.212
Warfarin Unadjusted model 0.68 (0.49 - 0.93) —_—— 0.017
Adjusted model® 0.65 (0.47 - 0.91) —_—,— 0.011
Competing risk” 0.69 (0.49 - 0.96) —_— 0.027
Propensity match 0.61 (0.40 - 0.94) - 0.024

ICH
No antithrombotic therapy Reference + -
Anti-platelet drugs Unadjusted model 0.95 (0.71 - 1.27) B ] 0.733

Adjusted model” 0.85 (0.63 - 1.14) —_——t 0.272
Competing risk” 0.87 (0.65 - 1.17) —— 0.365
Propensity match 1.02 (0.70 - 1.48) —_———— 0.922
Warfarin Unadjusted model 1.27 (0.72 - 2.25) —————— 0.407
Adjusted model® 1.22 (0.68 - 2.18) 0.512
Competing risk" 1.26 (0.70 - 2.25) —_————————— 0.441
Propensity match 1.46 (0.58 - 3.71) = 0.425

0.3 0.5 1.0 2.0 4.0

Hazard ratio ( 95% C1 )
Favor treatment Favor no treatment
Era with NOACSs ( Year 2012 - 2015)

Ischemic stroke Hazard ratio ( 95% Cl ) P value
Warfarin Reference s -
NOACs Unadjusted model 0.96 (0.51 - 1.82) —_— 0.900

Adjusted model” 1.04 (0.45 - 1.97) _— 0.905
Competing risk” 1.16 (0.61 - 2.22) —_—t————— 0.654

ICH
Warfarin Reference L 3 -
NOACs Unadjusted model 0.27 (0.08 - 0.93) & 0.038

Adjusted model* 0.29 (0.09 - 0.98) - 0.04a6
Competing risk” 0.32 (0.10 - 0.97) * 0.044

Major bleeding
Warfarin Reference L 4 -
NOACs Unadjusted model 0.86 (0.57 - 1.29) —_——— 0.455

Adjusted model” 0.88 (0.58 - 1.32) —_——— 0.536
Competing risk” 0.95 (0.63 - 1.44) — 0.866
0.05 0.10 0.20 0.40 1.00 1.60 3.20

Hazard ratio ( 95% Cl )
Favor NOACs

Favor Warfarin



Antikoagulacni lecba u starsich osob

 NOAC maiji lepsi celkovy profil rizika a pfinosu ve srovnani s warfarinem

No, of Apixaban Warfarin Hazard ratio Interaction
patients  number of events (%/year) (95% C1) Pvalue
Primary efficacy outcome (n=18201)
{Stroke or systemic embolism) 0.11*
Age <65 5471 51(1.00) 44(0.86) — Tl 1.16(0,77,1.73)
Age 65 - <75 7052 82(1.25) 112(1.73) . 0.72 (0.54, 0.96)
Age =275 5678 79(1.56) 109(2.19) —— 0.71(0.53,0.95)
Mean age and percentage of participants = 75 years old in pivotal studies of NOACs. 9 ? ( :
All-cause mortality (n=18201) 043*
Age <65 5471 143(2.74) 134(2.56) ——— 1.07 (0.84, 1.35)
18] [19] 20 21] Age 65 - <75 7052 179(2.67) 229(3.46) —— 0.77 (0.64, 0.94)
RE-LY-= ROCKET-AF-= ARISTOTLE= ENGAGE AF-TIMI 48 Age 275 5678 281(5.42)  306(597) = 0.91(0.77,1.07)
Dabigatran Rivaroxaban Apixaban Edoxaban
Major bleeding (n=18 140) 0.63"
Age <65 5455 56(1.17) 72(1.51) —a— 0.78 (0.55,1.11)
D150mg D110mg W(n= R(n= W(mn= A= W(n= E60mg(n E30mg(n W(n= Age 65 - <75 7030 120(1.99)  166(2.82) — . 071 (0.56, 0.89)
(n=6076) (n=6015) 6022) 7131) 7133) 9120) 9081) =7035) =7034) 7036) Age 275 5655 151(3.33) 224(5.19) —— 0.64(0.52,0.79)
Age 71588 714x38.6 716+ 73(65- 73(65- 70(63- 70(63- 72 (64- 72 (64- 72 (64- All bleeding {n=18 140) 0.94*
[yearS] 3.6 ';.'8] 78] 76] '?6] 68] 78] ?8] Age <65 5455 570(13.6) 746(19.1) a 0.73 (0.65,0.81)
Age 65 - <75 7030 926(17.9) 1196(25.9) - 0.70(0.65,0.77)
=75 yrs 40% 38% 39% 43% 43% 31% 31% 41% 40% 40% Age 275 5655 860(23.5) 1118(33.7) - 0.71 (0.65,0.78)
Intracranial bleeding (n=18 140) 0.20*
A: apixaban; D: dabigatran; E: edoxaban; NOACs: new oral anticoagulants; R: rivaroxaban: W: warfarin. Age <65 5455 15(0.31) 17(0.35) : 0.87 (0.43, 1.74)
Age 65 - <75 7030 17(0.28) 48(0.81) L 3 0.35 (0.20, 0.60)
Age 275 5655 20(0.43) 57(1.29) —_—— 0.34 (0.20,0.57)
Net clinical events (n=18201) 0.18*
Age <65 541 228(4.51) 218(4.29) —— 1.05(0.87, 1.26)
Age 65 - <75 7052 340(5.27) 426(6.71) —— 0.79 (0.68,0.91)
Age 275 5678 441(8.91) 524(10.9) —— 0.82(0.72,0.93)
0.125 0.25 05 1 2
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Karamichalakis N et al, J Geriatr Cardiol 2016, Halvorsen S et al., Eur Heart J 2014



