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Role zanétu aimunity u aterosklerdzy a mozné zplsoby jejich ovlivnéni

Role zanétu a imunity u aterosklerozy
a mozné zpusoby jejich ovlivnéni

Jan Bruthans
Centrum kardiovaskularni prevence 1. LF UK a Thomayerovy fakultni nemocnice, Praha

Aterosklerézu a jeji klinické projevy charakterizuje pokracujici zanét cévni stény. Vrozené (inatni) a adaptivni imunitni me-
chanismy se uplatnuji ve vech fazich aterosklerézy. Tize zanétu, respektive pokrocilejsi proaterogenni imunitni aktivita
zhorsuji pribéh kardiovaskularnich (KV) onemocnéni. Snahy potlacit zanét a imunitni proaterogenni mechanismy se potykaji
s fadou problémd, ale nékolik klinickych studii jiz dosahlo pozitivnich vysledk(. Podavani statin ma protizanétlivy efekt,
naopak PCSK9 monoklondlini protilatky protizanétlivy efekt nemaji. Také SGLT2 inhibitory (glifloziny) maji prokézany proti-
zanétlivy ucinek, coz by ¢astecné vysvétlovalo jejich protektivni KV efekt. Recentni studie COLCOT s kolchicinem a CANTOS
s canakinumabem (monoklonalni protilatka proti interleukinu 1beta) snizily zadnétlivou aktivitu a KV mortalitu i incidenci
jednotlivych KV endpointd. Jsou zvazovany i dalsi cesty ovlivnéni zanétu u aterosklerdzy, napf. blokace proaterogennich
chemokinl specifickymi protilatkami nebo intervence metabolismu zanétlivych bunék. Je vyvijena vakcina proti PCSK9.
Dalsi studie se ziejmé zaméfi na blokaci osy aktivni IL-1beta - IL-6, blokaci proaterogennich cytokinli a bude preferovano
zafazeni pacientl se zndmkami perzistujiciho zanétu, s ur¢enim zanétlivé faze a s presnym popisem aterosklerotické Iéze.
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Role of inflammation and imunity in atherosclerosis and possible ways of their control

Atherosclerosis and its clinical manifestations are characterised by ongoing arterial wall inflammation. Innate and adaptive
imunity patterns are involved in all stages of atherosclerosis. Intensity of inflammation, more advanced proatherogenic imu-
nity activity enhance development of cardiovascular (CV) disease. Efforts to control inflammation and imune proatherogenic
patterns face considerable problems, but recent clinical studies offer promissing results. Statins have antiinflammatory effect,
but PCSK9 monoclonal antibodies not. SGLT2 inhibitors (gliflozins) have a proven antiinflammatory effect and this might partly
explain their protective CV effect. Recent clinical studies, COLCOT with colchicine and CANTOS with cinakinumab decreased
inflammatory activity, CV mortality and incidence of defined CV endpoints. Other approaches to control inflammation in
atherosclerosis are considered, namely blocation of proatherogenic cytokins by specific antibodies and intervention of meta-
bolism of inflammatory cells. Vaccination against PCSK9 is being developed. Further studies may aim on active IL-1beta - IL-6
axis blocation nad on blocation of proatherogenic cytosins. Patients with signs of persistent inflammation, with specified
inflammatory stage and with atherosclerotic leasion more precisely defined will be included.
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Uvod

Aterosklerdza a jejf klinické projevy, plivodné povaZované za projev
a nasledky témér vylu¢né poruchy metabolismu a ukladani lipidd v cévni
sténé velkych a stfednich tepen (N. N. Anickov), jsou provdzeny a cha-
rakterizovany i pokracujicim zanétem cévni stény (R. Virchow, R. Ross).
Genomové studie, in vivo zobrazovaci metody, transgenetické studie na

mysich, ale i observacni populacnia klinické intervencni studie prokazaly
fundamentalni roli zanétu, resp. vrozenych (innate) a adaptivnich imunit-
nich mechanism{ ve viech fazich aterosklerézy — od jejiho vzniku, v jeji
progresi a finalné pii jejich trombotickych komplikacich (1-4).

Elevace zanétlivych marker( predikuje horsi prabéh akutniho
korondrniho syndromu nezavisle na mife ischemického poskozenf
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