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Inhibitory PCSK9 (proproteinové konvertazy subtilisin/kexinového typu 9) jsou slibnou [é¢ebnou strategii, diky niz docha-
zi ke snizeni koncentrace aterogenniho lipoproteinu o nizké hustoté (low density lipoprotein, LDL) i cholesterolu v ném
obsazeného. Alirokumab je jednim ze dvou inhibitor( PCSK9 uvolnénych do klinické praxe. Alirokumab je rekombinantni
technikou ziskana specifickd protilatka proti PCSK9. Vazba protilatky s izoenzymem PCSK9 zabrani vytvofeni komplexu
PCSK9 s receptorem pro LDL a umozni tak dalsi recirkulaci receptoru pro LDL. Zvyseni nabidky receptoru pro LDL na buné¢-
nych membranéch zvysi internalizaci LDL do bunék a vede k poklesu koncentrace LDL cholesterolu. DoloZeno je pfiznivé
pUsobeni alirokumabu na aterogenni lipoproteiny (pokles koncentrace LDL cholesterolu o vice nez 50 %) jak v monoterapii,
tak v kombinaci se statiny ¢i s jinymi hypolipidemiky. Studie Odyssey Outcomes pfinesla zcela zésadni informace, které se
jiz nyni odrazily i ve zméné postupu [é¢by nemocnych s AKS. Alirokumab po pfidani k intenzivni statinové 1é¢bé u téchto
nemocnych vyznamné snizoval vyskyt KV-pfihod a v naslednych analyzach se prokézalo i snizeni celkové mortality. Nej-
vyraznéji byl pozitivni ucinek alirokumabu vyjadien ve skupiné s vy3sim vstupnim LDL-C. Lécba alirokumabem se navic
ukazala jako bezpecnd, s minimem nezadoucich piihod.
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Praluent (alirokumab)

PCSK9 inhibitors (inhibitors of proprotein convertase subtilisin/kexin type 9) offer a promising treatment strategy decreasing
the concentrations of both atherogenic low density lipoprotein (LDL) and cholesterol contained within LDL. Alirocumab is one
of two PCSK9 inhibitors that entered clinical practice so far. Alirocumab is a specific antibody against PCSK9, manufactured
using recombinant technique. When the antibody binds to the PCSK9 isoenzyme, no complex encompassing PCSK9 and
LDL receptor can be formed, thus enabling further recirculation of the LDL receptor. Increasing the amount of LDL receptors
available on the cell membranes leads to higher internalization of LDL within cells and to lowering of LDL cholesterol concen-
tration. It has been shown that alirocumab exerts favorable effect on atherogenic lipoproteins (i.e. decrease of concentrations
of LDL cholesterol by more than 50%) both in monotherapy and in combination with statins or other hypolipidemics. Odyssey
Outcomes study brought new information into light and changed the guidelines of treating the patients with cardivascular
diseases. Alirokumab added to intensive statin therapy reduced significantly the risk of cardiovascular diseases and the post
hoc analysis confirmed also the reduction of total death rate. The positive effect of alirocumab is higher in patients with higher
initial LDL-C. The therapy with alirokumab is safe, with minimum adverse events.
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Farmakologicka skupina Mechanismus tucinku

Alirokumab je inhibitor proproteinové konvertazy subtilisin/kexinového  Proproteinové konvertdzy jsou rodinou serinovych proteéz, které kon-
typu 9 na bazi humanni monoklonalni protilatky. Vlastni monoklonalni  vertuji neaktivni proproteiny na proteiny biologicky aktivni (zejména
protilatka (tfidy IgG) je pIné humanni, ziskana rekombinantni DNA  enzymy, cytokiny, hormony, membranové proteiny Ci glykoproteiny).
technologii. Po farmakologické strdnce patii alirokumab do skupiny  Vlastni aktivace proproteinu je dosazeno zpravidla odstépenim ¢asti

hypolipidemik, podskupiny inhibitort PCSKO9 (1, 6). fetézce a odhalenim jeho biologicky G¢inného mista. Druhd ¢ast pu-
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