Antikoagulacni lecba u starsich osob

« Pfedepsani snizené davky OAC je méné ucinné v prevenci nepfiznivych vysledkd FS

=]

Probability of 1-y Major Bleeding

[~]

Probability of 1-y Major Bleeding

Alexander JH et al, JAMA Cardiol 2016
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Antikoagulacni lecba u starsich osob

« Pretrvavani léCby NOAC je vySSi nez u VKA - lepSi farmakokineticky profil + bezpecnost a u€innost,
zejména u zranitelnych pacientu

« NedostateCné zastoupeni rizikovych skupin (>90 let, kognitivni porucha/demence, nedavné krvaceni
nebo predchozi ICH, terminalni selhani ledvin, porucha jater) - vysoke riziko iCMP a umrti - mnozi
by z OAC profitovali

MUNT B e
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Antikoagulacni lecba u starsich osob

Peroralni antikoagulace u starsich
dospélych s FS

Apixaban 5 mg 2x denné

Dabigatran 150 nebo 110 mg
2x denné

Edoxaban 60 mg 1x denné

Rivaroxaban 20 mg 1x denné

Rivaroxaban 2,5 mg 2x denné
s kyselinou acetylsalicylovou
100 mg 1x denné

Neprimo pusobici
antikoagulancia (antagoniste
vitaminu K)

Taborsky M et al, Cor Vasa 2023(Suppl. 1)

Pokrocily vék nesmi byt divodem pro nedostatecné pouzivani VKA nebo NOAC. U pacientl
bez tézké CKD, mechanickych chlopni nebo mitrélni stendzy je obecné druhou volbou lécby po

NOAC podavani VKA.

Dabigatran je vhodnéjii nez VKA (pokud neni kontraindikovan). U pacienti ve véku = 80 let je
davkovani schvalené agenturou EMA 110 mg dvakrat denné.

Inhibitory FXa maji u starSich pacientl s FS pfiznivy profil uc¢innosti a bezpecnosti, a dava se jim
tak prednost pred VKA (pokud nejsou inhibitory FXa kontraindikovany).

FS

FS

FS

FS

Pacienti s ICHS a/nebo ICHDK"

FS, mechanicka srdecni chlopen

Nepodavat pfi CrCl < 15 ml/min.
2,5 mg 2x denné pri > 2:

vék >80 let

hmotnost < 60 kg

sérova koncentrace Cr =133 pmol/l
nebo CrCl 15-29 ml/min jako
jediném kritériu

Nepodavat pfi CrCl < 30 ml/min.
110 mg 2x denné pro vék > 80
let. Zvazit 110 mg 2x denné pro
vék 75-79 let

Nepodavat pfi CrCl < 15 ml/min.
30 mg od pfi CrCl 15-50 ml/min,
hmotnosti < 60 kg nebo sou-
bézném podavani cyklosporinu,
dronedaronu, erythromycinu
nebo ketoconazolu

Nepodavat pfi CrCl < 15 ml/min.
15 mg od pii CrCl 15-49 ml/min

Nepodavat pfi CrCl < 15 ml/min

S pribyvajicim vékem jsou pro
dosazeni cilové hodnoty INR
nutné nizsi davky

Monitorovat renalni funkce

Monitorovat renalni funkce

Monitorovat renalni funkce

Monitorovat renalni funkce

Dikladné posoudit riziko
ischemie vs. krvaceni

Castéjsi monitorovani INR
s pribyvajicim vékem
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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

