190 | FARMAKOLOGICKY PROFIL
Danikopan
https://doi.org/10.36290/vnl.2025.033

Danikopan

Libor Cervinek
Hematologickd ambulance MU a FN Brno

Danikopan je selektivni inhibitor faktoru D komplementu, ktery plsobi pfes alternativni cestu aktivace komplementu.
Blokadou alternativni drahy komplementu danikopan inhibuje extravaskularni hemolyzu (EVH). U¢innost a bezpeénost
danikopanu u dospélych pacientl s paroxyzmalni no¢ni hemoglobinurii (PNH) s klinicky vyznamnou EVH byly hodnoceny
v multicentrické, randomizované, dvojité zaslepené, placebem kontrolované studii faze 3 ALXN2040-PNH-301. Danikopan
pfidany k ravulizumabu nebo ekulizumabu prokazal superioritu v primarnim cilovém parametru zvy3eni hladiny hemoglobi-
nu oproti placebu. Danikopan také dosahl statisticky vyznamného zlep3eni ve srovnani s placebem u viech 4 sekundarnich
cilovych parametrd, které byly podil pacient(l se zvy3senim hladiny hemoglobinu o = 20 g/I, pocet pacientl bez potieby
transfuze, zména ve skore tnavy podle FACIT a zména absolutniho poctu retikulocytl. Kombinace 1é¢by danikopanem
sinhibitory terminalni faze komplentu C5 stabilizuje i primarni intravaskuldrni hemolyzu danou zakladnim onemocnénim
PNH. Danikopan je indikovan jako pfidatna lé¢ba k ravulizumabu nebo ekulizumabu k 1é¢bé dospélych pacientt s paroxy-
zmalni no¢ni hemoglobinurii, ktefi maji rezidualni hemolytickou anémii.
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Danicopan

Danicopan is a selective inhibitor of complement factor D that acts through the alternative pathway of complement acti-
vation. By blocking the alternative pathway of complement, danikopan inhibits extravascular hemolysis (EVH). The efficacy
and safety of danikopan in adult PNH patients with clinically significant EVH were evaluated in a multicenter, randomized,
double-blind, placebo-controlled, phase 3 study ALXN2040-PNH-301. Danicopan added to ravulizumab or eculizumab
demonstrated superiority over placebo in the primary endpoint of increase in hemoglobin levels. Danicopan also achieved
statistically significant improvements compared to placebo in all 4 secondary endpoints, which were the proportion of pa-
tients with an increase in hemoglobin levels of > 20 g/L, the number of patients without a transfusion, the change in FACIT
fatigue score, and the change in absolute reticulocyte count. The combination of danicopan treatment with C5 terminal phase
inhibitors also stabilizes primary intravascular hemolysis due to the underlying PNH disease. Danicopan is indicated as an
add-on therapy to ravulizumab or eculizumab for the treatment of adult patients with paroxysmal nocturnal hemoglobinuria
who have residual hemolytic anemia.
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Uvod

Paroxyzmalni no¢ni hemoglobinurii (PNH) fadime mezi velmi vzac-
né onemocnéni krvetvorby. Pfi¢cinou onemocnénf je ziskany genetic-
ky defekt (mutace genu) PIG A (phosphatidylinositol glycan anchor
biosynthesis class A), ktery je lokalizovédn na X chromozomu. Chybéni
tohoto genu vede k deficienci na mebranu krvinky kotvenych struktur,
které za normélnich okolnostf chrani krvinky pred jejich zanikem plso-

benim komplementu. Mezi tyto chybéjici struktury fadime regulator
proximalni drdhy komplementu CD 55 a regulator termindlni slozky
komplementu CD 59. Chybéni téchto slozek na membrané erytrocytd,
ale i u monocytl a granulocytl je zakladem flowcytometrické dia-
gnostiky pacientl s PNH. Onemocnéni se obvykle manifestuje anémif
s klasickymi klinickymi pfiznaky, jako jsou dusnost nebo nevykonnost.
Laboratorné nachdzime u pacientt réizné vyjadfeny anemicky syn-
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