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revmatickych onemocnéni
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Nejcastéjsi imunitné podminénd zdnétliva revmatickd onemocnéni - revmatoidni artritida, psoriatickd artritida a axialni
spondyloartritida — zaznamenala v poslednich letech vyznamny pokrok se zavedenim biologické Ié¢by proti cytokinlim
a imunitnim bunkam, ale také proti nitrobunéé¢nym enzymuim, konkrétné Janusovym kindzam (JAK). Nitrobunécna signa-
lizace JAK se aktivuje navazanim rGznych cytokinl nebo rlstovych faktor(i na pfislusné bunéc¢né receptory, umozni se
aktivace transkrip¢nich faktor( STAT (Signal Transducers and Activators of Transcription) a finalné transkripce gent s dd-
lezitym postavenim v pribéhu vrozené a ziskané imunitni odpovédi. Popsany jsou ¢tyfi Janusovy kindzy: JAK1, JAK2, JAK3
a tyrosin kinaza-2 (TYK2). V soucasnosti jsou schvalené ctyfi JAK inhibitory (tofacitinib, baricitinib, upadacitinib a filgoti-
nib) pro [é¢bu revmatoidni artritidy, nékteré pro 1é¢bu psoriatické artritidy a axialni spondyloartritidy. JAK inhibitory maji
rdznou selektivitu proti jednotlivym kindzam. Nékteré JAK inhibitory jsou zkouseny u dalSich vzacnéjsich systémovych
onemocnéni pojiva. Obecnou vyhodou JAK inhibitort je peroraini podavani, rychly nastup Gcinku a ic¢innost v monoterapii.
Bezpecnostni profil JAK inhibitorl v porovnani s biologickou I1é¢bou se zda byt srovnatelny, ¢astéji se vyskytuje herpes
zoster, diskutuje se zvyseny vyskyt zavaznych kardiovaskuldrnich onemocnéni, tromboembolickych komplikaci a nador(
u rizikovych pacient(. Cilem této prace bude shrnout nejnové;jsi poznatky o JAK inhibitorech ve schvalenych indikacich
nejcastéjsich revmatickych onemocnéni.
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JAK inhibition in the treatment of inflammatory rheumatic diseases

The most common immune-mediated inflammatory rheumatic diseases, such as rheumatoid arthritis, psoriatic arthritis, and
axial spondyloarthritis, have reached significant progress in recent years with the introduction of biological therapies targeting
cytokines and immune cells, but also small molecules targeting intracellular enzymes, specifically Janus kinases (JAKs). Intra-
cellular JAK signaling is activated by binding various cytokines or growth factors to their respective cellular receptors, leading
to the activation of Signal Transducers and Activators of Transcription (STAT) and ultimately gene transcription with a pivotal
role in innate and adaptive immune responses. Four Janus kinases have been described: JAK1, JAK2, JAK3, and tyrosine kinase
2 (TYK2). Currently, four JAK inhibitors (tofacitinib, baricitinib, upadacitinib, and filgotinib) are approved for the treatment of
rheumatoid arthritis, some for psoriatic arthritis and axial spondyloarthritis as well. JAK inhibitors exhibit varying selectivity
against individual kinases. Certain JAK inhibitors are being investigated for other rarer connective tissue diseases. A general
advantage of JAK inhibitors is their oral administration, rapid onset of action, and efficacy in monotherapy. The safety profile
of JAK inhibitors compared to biological therapies appears to be comparable, with a higher incidence of herpes zoster and
discussions about increased occurrence of serious cardiovascular diseases, thromboembolic complications, and malignancies
in high-risk patients. The aim of this work is to summarize the latest findings on JAK inhibitors in approved indications for the
most common rheumatic diseases.
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