MUNT B e
MED

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,

MUNT B e
ED



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

Age <75y
Hospital-Free Survival Overall Survival HF Hospital-Free Survival
1.04 = _
— > >
S B S =
% 0.8 g 0.84 —— C?)
%) s ©
o 0.6 > 0.6 o
o 2 -
% 0.4 T 04 T 0.4
g o ;
%027 HR, 0.70 (95% Cl, 0.49-1.01) O 021 HR, 0.41 (95% Cl, 0.19-0.87) 2 0.21 HR, 0.42 (95% Cl, 0.24-0.75)
T Log-rank P=.05 Log-rank P=.02 w Log-rank P=.002
T T T T T T T T 1 T T T T T T T T 1 T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 0 2 4 6 8 10 12 14 16 18 0 2 4 6 8 10 12 14 16 18
Follow-up, mo Follow-up, mo Follow-up, mo
No. at risk
NT-BNP-guided 108 97 81 71 65 59 54 49 47 45 108 107 103 97 97 94 93 91 90 87 108 101 96 91 89 85 84 82 82 78
Symptom-guided 102 77 66 56 52 48 42 39 33 31 102 93 89 8 83 80 77 75 69 66 102 89 81 76 74 70 67 64 58 54
Hospital-Free Survival Overall Survival HF Hospital-Free Survival
_ 1.0q Tg 1.07
2 _ 2
2 081 E 5 o8
[} & o]
» 0.6 ] D 0.6
2 2 -
% 0.4 T 041 T 0.4
- : 5
ga‘ 0.24 HR, 1.10 (95% ClI, 0.82-1.47) O 0.29 HR, 0.88 (95% Cl, 0.54-1.44) % 0.21 HR, 0.87 (95% CI, 0.60-1.26)
T Log-rank P=.54 Log-rank P=.61 w Log-rank P=.45
T T T T T T T T 1 T T T T T T T T 1 T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 0 2 4 6 8 10 12 14 16 18 0 2 4 6 8 10 12 14 16 18
Follow-up, mo Follow-up, mo Follow-up, mo
No. at risk
NT-BNP-guided 143 104 89 76 63 56 51 45 41 36 143 125 116 113 110 106 100 98 98 92 143 117 107 102 96 91 84 81 78 73
Symptom-guided 146 107 86 73 68 60 52 47 45 44 146 131 117 111 106 102 96 92 92 87 146 120 101 93 90 85 77 71 69 65
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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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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

MUNI
M E D

: BRNO

FAKULTNI
NEMOCNICE



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

55
50
45 —
Va
lm_ 20 dlsartan O O 6
50 35 -
@ 30
H 80 25 Sacubitril-valsartan
sg ol B
.g'f:’ 60 10 Valsartan
=S
Ed 501 s
ES 4 0 T T T
37 0 1 2 3
c & 304 Sacubitril-valsartan
g 20
10
0
T T T 1
0 1 2 3 4
Years
B Total Hospitalizations for Heart Failure
55
50
100 45
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a 90 35 Valsartan
1 80 30-
o
&g 704 B
22 6o 20 Sacubitril-valsartan
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5
_5; 504 10 Valsartan
ES 4] °?
3 f 0 1 T T T 1
28 30 0 1 2 3 4
3 204 Sacubitril-valsartan
= 10
0
T T T 1
0 1 2 3 4
Years

Proportion of Patients

0.55
0.50
100-  p4s
0.904 0.40
0.35
0.80- 0.30
0704 0.25
0.60{ 0.20
0.15 Val
0504 015 alsartan
0.404  0.05 Sacubitril-valsartan
0304 0007 T T T 1
1 2 3 4
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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Desatero pro preskripci u starsich nemocnych

. Definovat zasadni problémy nemocného
. Definovat |éCebné cile
. Zvazit terapeutické alternativy v€éetné edukace a nefarmakologickych metod

. Zvazit rizikovost nemocného, pripadné zda uziva rizikovy lék

1
2
3
4
5. UrCit optimalni davkovani “start low go slow”
6. Zvolit co nejjednodussi davkovaci schema

7. Zvazit nebezpedli kumulace u retardovanych léku

8. Pripravit nemocnému tabulku s doporu€enymi léky a prezkouset nemocného, zda rozumi
9. Optat se nemocného, zda uziva néjake dalsi Iéky kromé predepsanych

10. Pfi opakovanych navstévach uvazit, zda je mozno lé€bu nékterym z 1€k ukondit
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Ji za pozornost
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