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Moderni medicina klade velky dliraz nejen na Ucinnost, ale zejména na bezpecnost Iécby. Spole¢nym nedostatkem an-
tikoagulancii blokujicich spole¢nou cestu koagulacni kaskady (inhibitor( trombinu, inhibitor( faktoru Xa ¢i antivitamin(
K) je zvysené riziko klinicky vyznamného krvaceni. Pfichdzi nova strategie zaméfend na inhibici vnitini cesty koagula¢ni
kaskady, konkrétné na inhibici syntézy ¢i blokadu funkce faktoru XI/Xla. Tato cesta je slibnd, nebot k nejcastéjsim indikacim
antikoagulancii patii aktivace hemostazy kontaktem (navozena napt. polyfosfaty na povrchu aktivovanych trombocytt
¢i kontaktem s negativnim elektrostatickym povrchem) ¢i repara¢né-zanétlivymi pochody (zejm. vldkny extracelularné
uvolnéné DNA z neutrofilnich leukocytl — NET ¢&i fadou cytokin(). Podminkou aktivace této vnitini cesty koagulace je
stagnace krve umoznujici dosazeni ucinné lokalni koncentrace enzymu koagulacni kaskady. Témto podminkam odpovidaji
dvé nejcastéjsi indikace antikoagula¢ni lé¢by — prevence tromboembolickych pfihod provazejicich fibrilaci sini ¢i profylaxe
a lécba tromboembolické nemoci. Zachovani aktivni vnéjsi cesty koagulace pak umozni zachovani hemostazy pfi poskozeni
cévni stény, tedy napf. pfi poskozeni sliznic, pfi Urazech ¢&i operacnich zakrocich.

Typy léciv provéfované pfi inhibici faktoru Xl/Xla demonstruji sou¢asny posun moznosti farmakologické intervence. Vedle
klasickych Iéciv s malou molekulou (napf. asundexian, milvexian) jsou vyvijeny monoklonalni protilatky (napf. abelacimab,
osocimab) ¢i inhibujici oligonukleotidy (napt. fesomersen). Rada téchto lé¢iv ma ukonceny casné faze klinického hodnoceni
a v fadé indikaci (profylaxe tromboembolické nemoci po ortopedickych zékrocich, v ramci prevence tromboembolickych
piihod pfi fibrilaci sini ¢i v indikaci sekundarni prevence po infarktu myokardu ¢i iktu) probihaji posledni predregistracni
faze hodnoceni.
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Inhibition of coagulation factor XI/Xla - the next step in increasing the safety
of anticoagulant therapy?

Modern medicine places great emphasis not only on the efficacy but especially on the safety of the treatment. A common
deficiency of anticoagulants inhibitingg the common pathway of the coagulation cascade (thrombin inhibitors, factor Xa in-
hibitors or antivitamins K) is an increased risk of clinically significant bleeding. A new strategy is being developed to inhibit the
intrinsic pathway of the coagulation cascade, specifically to inhibit the synthesis or block the function of factor XI/Xla. This route
is promising, as the most common indications of anticoagulants include activation of haemostasis by contact (induced e.g. by
polyphosphates on the surface of activated platelets or by contact with a negative electrostatic surface) or by repair-inflammatory
processes (especially by extracellularly released DNA fibres from neutrophilic leukocytes — NETs or by a number of cytokines). The
condition for the activation of this intrinsic coagulation pathway is the stagnation of the blood, allowing the achievement of an
effective local concentration of enzymes of the coagulation cascade. These conditions correspond to the two most common
indications for anticoagulant therapy - prevention of thromboembolic events accompanying atrial fibrillation or prophylaxis and
treatment of thromboembolic disease. Maintaining an active external coagulation pathway will then allow for the preservation
of hemostasis in the event of damage to the vascular wall, e.g. damage to mucous membranes, injuries or surgeries.

prof. MUDr. Jan Bultas, CSc. Cit. zkr: Vnitr Lék. 2024;70(4):213-218
Farmakologicky Ustav, 3. 1ékarska fakulta UK Praha Clanek pfijat redakcf: 11. 4. 2024
jan.bultas@lf3.cuni.cz Clanek piijat po recenzich: 30. 4. 2024

www.casopisvnitrnilekarstvi.cz / Vnitf Lék. 2024;70(4):213-218 / VNITRNI LEKARSTVI


https://doi.org/10.36290/vnl.2024.043

