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Cushinglv syndrom (CS) je onemocnéni zplisobené nadmérnou autonomni produkci kortizolu a jeho plsobenim na bunky,
tkané a organy lidského téla. Klinicky obraz CS je velmi komplexni a bezprostfedné ohrozuje své nositele na Zivoté. Morbidita
a mortalita pacientl s aktivnim CS je oproti referen¢ni populaci az ¢tyrikrat vyssi, zejména v dusledku kardiovaskularnich
pfic¢in, ale pacienty ohroZuje fada dalSich komplikaci. Navic existuji dlikazy, ze zvysena morbidita a mortalita pretrvava
mnoho let i po Uspésné [écbé. Lécba CS musi byt ¢asnd a komplexni. Ve viech situacich s pfetrvavajici nadprodukci korti-
zolu musime normalizovat jeho produkci. Zde ma své misto farmakologicka Iéc¢ba.

Perorélni pfipravek Isturisa s i¢innou latkou osilodrostat (kddové oznacen LCI699) je indikovan k 1é¢bé endogenniho Cushin-
gova syndromu u dospélych pacient(l. Jeho ucinnost a bezpecnost byla a je ovéfovana v programu klinickych studii LINC 1-7.
Studie faze Il sledovaly G¢innost i bezpeénost osilodrostatu. Udaje in vitro ukazuji, Ze ani osilodrostat ani jeho hlavni meta-
bolit neinhibuji enzymy a transportéry, které se podileji na metabolismu Iéciv, v klinicky relevantnich koncentracich. Lékové
interakce se nejevi pravdépodobné. Nejvaznéjsim nezadoucim ucinkem v klinickych studiich byla adrendlni insuficience.
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Osilodrostat

Cushing'’s syndrome (CS) is a disease caused by excessive autonomous production of cortisol and its effects on cells, tissues
and organs of the human body. The clinical feature of CS is very complex and directly threatens the lives of its carriers. Mor-
bidity and mortality of patients with active CS is up to four times higher than in the reference population, mainly due to
cardiovascular causes, but patients are at risk of a number of other complications. In addition, there is evidence that increased
morbidity and mortality persist for many years even after successful treatment. Treatment of CS must be early and compre-
hensive. In all situations with persistent overproduction of cortisol, we must normalize its production, where pharmacological
treatment has its place.

The oral product Isturisa with the active substance osilodrostat (code LCI699) is indicated for the treatment of endogenous
CS in adult patients. Its efficacy and safety have been and are being verified in the clinical trial program (LINC 1-7). Clinical
studies phase lll verified the efficacy and safety of osilodrostat. In vitro data indicate that neither osilodrostat nor its major
metabolite inhibit enzymes and transporters at clinically relevant levels. Drug interactions do not appear likely. The most
serious adverse event was adrenal insufficiency.
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Cushingﬁv syndrom a ieho etiopatogeneze gany lidského téla a prvni podrobny popis onemocnéni podal Harvey
Cushinglv syndrom (CS) je onemocnéni zplsobené nadmérnou  Cushing v roce 1932 (1). Jedné se o vzacné onemocnéni s odhadovanou
autonomni produkci kortizolu a jeho pdsobenim na bunky, tkdnéaor-  incidenci 2-3 nové pfipady na 1000000 obyvatel a 1 rok (2, 3). Pokud
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