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ALDOSTERON

- je mohutnym stimulatorem tvorby kolagenu v
myokardu i cévni sténé, vede k fibroze

- vede k retenci Na+ a vody - objemove
pretiZzeni, zpusobuje hypokalemii

- zvySuje apoptozu kardiomyocyti

- zvySuje lokdlni tvorbu noradrenalinu v cévni
stené

* upreguluje ACE i receptory AT, pro
angiotenzin II

- ani ACE-I ani ARB neblokuji Gplné tvorbu
aldosteronu (fenomén ,escape™)



Aldosteron-nezadouci vliv na KV systém
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Mechanismy uvolnovani aldosteronu
(mimo klasicky koncept)

Katecholaminy

Renin ACE
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,Aldosteron escape*

Weber. N Engl J Med 2001;345:1689-1697



Aldosteronoveé receptory

v dist. kandlku ledviny:

mineralokortik. efekt (smeéena
Na*/K*)
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v myokardu:
stimulace proliferace fibroblastu
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- v hladké svaloviné cév a edotelu:
stimulace proliferace fibroblastu

Inhibice ACE i blokada receptortt AT1 inhibuje aldosteronové receptory
nedostatecné - vyhoda periferni blokady receptoru



Misto ucinku blokatoru
mineralokortikoidnich receptoru




Indikace blokatoru
mineralokortikoidnich receptoru

» chronickeé srdecni selhani (nizké subdiuretické davky - 25-50

mg): hlavnim efektem je zabrdnéni hyperplasie vaziva v myokardu a v
cévni sténé, kombinace s I-ACE, betablokdtory a diuretiky, snizeni
dmrtnosti o ¢tvrtinu

» primdrni hyperaldosteronizmus (vysoké ddvky - i >100 mg)

arteridlni hypertenze refrakterni
na lécbu (souéast kombinaéni |é¢by)

+ deplece kalia a jeji prevence (ddvky stredni)



Vazba kortisolu a aldosteronu na
mineralokortikoidni receptory

A Normal vessel wall B Damaged vessel wall
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Addition of Spironolactone in Patients
With Resistant Arterial Hypertension

(ASPIRANT) A Randomized, Double-Blind,
Placebo-Controlled Trial

Jan Vaclavik, Richard Sedlak, Martin Plachy, Karel Navratil, Jiri Plasek, Jiri
Jarkovsky, Tomas Vaclavik, Roman Husar, Eva Kocianova, Milos Taborsky

Hypertension 2011;57:1069-1075



Eplerenone, a Selective Aldosterone Blocker,
in Mild-to-Moderate Hypertension

Myron H. Weinberger, Barbara Roniker, Scott L. Krause, and Robert J. Weiss
AJH 2002; 15:709-716

This 8-week, multicenter, double-blind, placebo-
controlled trial assessed the efficacy, safety, and
tolerability of eplerenone in eligible patients
randomized to eplerenone 50, 100, or 400 mg once
daily; eplerenone 25, 50, or 200 mg twice daily;
spironolactone 50 mg twice daily; or placebo. The
primary efficacy variable was the adjusted mean
change in baseline to final visit for seated
diastolic blood pressure (DBP).
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Eplerenone Once Daily (1)
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Zaver: Davka 50 az 400 mg EPLN 1x denné
nebo 2x denné rozdélené je ucinnd v
zdvislosti na davce jak na sTK tak dTK.
EPLN byl dobte tolerovdn, vyskyt NUL byl
srovnatelny s placebem, a nebyl pozorovan
progestachni ¢i antiandrogenni vedlejsi
dc¢inek. Nutno dodat, ze stejny vliv na TK
meél i spirolakton v davce 2x 50 mg ale s
vyraznéjsimi NUL.



Determinants of blood pressure reduction by
eplerenone in uncontrolled hypertension

Pieter M. Jansena, Wijnanda J. Frenkelb, Bert-Jan H. et al.
Journal of Hypertension 2013, 31:404-413

Essential HT with uncontrolled BP, despite
the use of at least 2 antiHT, plasma renin and
aldosterone concentrations and the
transtubular potassium gradient (TTKG) were
measured. Pts were treated with eplerenone
50mg daily on top of their own medication.
The OBPM a ABPM and biochemical changes
were evaluated after 1 week and 3 months of
treatment and 6 weeks after discontinuation.
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Journal of Hypertension 2013, 31:404-413
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Journal of Hypertension 2013, 31:404-413



Zavér: Eplerenon ucinné snizil TK u
pacientl s hure kontrolovanou HT a
bez evidence primdrniho
aldosteronismu. Tento efekt byl
nezavisly na parametrech cirkulujiciho
systému RAA a rendlni aktivity MR.
Byl pozorovan mensi vliv na TK u
nemocnych s HLK .



Eplerenon

Far'makokmehka
absorbce neovlivnéna jidlem
tax ~1-2 hod.
vazba na plazmat. proteiny ~ 50%
metabolizace CYP450-3A4
inaktivni metabolity
t 3 4-6 hod.
steady state 2 dny
vd ~ 50 |
vylucovani: moc¢ (67%), zluc (33%)
Selektivita

nizka afinita k receptorim pro androgeny a progesteron a

kortisol (aZz nizsSi 100 x ve srovnani s receptory pro
aldosteron)

Lakkis et al. Curr Hypertens Rep. 2003;5:408-417.



Srovnani eplerenonu se

spironolaktonem
Eplerenon Spironolakton

Selektivita (mineralokort. ANO NE

receptor)

Aktivni metabolity N[= ANO

Interakce s digoxinem minimalni ANO
Kancerogenita (zvirata) NE ANO

Gestagenni a srovnatelné s ANO

antiandrogenni NU

placebem

Lakkis et al. Curr Hypertens Rep. 2003;5:408-417.




